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SUMMARY

This is a Phase 3, open-label, single-arm, multicenter, long-term study to evaluate the safety
and efficacy of brivaracetam (BRV) in children with epilepsy. This study is designed for
pediatric subjects >1 month to <17 years of age who have completed other pediatric BRV
studies (herein referred to as “long-term follow-up” [LTFU] subjects) and for at least

100 subjects >4 years to <17 years of age with POS who had not previously enrolled in a
pediatric BRV study (herein referred to as “directly enrolled subjects’), with a planned total
enrollment of approximately 600 subjects.

The primary objective is to document the long-term safety and tolerability of BRV{The
secondary objective is to assess the efficacy of BRV during long-term exposute.The other
objectives are to explore direct cost parameters and to assess the effect of BRV 1) on
behavior and cognition using the age-appropriate Achenbach Child Behavior Cheeklist
(CBCL/1%2-5 or CBCL/6-18) for LTFU subjects >18 months of age at Baseline,of their initial
BRYV study (herein referred to as their “core study”) and for all directly enrolled subjects,

2) on cognition using the Behavior Rating Inventory of Executive Function®
(BRIEF®)/BRIEF®-Preschool Version (BRIEF®-P); and 3) ofi'quality.of life using the
Pediatric Quality of Life Inventory” (PedsQL"»for LTFU subjects=>2 years of age at the
Baseline of the core study and for all directly enrolled.subjects. The Bayley Scales of Infant
and Toddler Development®, Third Edition-(Bayley-IH®) will be used to assess LTFU subjects
enrolled in English-speaking countries and-in countries where a validated translation is
available and <18 months of age at Baseline of the core study; the Bayley-III will not be used
to assess directly enrolled subjects since all are to be >4 years of age.

The LTFU subjects will enter directly into the Evaluation Period at the Entry Visit (EV) and
will continue BRV treatment at the individualized dose they were receiving at the completion
of their core study. Directly enrolled subjects will enter NO1266 at the Screening Visit (ScrV)
and then participate in up to 3 weeks of'an Up-Titration Period. If a directly enrolled subject
demonstrates, in the opinion of the Inyestigator, acceptable tolerability and seizure control on
the same daily dose of BRV (no dower than 1mg/kg/day) for 72 days during the
Up-Titration Period, the subject will attend the EV and enter the Evaluation Period on that
dose.

Brivaracetam (tablet and.oral solution) should be administered twice daily (bid) in 2 equally
divided doses: All L'TFU subjects must be able to tolerate the minimum dose specified in the
core study to be-eligible for entry into the Evaluation Period of N01266. All directly enrolled
subjects'must.be’able to tolerate at least Img/kg/day during the Up-Titration Period prior to
entering the’Evaluation Period of N01266, as indicated in Section 7.2.

The maximum allowable BRV dose is 5.0mg/kg/day (2.5mg/kg bid), not to exceed a dose of
200mg/day. Subjects will receive oral solution or tablets, as appropriate. With the exception
of dose adjustments for BRV during the Up-Titration Period, which should be made in
accordance with the protocol-specified guidelines, dose adjustments of BRV and any
concomitant antiepileptic drugs (AEDs) are allowed at any time based on clinical judgment.

Subjects will receive BRV treatment in this study for at least 3 years, until approval of BRV
has been obtained for pediatric subjects in their age range, until a managed access program is
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established as allowed per country-specific requirements in addition to legal and regulatory
guidelines, until subjects transition to another BRV study, or until the investigational product
development in the related age range of the pediatric population is stopped by the Sponsor,
whichever comes first.

For LTFU subjects, the EV is the first study visit. For directly enrolled subjects, the EV
occurs after subjects have completed the ScrV and at least 1 Titration Visit (TV), and have
maintained acceptable tolerability and seizure control on the same daily dose of BRV (no
lower than the minimum specified dose) for 72 days of the Up-Titration Period. For, stubjects
who continue in this study until it ends, the Evaluation Period will extend from the EV until
the final evaluation visit (Final Visit, FV). For subjects who prematurely discontinae the
study, the Evaluation Period will last from the EV until the Early Discontinuation) Visit
(EDV), followed by a maximum 4-week Down-Titration Period, a 2-week*Safety
(Drug-Free) Period, and a final Safety Visit (SV). Subjects already enrolled in NO1266 may
participate in EP0065 (an intravenous [iv] BRV study for pediatric subjects), if-eligible, and
then resume participation in NO1266.

During the Evaluation Period, Minimal Evaluation Visits (MEVs) and-Full Evaluation Visits
(FEVs) will be performed alternatively every month duringthe first3'months and every
3 months thereafter, with a Yearly Evaluation Visit (YEV) every\12'months.

Safety variables include adverse events (AEs);safety-laboratory assessments (hematology,
biochemistry including hepatic monitoring.of alanine-aminotransferase [ALT], aspartate
aminotransferase [AST], alkaline phosphatase{ALP], total bilirubin, and
gamma-glutamyltransferase [GGT], and endocrinology for all subjects and urinalysis for
subjects for whom sample collection is'feasible),plasma concentrations of BRV and
phenytoin (if applicable), electrocardiograms (ECGs), vital signs, physical and neurological
examinations, psychiatric and mentab status, body weight, height, and head circumference.

All efficacy variables will be considered exploratory in nature. Seizure counts will be based
on the daily record card (DRC) information or electroencephalograms (EEGs) and the disease
characteristics of each subject.

Other variables include direct)cost parameters (such as concomitant medications, medical
procedures, health'care provider consultations not foreseen by the protocol, and hospital
stays) and the ‘change in.Achenbach CBCL (CBCL/1%2-5 or CBCL/6-18), BRIEF-P/BRIEF,
and PedsQL scores,and the change in Bayley-III scales for subjects enrolled in
English-speaking.countries and countries where a validated translation is available.

Up to 600 subjects may possibly enroll in this study. The number and location of sites will
depend on ‘these participating in core studies from which LTFU subjects will be enrolled, and
those participating in direct enrollment. Sites of direct enrollment will include, but not be
limited to, sites participating in core studies.

INTRODUCTION
Background regarding targeted disease

Epilepsy is the second most prevalent neurological disorder in the world. It is estimated that
almost 70 million people suffer from epilepsy (Ngugi et al, 2011). Epilepsy affects about 4 to
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6 out of 1,000 children aged less than 20 years old, and the overall annual incidence rates of
epilepsy for all seizure types for all children aged less than 19 years range between 45 and
86 out of 100,000 children. Long-term prognosis of epilepsy varies across several factors
such as types of syndromes, etiology, and presence of co-morbidities.

The existing treatment options for epilepsy in childhood generally follow the treatment
options for adults, and clinical experience demonstrates that children may benefit from the
administration of conventional AEDs for the treatment of partial-onset seizures (POS) with
comparable results to adults. Despite the availability of new AEDs, more than 25% of’
pediatric patients have inadequate seizure control on currently available AEDs, or expetience
significant adverse drug effects (Hadjiloizou and Bourgeois, 2007). Thus, there remains a
need for potent AEDs with a positive benefit-risk profile in this population.

Diagnosis of epilepsy is based on the recurrence of seizures. Seizures may-be caused-by an
underlying brain disorder or lesion or due to genetic conditions. Characterization-of the
epileptic syndrome has profound implications for treatment and prognesis. Fhe major
dichotomy for the diagnosis of epilepsy is the differentiation between focdl epilepsies

(ie, related to a focal brain dysfunction) which are the most frequent and*account for
approximately 60 to 70% of all cases, and generalized epilepsy syndromes, which represent
approximately 25 to 30% of all epilepsy syndromes. In about 10% ©f cases, other specific
syndromes are classified or the classification.remainsuncertaif.

For the purposes of this study, the seizure-type classification will follow the 1981
International League Against Epilepsy~(ILAE)-classification of epileptic seizures, which
classifies partial seizures as simplépartial seizures (ho-alteration of consciousness), complex
partial seizures (with alteration of conseciousness), and secondarily generalized seizures, and,
on the other hand, classifies generalized-seizuretypes, referred to as absence seizures (typical
and atypical), myoclonic seizures,.¢lonic seizures, tonic seizures, tonic-clonic seizures, and
atonic seizures. Apart from myoclenic seiztres, consciousness is almost invariably impaired
from the onset of the seizure(Commission on Classification and Terminology of the ILAE,
1981).

Likewise, the classification of €pilepsy syndromes will be used according to the 1989
ILAE publication (Commission on Classification and Terminology of the ILAE, 1989).

2.2 Background information regarding product

Brivaracetam ((2S)-2-[(4R)-2-ox0-4-propyltetrahydro-1H-pyrrol-1-yl]butanamide) displays a
high and selective affinity for the synaptic vesicle protein 2A (SV2A) in the brain. Binding to
SV2A is believed to be the primary mechanism for BRV anticonvulsant activity. In 2016,
marketing authorization for the use of oral and iv BRV as adjunctive treatment of
partial-onset seizures (POS) in patients 16 years of age and older with epilepsy was granted in
the EU, US, Australia, and Switzerland, and in Canada for patients 18 years and older with

epilepsy.
More detailed information regarding the nonclinical and clinical development programs for

BRYV, including all completed and ongoing studies, is provided in the Investigator’s
Brochure.
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2.3 Rationale for the study

3

3.1

3.2

NO01266 is designed for pediatric subjects >1 month to <17 years of age who have completed
core studies (LTFU subjects) and for at least 100 subjects >4 years to <17 years of age with
POS who have not participated in a core study (directly enrolled subjects). The total
enrollment planned for NO1266 is approximately 600 subjects.

NO01266 will provide long-term safety and tolerability data on BRV in pediatric subjects with
epilepsy, while providing access to BRV for subjects who may benefit from long-term
treatment. The enrollment of directly enrolled subjects is intended to provide both long-term
safety and tolerably data and efficacy data for subjects 4 years to <17 years of age-with POS
to supplement data collected for subjects with POS in N01263.

Subjects will receive BRV treatment in this study for at least 3 years, until:approval-of BRV
has been obtained for pediatric subjects in their age range, until a managed access.program is
established as allowed per country-specific requirements in addition to.Jegal and regulatory
guidelines, until subjects transition to another BRV study, or until.the‘investigational product
development in the related age range of the pediatric population is'stoppeéd-by the Sponsor,
whichever comes first.

Subjects already enrolled in NO1266 may parti¢ipate in EP0065, ifeeligible, and then resume
participation in N01266.

STUDY OBJECTIVES
Primary objective

To document the long-term safety and tolerability of BRV
Secondary objective

To assess the efficacy of BRV durmg long-term exposure

3.3 Other objectives

To explore direct cost parameters

To assess the effectof BRY on behavior using the Achenbach CBCL in subjects >18 months
of age

To explore the effectof BRV on cognition using the BRIEF-P/BRIEF in subjects >2 years of
age

To assess the effect of BRV on cognition using the Bayley-III scales in subjects <18 months
of'age (applicable only to LTFU subjects enrolled in English-speaking countries and
countries where a validated translation is available)

To explore the effect of BRV on health-related quality of life (HRQoL) using the PedsQL in
subjects > 2 years of age
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4.2

STUDY VARIABLES

Primary variables

Treatment-emergent AEs

Treatment-emergent serious adverse events (SAEs)

Secondary variables

For subjects >2 years of age (based on DRC data):

Absolute change in 28-days adjusted POS frequency from Baseline to the endof the
Evaluation Period (subjects with POS only)

Percent change in 28-days adjusted POS frequency from Baseline to the end of the
Evaluation Period (subjects with POS only)

50% responder rate for total seizures (all types)

For subjects <2 years of age (based on EEG data [recorded at least 24 hours]) or subjects with
typical absence seizures (based on EEG data):

4.3

Absolute change in average daily frequency (ADF) of POS (subjects with POS only)
Percent change in ADF of POS (subjeects with POS-only)
50% responder rate for total seizures (all types)

Other variables

For subjects >2 years of age (based on DRC data):

Responder rate (the percentage ©f subjects-who have a >50% reduction in seizure
frequency per 28 days from Baseline for POS)

Absolute change in seizure frequency (total seizures) per 28 days from Baseline to the
end of the EvaluationPeriod

Percent change in seizure frequency (total seizures) per 28 days from Baseline to the end
of the Evaluation Period

Seizure freedom over the Evaluation Period

Propartion of seizure-free days over the Evaluation Period

For subjects <2-years of age or subjects with absence seizures based on the DRC seizure
counts:

Seizure freedom rate over the Evaluation Period (all types) by visit and by time intervals
(6 months, 12 months, etc.)

Proportion of seizure-free days over the Evaluation Period (all types) and by time
intervals (6 months, 12 months, etc.)

Absolute worsening in ADF of total seizures (all types)

Percent worsening in ADF of total seizures (all types)
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e A descriptive summary of seizure frequency by visit based on the DRC data will be also
provided for these subjects

In addition for subjects <2 years of age (based on EEG data [recorded at least 24 hours]) or
subjects with absence seizures (based on EEG data):

e Responder rate for total POS defined as the percentage of subjects with a >50% reduction
in ADF of POS recorded on EEG

e Absolute change in ADF of total seizures (all types)
e Percent change in ADF of total seizures (all types)
e Seizure freedom (rate and proportion)

e Absolute worsening of other types of seizures

e Percent worsening of other types of seizures

For subjects with absence seizures:

e Number and type of nonabsence seizure

For all subjects:

e Physical (including Tanner staging, if applicable-depending on subject’s developmental
status)

e Neurological examinations
e Psychiatric and mental status

e Laboratory tests (hematology, biochemistry including hepatic monitoring of ALT, AST,
ALP, total bilirubin, and GGTjendocriniology [follicle-stimulating hormone, luteinizing
hormone, thyroid-stimulating hormene, triitodothyronine, and tetraiodothyronine] for all
subjects and urinalysis for subjects.for whom sample collection is feasible) (See
Section 9.2.1)

e ECG

e Vital signs (blood pressure, pulse rate, and body temperature)
¢ Body weight

e Height and head circumference

e _Plasma cencentrations of BRV and phenytoin (if applicable)

o Direct cost parameters: concomitant medications, medical procedures, health care
provider consultations not foreseen by the protocol, and hospital stays

e Change from Baseline in the Achenbach CBCL score: the Achenbach CBCL/1'%-5 for
children from 1% to 5 years old and the Achenbach CBCL/6-18 for children 6 years and
older (age at initiation of study drug in N0O1266 or core study)

e (Change from Baseline in the BRIEF-P/BRIEF score for subjects >2 years of age (age at
initiation of study drug in N01266 or core study)
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e Change from the Baseline in the Bayley-III scales for children <18 months of age at
baseline of the core study (applicable only to LTFU subjects enrolled in English-speaking
countries and in countries where a validated translation is available)

e Change from Baseline in PedsQL for subjects >2 years of age (age at initiation of study
drug in NO1266 or core study)

5 STUDY DESIGN
5.1 Study description

This is a Phase 3, open-label, single-arm, multicenter, long-term study to evaluatethe saféty
and efficacy of BRV in up to 600 subjects with epilepsy. Subjects who enroll in'N01266 from
a core study (ie, LTFU subjects) must have been <16 years of age upon entry-in the core
study; eligible subjects who have POS and enroll in NO1266 without having participated in a
core study (ie, directly enrolled subjects) must be >4 years to <17 years of age.

Upon enrollment, eligible LTFU subjects will enter the Evaluation/Petiod and continue their
BRYV treatment in accordance with their individualized dose at the ‘completion of the core
study. Directly enrolled subjects will be screened and participate'in up 4o 3 weeks of an
Up-Titration Period. If a directly enrolled subject:demonstrates, in'the opinion of the
Investigator, acceptable tolerability and seizure control.en the same daily dose of BRV (no
lower than the minimum specified dose) for 7+2 days,during the Up-Titration Period, the
subject will attend the EV and enter the ‘Evaluation Period-en that dose. The subjects already
enrolled in NO1266 who then participate’in EPO065 willresume dosing in NO1266 in
accordance with the individualized'dose they received at the completion of EP0065.

Brivaracetam (tablet and oral solution)should be,administered bid in 2 equally divided doses.
All LTFU subjects must be able to tolerate the minimum BRYV dose specified in the core
study to be eligible for entry intosthe Evaluation Period of N01266. All directly enrolled
subjects must be able to tolerate at least tmg/kg/day during the Up-Titration Period prior to
entering the Evaluation Period of N01266, as indicated in Section 7.2.

For all subjects enrolled.in N01266, the maximum BRV dose is 5.0mg/kg/day (2.5mg/kg
bid), not to exceed a‘dose of 200mg/day. Subjects will receive oral solution or oral tablets, as
appropriate. Dose adjustnients of BRV and/or concomitant AEDs are allowed at any time
based on clinical judgment; however, during the Up-Titration Period, dose adjustments for
BRYV should be madeonly as specified in Section 7.2.1. Additional information on BRV
administration is presented in Section 7.2.

For LTFU subjects, the EV is the first study visit. For directly enrolled subjects, the EV is the
visit at which subjects enter the Evaluation Period and occurs after subjects have completed
the ScrV and at least 1 Titration Visit (TV). For subjects who continue in the study until it
ends, the Evaluation Period will extend from the EV to the FV. For subjects who prematurely
discontinue the study, the Evaluation Period will last from the EV until the EDV. Following
the EDV, or following the FV for subjects who complete the study but do not continue BRV
treatment, subjects will have their BRV dose reduced by a maximum of half the dose every
week for a maximum of 4 weeks until a dose of 1mg/kg/day (50mg/day for subjects with
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body weights >50kg) is reached. After 2 weeks free of study drug (Safety Period), subjects
will complete the SV.

During the Evaluation Period, MEVs and FEVs will be performed alternatively every month
during the first 3 months and every 3 months thereafter, with a YEV every 12 months. The
sequence of these visits is presented in Section 5.3. Enrolled subjects who participate in
EP0065 and then resume participation N01266 will maintain the visit schedule established fot
them in NO1266 before participation in EP0065.

Both safety data and efficacy data (seizure data) will be collected during the study. Lists of
the study assessments performed at each of the visits are presented in Section 5.2.

No formal interim analysis is planned; however, data may be reported prior to.the,completion
of this study (see Section 12.8).

5.1.1 Study duration per subject

Subject participation will extend from study entry for at least 3 yearsantil approval of BRV
has been obtained for pediatric subjects in their age range, until a‘'managed.access program is
established as allowed per country-specific requirements in addition-te /legal and regulatory
guidelines, until subjects transition to another BRV study, on-until the investigational product
development in the related age range of the pediatric population-is stopped by the Sponsor,
whichever comes first.

Study entry is defined as the EV for LTEU-subjects’'and the)ScrV for directly enrolled
subjects.

The end of the study is defined-as'the date.of the last'visit of the last subject in the study.
5.1.2 Planned number of subjects‘and sites

NO01266 is planned for a total enrollment of approximately 600 subjects, including at least
100 eligible directly enrolled subjects =4:years to <17 years of age with POS.

51.3 Anticipated regions and countries

The LTFU subjects will be enrolled in regions and countries participating in the core studies.
Enrollment is planned for Eutepe, US, and Mexico, with the possibility to extend to other
countries and regions if deemed necessary.

Directly enrolled subjeets may be enrolled from sites participating in core studies and
possibly-other sites.

5.2 Schedules of study assessments

Table 5-1 provides a schedule of assessments for the EV (all subjects). Table 5-2 provides a
schedule of assessments for the Evaluation, Down-Titration, and Safety (Drug-Free) Periods
(all subjects). Table 5-3 provides a schedule of study assessments from the ScrV through the
final TV (directly enrolled subjects only).
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Table 5-1: Schedule of assessments for the Entry Visit (EV) (all subjects)

Subjects LTFU DE

Core study: NO01349 EP0065 Other? Not applicable

Assessment

Written informed consent X X X

Assqnt form (if applicable, according to age and local X X

requirements)

Subject identification card dispensing X X X

Childbearing potential X X X

Verification inclusion/exclusion criteria X X X

Demographic data X X X

General medical history X¢ X¢ X¢

Procedure history X X¢ X©

Epilepsy history X X©

AED history X Xe X®

Physical and neurological examinations XP X X X

Psychiatric and mental status X X X X

Vital signs* X X® X° X

Body weight X X® X° X

Height X* X Xe X

Head circumference X X X® X

ECG X xb xb X

DRC dispensed X X X X
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Table 5-1: Schedule of assessments for the Entry Visit (EV) (all subjects)
Subjects LTFU DE
Core study: N01349 EP0065 Other? Not applicable
DRC retrieved X
Seizure count X Xe X X
Recording of medications® Xb X® X° X
Recording of procedures X X X® X
Recording of AEs! Xb X X® X
IVRS call X X X X
Study drug dispensed X X X X
Study drug returned® X
Study drug compliance X
Laboratory assessments for safety” X® X X X
Phenytoin plasma concentrations, if applicable X®
C-SSRS! X® X° X
Bayley-III scales’ Xb X Xe
Achenbach CBCL¥ X Xe
BRIEF-P/BRIEF' X X
PedsQL™ X Xe
Health care provider consultationswnot foreseen by protocol X® X
Hospital stays XP X

AE=adverse event; AED=antiepileptic drug; ALP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate aminotransferase;
Bayley-IlI=Bayley Scales.of Infant and Toddler Development, Third Edition; BRIEF=Behavior Rating Inventory of Executive Function;

BRIEF-P=Behavior Rating Inventory of Executive Function-Preschool Version; BRV=brivaracetam; CBCL=Child Behavior Checklist;

C-SSRS=Columbja-Suicide Severity Rating Scale; DE=directly enrolled; DRC=daily record card; ECG=electrocardiogram; eCRF=electronic case report
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Table 5-1: Schedule of assessments for the Entry Visit (EV) (all subjects)

Subjects LTFU DE

Core study: N01349 EP0065 Other? Not applicable

form; EDV=Early Discontinuation Visit; EEG=electroencephalogram; EV=Entry Visit; GGT=gamma-glutamyltransferase; ['VRS=interactive voice
response system; LTFU=long-term follow-up; PedsQL=Pediatric Quality of Life Inventory; SAE=serious adverse.cvént

2 Other” core studies include those other than EP0065 and N01349.

To be obtained from the final visit of the core study and not recorded in the N01266 eCRF.

°To be obtained from baseline of the core study and not recorded in the N01266 eCRF.

4 Vital sign measurements include blood pressure, pulse rate, and body temperature.

¢ Any ongoing concomitant medication at the time the subject completed the core study should not be'tecorded, in'the NO1266 eCRF. Changes in ongoing
concomitant medications should be recorded in the N01266 eCRF.

' Any ongoing AEs at the time the subject completed the core study should not berecorded insthe N01266¢CRF. Worsening of the AE should be recorded in
the N01266 eCRF as a new AE. A pharmacokinetic sample for determination’of BRV plasma concentration should be taken whenever a subject experiences
an SAE.

¢ Drug return includes study medication intake recording and accountability.

b Full laboratory assessments for safety include hematology and biochemistry (includifg hepatic’monitoring of ALT, AST, ALP, total bilirubin, and GGT)
for all subjects, endocrinology for LTFU subjects, and urinalysis for all subjeets)for whom-sample collection is feasible as described in Section 9.2.1.
Female subjects of childbearing potential will have a urine pregnancy test done at thesite.

! The C-SSRS will be administered to subjects >6 years of age. The “Since Last Visit version of the C-SSRS will be used. If a subject turns 6 years of age
during the study, the “Already Enrolled” version of the CESSRS should be completed at the first visit after the sixth birthday.

I The Bayley-lIII is applicable to subjects enrolled in English-Speaking'countries@nd in countries where a validated translation is available only and as follows:

e  Core study N01349: all subjects
e  Core study EP0065: subjects <18 months of age at baseline (Screening)
e  Other core studies: subjects <18 months of age at baseline for-the core study (as indicated in footnote c)

k The version of the Achenbach CBCL (CBCL/1'2-5 or' €BCL/6-18).should be in accordance with the subject’s age.

! The BRIEF-P should be used for subjects >2 years-t0.<5 years of’age and the BRIEF should be used for subjects >5 years of age.

™ The version of the PedsQL used should be consistent with-the’subject’s age.
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Table 5-2: Schedule of all study assessments for the Evaluation, Down-Titration, and Safety (Drug-Free)
Periods (all subjects)

Period Safety
. Down-
Evaluation e (Drug-
Titration
Free)
Visit Yearly Early Down-
Minimal Full Ev.a l.uatlon E\.fa.lua.tlon Unsch.efluled Discontinuation | Titration Sa.fe.ty
Evaluation Visit Visit Visit/Final Visit . . . . Visit
. . Visit Visit
(MEV) Visit
(FEV) (YEV/FV?) (UV) (EDV) (DTV)® (SV)
Assessment
Childbearing potential X X X X
Physical and
neurological X X X X
examinations
Psychiatric and mental e e X %
status
Vital signs® X X X X X X
Body weight, height,
and head X X X X X
circumference
ECG¢ X X Xe
EEG! X X X
DRC dispensed X X Xe X X
DRC retrieved X X X X X X
Seizure count X X X X X X
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Table 5-2: Schedule of all study assessments for the Evaluation, Down-Titration, and Safety (Drug-Free)
Periods (all subjects)

Period Safety
. Down-
Evaluation e (Drug-
Titration
Free)
Visit Yearly Early Down-
Minimal Full Ev.a l.uatlon E\.fa.lua.tlon Unsch.efluled Discontinuation | Titration Sa.fe.ty
Evaluation Visit Visit Visit/Final Visit . . . . Visit
. Visit Visit
(MEV) Visit
(FEV) (YEV/FV?) (UV) (EDV) (DTV)® (SV)
Assessment
Asseshsment of seizure X X
types
Recording of X X X X X X X
medications
Recording of X X X X X X X
procedures
Recording of AEs’ X X X X X X X
IVRS X X X X X X X
Study drug dispensed X X Xe X
Study drug returned" X X X X X
Study drug compliance X X X X X
Laboratory 1 Xu X X X Xe
assessments for safety
BRYV plasma X X X
concentrations”
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Table 5-2: Schedule of all study assessments for the Evaluation, Down-Titration, and Safety (Drug-Free)
Periods (all subjects)

Period Safety
. Down-
Evaluation e (Drug-
Titration
Free)
Visit Yearly Early Down-
Minimal Full Ev.a l.uatlon E\.fa.lua.tlon Unsch.efluled Discontinuation | Titration Sa.fe.ty
Evaluation Visit Visit Visit/Final Visit . . . . Visit
. Visit Visit
(MEV) Visit
(FEV) (YEV/FV?) (UV) (EDV) (DTV)® (SY)
Assessment
Phenytoin plasma
concentrations, if X X X X
applicable
C-SSRS° X X X X X X X
Bayley-III scales? X X X
Achenbach CBCL' X X X
BRIEF-P/BRIEF® X X X
PedsQL! X X X
Health care provider
consultations not X X X X X X X
foreseen by protocol
Hospital stays" X X X X X X X
End of study status XY X

AE=adverse event; AED=antiepileptic drug; AL P=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate aminotransferase;
Bayley-IlI=Bayley Scales of Infant and Toddler Development, Third Edition; BRIEF=Behavior Rating Inventory of Executive Function;
BRIEF-P=Behavior Rating Inventory.of Executive Function-Preschool Version; BRV=brivaracetam; CBCL=Child Behavior Checklist;
C-SSRS=Columbia-Suicide Severity Rating Scale; DE=directly enrolled; DRC=daily record card; DTV=Down-Titration Visit; ECG=electrocardiogram;
eCRF=electronic casereport form; EDV=Early Discontinuation Visit; EEG=electroencephalogram; EV=Entry Visit; FEV= Full Evaluation Visit; FV=Final
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Table 5-2: Schedule of all study assessments for the Evaluation, Down-Titration, and Safety (Drug-Free)
Periods (all subjects)

Period Safety
. Down-
Evaluation e (Drug-
Titration
Free)
Visit Yearly Early Down-
Minimal Full Ev.a l.uatlon E\.fa.lua.tlon Unsch.efluled Discontinuation | Titration Sa.fe.ty
Evaluation Visit Visit Visit/Final Visit . . . . Visit
. . Visit Visit
(MEV) Visit
(FEV) (YEV/FV?) (UV) (EDV) (DTV)® (SY)

Assessment

Visit; GGT=gamma-glutamyltransferase; IVRS=interactive voice response-system; LTEU=long-term follow-up; M=Month; MEV=Minimal Evaluation
Visit; PedsQL=Pediatric Quality of Life Inventory; SAE=serious adverse event; SV=Safety Visit; TV=Titration Visit; UV=Unscheduled Visit; V=Visit;
YEV=Yearly Evaluation Visit

 For subjects staying in the study until it ends, the same procedures as for a YEV\should be'performed at the subject’s FV.

b Visit should be scheduled at the end of the Down-Titration Period- Fhe duration of thesDown-Titration Period will depend on when the final dose of the
study drug was taken during the Evaluation Period, with a maximum duration of 4-weeks.

¢ Vital sign measurements include blood pressure, pulse rat€,jand body temperatute.

4 An ECG has to be scheduled once a year at the YEV and atithe EDV_in the,cdse of early discontinuation.

¢ At the SV, ECGs, laboratory assessments for safety, and determination of phenytoin plasma concentration will be performed only if abnormal at the EDV.

f EEG (for LTFU subjects only)

e For subjects >2 years of age at V5 who have typical absence.seizures, an EEG of at least 1 hour that includes hyperventilation and intermittent
photic stimulation must be performed at V5 andyearly theteafter. For subjects prematurely discontinuing from the study, an at least 1-hour EEG
may be performed at the EDV at the Investigator’s discretion.

e For subjects <2 years of age at V5, an EEG.of at least 24 hours must be performed for efficacy assessment at V5 and yearly thereafter until subjects
reach 2 years of age. For subjects prematurely discentinuing from the study, an at least 24-hour EEG may be performed at the EDV at the
Investigator’s discretion.

£ No DRC or study drug will typically be dispensed.at.the FV. However, for subjects who complete the study but do not continue BRV treatment, study drug
for down-titration will be dispensed.

" The assessment of seizure types will'be done’at.6-monthly intervals (at the FEV and the YEV) for subjects <2 years of age.

i For subjects enrolled in N01266"who volufiteered to participate in EP0065 and then returned to N01266, changes to ongoing concomitant medications
during EP0065 will be recorded in the NOI266 eCRF.

i For subjects enrolled in NO1266 who volunteered to participate in EP0065 and then returned to N01266, ongoing AEs that stop during EP0065 will be
recorded in the NO1266 eCRF.

¥ Drug return includesstidy medication intake recording and accountability.

! Full laboratory asSessments for safety include hematology, biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and GGT), and
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Table 5-2: Schedule of all study assessments for the Evaluation, Down-Titration, and Safety (Drug-Free)
Periods (all subjects)

Period Safety
. Down-
Evaluation e (Drug-
Titration
Free)
Visit Yearly Early Down-
Minimal Full Ev.a l.uatlon E\.fa.lua.tlon Unsch.efluled Discontinuation | Titration Sa.fe.ty
Evaluation Visit Visit Visit/Final Visit . . . . Visit
. . Visit Visit
(MEV) Visit
(FEV) (YEV/FV?) (UV) (EDV) (DTV)® (SY)

Assessment

endocrinology for all subjects and urinalysis for subjects for whom sample-collection is\feasible as-described in Section 9.2.1. Female subjects of
childbearing potential should have a urine pregnancy test done at the site atall laboratory assessment visits. Endocrinology testing will be performed at the
YEV/FV.

™ Additional hepatic monitoring laboratory assessments (ALT, AST, ALP, total bilitubin,.and’GGT only) are to be done only at the MEV at V4 (M3) and V6
(M9). Urine pregnancy tests are to be done at the site for female subjects ofichildbearing.potential at all visits.

" In addition to the scheduled assessments, a pharmacokinetic, sample for détermination of BRV plasma concentration should be taken whenever a subject
experiences an SAE.

© The C-SSRS will be administered to subjects >6 years of age. The “Since Last'Visit” version of the C-SSRS will be used, with the following exception: If a
subject turns 6 years of age during N01266, the “Already Enrolled” version.of the C-SSRS should be completed at the first visit after the sixth birthday, and
the “Since Last Visit” version of the C-SSRS should be completed at subsequent visits.

P If an unscheduled visit is conducted due to safety or efficagy reasons,\the C-SSRS will be performed for subjects >6 year of age.

4 The Bayley-III is applicable to subjects who meet all of the following criteria: are enrolled in English-speaking countries and in countries where a validated
translation is available, were <18 months of age at baseline of the/core study, and are <42 months of age.

' The version of the Achenbach CBCL (CBCL/1%-5 or CBCL/6-18) should be in accordance with the subject’s age, with the following exception: If a
subject completed the Achenbach CBCL/1%2-5.at the Baseline assessment and turns 6 years of age between that assessment and the initial YEV, the
CBCL/1%-5 should be completed through andincluding the initial YEV, and subsequently the CBCL/6-18 should be completed.

¢ The BRIEF-P should be used for subjects >2"years to <5 years of age and the BRIEF should be used for subjects >5 years of age, with the following

exception: For subjects who completed.the BRIEE-P at the Baseline assessment and turns 5 years of age between that assessment and the initial YEV, the

BRIEF-P should be completed through'and ineluding the initial YEV, and subsequently the BRIEF should be completed.

The version of the PedsQL used-sheuld be(consistent with the subject’s age at each visit when it is administered with the following exception: If a subject

ages up to the next PedsQL between the. Baseline assessment and the initial YEV, the PedsQL that was used at the Baseline assessment should be

completed through and ineluding the-initial YEV, and subsequently the PedsQL consistent with the age at the time of assessment should be completed.

This refers to any hospital stay thateccurs during the study. Data recorded in the eCRF include the reason for the hospitalization, the admission ward,

transfers, and length of'stay.

Vv End of study statusS.only for subjects who continue in the study until it ends and for whom the visit corresponds to the final evaluation visit or FV.
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Table 5-3: Schedule of study assessments from the ScrV through the final TV (directly enrolled subjects only)

Period

Screening®

Up-Titration

Visit

Screening

Titration Visit 1

Titration Visit:2

Titration Visit 3

(SerV)

(TV1)

(TV2)

(TV3)

Assessment

Written informed consent/assent

Subject identification card dispensing

Demographic data

Childbearing potential

Verification inclusion/exclusion criteria

Physical and neurological examinations

Psychiatric and mental status

General medical and procedures history

Epilepsy and AED history

Vital signs®

Body weight, height, and head circumference®

=

=

=

ECG

=

=

EEG!

Neuro-imaging procedure®

DRC dispensed®

RO PR PR [d [H R X X X 6| X

DRC retrieved

Seizure count

Recording of medications

Mo R R

RO e

o e

Confidential

Page 29 of 346




UCB
Clinical Study Protocol

Brivaracetam

25 Jun 2020
N01266

Table 5-3: Schedule of study assessments from the ScrV through the final TV (directly enrolled subjects only)

Period

Screening®

Up-Titration

Visit

Screening

Titration Visit 1

Titration Visit:2

Titration Visit 3

(SerV)

(TV1)

(TV2)

(TV3)

Assessment

Recording of procedures

X

Recording of AEs¢

X

IVRS call

Study drug dispensed

RA PR | >

Study drug returned®

Study drug compliance

Laboratory assessments for safety’

Mo o e

AR A R A R R R e

Phenytoin plasma concentrations

C-SSRS!

<

<

Achenbach CBCLk

BRIEF-P/BRIEF!

PedsQL™

SRRl B e

Health care provider consultations not foreseen

by protocol

X

X

X

Hospital stays”

X

X

X

AE=adverse event; AED=antiepileptic drug; AllP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate aminotransferase; BRIEF=Behavior
Rating Inventory of ExecutiveFunction; BRIEF-P=Behavior Rating Inventory of Executive Function-Preschool Version; BRV=brivaracetam; CBCL=Child
Behavior Checklist; C-SSRS=Columbia-Suicide Severity Rating Scale; DRC=daily record card; ECG=electrocardiogram; eCRF=electronic case report form;
EEG=electroencephalogtam; EV=Entry Visit; GGT=gamma-glutamyltransferase; [VR S=interactive voice response system; PedsQL=Pediatric Quality of
Life Inventory; POS=partial-onset seizure; SAE=serious adverse event; ScrV=Screening Visit; TV=Titration Visit

2 The Screening Period-will serve as the Baseline Period for directly enrolled subjects. Directly enrolled subjects will begin receiving BRV at TV1 after all
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Table 5-3: Schedule of study assessments from the ScrV through the final TV (directly enrolled subjects only)

Period Screening® Up-Titration

Visit Screening Titration Visit 1 Titration Visit'2 Titration Visit 3
(ScrV) (TV1) (TV2) (TV3)

Assessment

o o

o

- = e

k
1

inclusion and exclusion criteria are met.

Vital sign measurements include blood pressure, pulse rate, and body temperature.

Height and head circumference will be recorded only at the ScrV.

A previous EEG documenting the diagnosis of POS must be available at the ScrV. If an EEG is not'available at the ScrV, it must be scheduled during the
Screening Period.

A neuro-imaging procedure (brain magnetic resonance imaging/brain computerized tomography scan fexcept in Germany]/ultrasounds or any other imaging
test) should be performed if no report is available within the previous 2 years,

Seizure counts are collected in the subject’s DRC on a daily basis.

A pharmacokinetic sample for determination of BRV plasma concentration should be obtained whenever a subject experiences an SAE.

Drug return includes study medication intake recording and accountability.

The ScrV laboratory assessments for safety will include hematology,sbiochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT), urinalysis (for subjects for whom sample collection is‘feasible), endocrinology,’and a urine pregnancy test at the site (for female subjects of
childbearing potential). The TV laboratory assessments for, safety willéinelude onlyhepatic monitoring of ALT, AST, ALP, total bilirubin, and GGT.
Laboratory samples should be collected at TV2 only if the/Investigator anticipates that it will be the final TV before the subject advances to the EV. The
decision for treatment at TV1 will include the results of the labotatory saniple-collected at the ScrV.

The C-SSRS will be administered to subjects >6 years of age, The “Sinee Last Visit” version of the C-SSRS is to be used with the following exceptions: 1)
the “Baseline/Screening” version of the C-SSRS should be used at the ScrV, and 2) if a subject turns 6 years of age during N01266, the “Already Enrolled”
version of the C-SSRS should be completed at the first.visit after/the sixth birthday, and the “Since Last Visit” version of the C-SSRS should be completed at
subsequent visits.

The version of the Achenbach CBCL (CBCL/1%~5.0r CBCL/6-18) used at the ScrV should be in accordance with the subject’s age at this visit.

The BRIEF-P should be used for subjects <5 years'of ageat-the ScrV. The BRIEF should be used for subjects >5 years of age at the ScrV.

™ The version of the PedsQL used should be consistent with'the subject’s age at the ScrV.

n

This refers to any hospital stay that occurs during the study. Data recorded in the eCRF include the reason for the hospitalization, the admission ward,
transfers, and length of stay.
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53 Visit sequence

Study visits are to be scheduled in the order presented in the following table:

Table 5-4: Visit sequence

Directly enrolled subjects

Visit Type of visit
ScrV Screening
Wi Tv1®? TV
w2 Tv2? TV
W3 TvV3® TV
All subjects
First year follow-up
MO Vi EV®
M1 V2 MEV
M2 V3 FEV
M3 V4 MEV®
M4 - -
M5 = -
Mo V5 FEV
M7 - -
M8 - -
M9 A MEV*
M10 - -
M1l - -
Second and subsequent years follow-u

M12 V7 YEV
M15 V8 MEV
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Table 5-4: Visit sequence

M18 V9 FEV
M21 V10 MEV
and every 3 months thereafter V11, V12, etc YEV, MEV, etc

BRV=brivaracetam; EV=Entry Visit; FEV=Full Evaluation Visit; LTFU=long-term follow-up; M=Month;
MEV=Minimal Evaluation Visit; ScrV=Screening Visit; TV=Titration Visit; V=Visit; W=Week; YEV=Y ¢atly
Evaluation Visit

Note: Visits at W1, W2, W3, and MO will occur 7+2 days after the previous visit; visits at M1, M2, andM3 will
occur 30£7 days after the previous visit; visits at M6, M9, M12, M15, M18, M21, and every 3 months
thereafter will occur 90+15 days after the previous visit.

“-” denotes that no visit is scheduled in that month.

2 All directly enrolled subjects must participate in at least TV1, but may participate in fewer than 3, TVs as
described in Section 7.2.1.

b For directly enrolled subjects, the EV represents the point of entry into the Evaluation Period.

¢ Hepatic monitoring tests only will be performed as described in Section 9.2+,

4 Subsequent years will follow the same visit schedule.

5.4 Rationale for study design-and selection of dose

NO01266 will allow BRV long-term safety and-tolerability data to-be collected from pediatric
subjects with epilepsy who will have participated in-eore studies and now have the opportunity to
continue BRV treatment, and from direetly enrolled subjects with POS. The safety and efficacy
data collected in this study will suppert the applications.for BRV indications in pediatric
patients.

Each LTFU subject will begin treatment.in N01266 at the individualized BRV dose he/she was
receiving at the completion of the cote studys Enrolled subjects who volunteer to participate in
EP0065 will resume dosing in NQ1266 in accordance with the individualized dose they received
at the completion of EP0065. Directly enrolled subjects will participate in up to 3 weeks of an
Up-Titration Period. If a subject demonstrates, in the opinion of the Investigator, acceptable
tolerability and seizure control on:the same daily dose of BRV for 742 days during the
Up-Titration Period, the subject will be allowed to enter the Evaluation Period (subject must be
able to tolerate the-minimum dose of 1mg/kg/day; see Section 7.2).

A physiologically-based PK model (N01313) was developed to predict the doses to be tested in
NO01263. The'same doses that were used for up-titration in N01263 will be used for the

3 consecutive weeks that comprise the Up-Titration Period of N01266. Based on the PK analyses
performed on the plasma samples collected in N01263, the plasma concentrations approximating
the-concentrations for adults receiving BRV 200mg/day were not achieved by the dosing scheme
initially included in NO1266; as a result, it was recommended that the same doses are to be
administered in all pediatric subgroups, >1 month to <16 years of age. For all subjects, the
approximate doses to be administered are 0.5, 1, and 2mg/kg bid (1, 2, and 4mg/kg/day,
respectively), with the daily doses not exceeding the maximums of 50mg/day, 100mg/day, and
200mg/day for Weeks 1, 2, and 3 of up-titration, respectively. The dose selection was based on
the following observations:
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e The PK of BRYV is linear and of low variability in adults up to 1 order of magnitude above
the therapeutic dose range.

e Efficacious doses in adults are expected to be from 50mg/day up to 200mg/day.

e In NO1263, BRV was eliminated more rapidly in pediatric subjects than in adult subjects,
resulting in a lower plasma concentration. Therefore, clearance of BRV was shown to be
higher in pediatric subjects than in adult subjects.

Brivaracetam (tablet and oral solution) should be administered twice daily (bid) in 2 equally
divided doses. All LTFU subjects must be able to tolerate the minimum dose specified in the
core study to be eligible for entry into the Evaluation Period of N01266. All directly enrolled
subjects must be able to tolerate at least 1mg/kg/day during the Up-Titration Period priot to
entering the Evaluation Period of N01266, as indicated in Section 7.2.

The maximum allowable BRV dose in N01266 is 5.0mg/kg/day (2.5mg/kg bid), not to exceed a
dose of 200mg/day. Subjects will receive oral solution or tablets, as appropriate.

The maximum BRYV dose allowed in this study will be 200mg/day-(100mg-bid), which is the
maximum allowed dose for those subjects dosed as-adults.

5.5 Study conduct due to coronavirus (severe acute respiratory
syndrome coronavirus-2) disease 2019

The following applies where normal study.conduct is-impacted by coronavirus (severe acute
respiratory syndrome coronavirus-2fSARS-CoV-2]) discase 2019 (COVID-19). The protocol
visit schedule should be followed te the extent possible; considering the individual benefit-risk
assessment by the Investigator{ If necessary, remote visits may be conducted and the subjects or
caregivers will be contacted by telephone or videoconference. Remote follow-up, at minimum
with a telephone call after 3 months; must be done (preferably more frequently and as needed to
follow-up on subject safety assessments).

If a subject needs to be discontinuedyand cannot come into the study site, then appropriate
down-titration instructions, will be.provided, and a visit will be scheduled to perform safety
assessments as soon as.possible (see Section 7.2.3 for down-titration instructions).

In situations where@ subjeet is unable to return to the study site, Investigators will assess and
document the subject’s safety via telephone contact. Based on information gathered from the
telephone contact, Investigators will confirm whether the subject could continue the current
study treatment-based upon the outcome of the safety assessment. Subjects’ agreement to
implement this'procedure should be obtained and documented prior to implementing any
changes. Changes in the study treatment supply in this situation are described in Section 7.2.4.

Ad hoc subject contact may be warranted to understand the current health status of the subjects,
follow up on AEs and inform them of any protective measures taken by the study site as a result
of the COVID-19 pandemic (eg, any measures which may limit access to the site or may
require additional actions by the subject prior to entry to the site).

Investigators and study coordinators may use discretion when determining the need to perform a
home visit (eg, for safety laboratory parameters or PK samples).
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If subjects are unable to return to the study site, protocol deviations will occur (even if the study
visit is replaced by a home visit or remote visit) (Section 12.6). Investigators must carefully
document the occurrence of these and any other deviations, clearly noting deviations which
occurred during and in accordance to the COVID-19 pandemic.

If a subject visits another facility for a medical issue (or has to switch sites for some
COVID-19-related reason), the Investigator should request contact with the physician providing
care to provide a detailed explanation of the subject’s condition and his/her participation in'the
study. Subjects or caregivers shall be reminded to completely collect and keep records-0f.this
visit.

In case laboratory assessments cannot be conducted via central laboratory vender due to
restricted site access or home visits by Investigators are not an option, local laboratory safety
assessment may need to be conducted, in a format that allows the Investigator to.receive and
review these results and include as source documentation.

Deviations to data collection including inability to perform some asséssments'such as EEG, ECG
or blood collection for safety laboratory assessments and PK, or alternative-methods of
assessment such as phone calls should be recorded-inthe souree documentation and notated as
“not done” in the electronic case report form (eCRF).

In cases where subjects cannot return to the study site;and it will not be possible to dispense a
new DRC, subjects will be instructed to ¢ontinue recording of’seizures in a manner that is
mutually agreed with the Investigator.(eg, hand-Wwritten notes, taking notes on a smart device).
Any recording of seizures in a manfieryoutsideé-of the study DRC must be carefully documented
in the source medical records (copies or printouts ofthese recordings will be brought to and
retained at site).

6 SELECTION AND WITHDRAWAL OF SUBJECTS

The nonconsecutive numbering’and application of letters to some numbers in this section reflect
changes that have occurred with protocol amendments.

6.1 Inclusion criteria
To be eligible to participate in-this study, all of the following criteria must be met as specified.
6.1.1 Inclusion criteria for all subjects

1. An Institutional Review Board (IRB)/Independent Ethics Committee (IEC) approved written
Informed Consent form is signed and dated by the parent(s) or legal representative(s). The
Consent form or a specific Assent form, where required, will be signed and dated by minors.

2a.-Subject/flegal representative is considered reliable and capable of adhering to the protocol (eg,
able to understand and complete diaries), visit schedule, or medication intake (including
BRYV oral solution or tablets) according to the judgment of the Investigator.

14. For female subjects, the subject is
e Not of childbearing potential
-OR-
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e Of childbearing potential, and

— Is not sexually active

— Has a negative pregnancy test
-OR-
e Of childbearing potential, and

— Is sexually active

— Has a negative pregnancy test

— Understands the consequences and potential risks of inadequately ptotected sexual
activity, understands and properly uses contraceptive methods, and is willing to
inform the Investigator of any contraception changes. Medically acceptable
contraceptive methods for the study include, but are not limited to;

— Oral or depot contraceptive treatment with at leastethinylestradiol 30ug per
intake or ethinylestradiol 50pug per intake if alse.taking.ene of the following:
carbamazepine, phenobarbital, primidone, phenytoiny oxcarbazepine, St. John's
Wort, or rifampicin

— Barrier contraception: intrauterine deviee, diaphragm with spermicide, male or
female condom with spermicide

6.1.2 Inclusion criteriafor LTFU-subjects only

3a. Male or female subjects having-participated in-a-core study with a confirmed diagnosis of
epilepsy and for whom a reasonable.benefitfrom long-term administration of BRV is
expected.

6.1.3 Inclusion criteria for.directly enrolled subjects only

8. Subject is a male or female >4 years to <17 years of age.

9. Subject has a clinical diagnosis of POS according to the ILAE classification.
10. Subject has an/EEG compatible with the clinical diagnosis of POS.

11. Subject has.been gbserved to have uncontrolled POS after an adequate course of treatment
(in the opinion of'the Investigator) with at least 1 AED (concurrently or sequentially).

12. Subject had-atleast 1 seizure (POS) during the 3 weeks before the ScrV.

13~Subject-is-taking at least 1 AED. All AEDs need to be at a stable dose for at least 7 days
before the ScrV. Vagal nerve stimulator-stable for at least 2 weeks before the ScrV is

allowed and will be counted as a concomitant AED. Benzodiazepines taken more than once a

week (for any indication) will be considered as a concomitant AED.
6.2 Exclusion criteria

Subjects are not permitted to enroll in the study if any of the following criteria are met as
specified. Criteria that were in place before Protocol Amendment 3 have retained the previous
numbering.
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6.2.1 Exclusion criteria for all subjects
1. Subject is a pregnant or nursing female.

3. Subject has severe medical, neurological, or psychiatric disorders or laboratory values, which
may have an impact on the safety of the subject.

5. Subject has planned participation in any clinical study of another investigational drug or
device.

6. Subject has any medical condition, which in the Investigator’s opinion, warrants exclusion.

29. Subject has >1.5x upper limit of normal (ULN) of any of the following: alaning
aminotransferase (ALT), aspartate aminotransferase (AST), alkaline phosphatase (ALP), or
>1.0xULN total bilirubin (>1.5xULN total bilirubin if known Gilbert’s syndrome). If subject
has elevations only in total bilirubin that are >ULN and <1.5xULN, fractionate bilirubin to
identify possible undiagnosed Gilbert’s syndrome (ie, direct bilirubin <35%).

NO01349 subjects with a total bilirubin > ULN may be considered for the study if benign
unconjugated hyperbilirubinemia is suspected in the context, of prolonged neonatal jaundice,
after discussion with the medical monitor.

For randomized subjects with a baseline result >ULN.for ALT,-AST, ALP, or total bilirubin,
a baseline diagnosis and/or the cause of any clinically meaningful elevation must be
understood and recorded in the eCRE.

If subject has >ULN ALT, ASTsorALP that-does1iot meet the exclusion limit at the baseline
referenced in Table 5-1 for LTEU subjects and-at.the Screening Visit for directly enrolled
subjects, repeat the tests, if.possible.prior to dosing to ensure there is no further ongoing
clinically relevant increase. In case of a clinically relevant increase, inclusion of the subject
must be discussed with the Medical Monitor.

Tests that result in ALT, AST, or AEP up to 25% above the exclusion limit may be repeated
once for confirmation, This inclides re-screening.

30. Subject has chronie-liver disease.
6.2.2 Exclusion criteria for LTFU subjects only

2a. Subject had hypersensitivity to BRV or excipients or comparative drugs as stated in this
protocol.during the course of the core study.

4a. Subjeet had poor compliance with the visit schedule or medication intake in the core study.

7a,.Subject.=>6 years of age has a lifetime history of suicide attempt (including actual attempt,
interrupted attempt, or aborted attempt), or has suicidal ideation in the past 6 months as
indicated by a positive response (“Yes”) to Question 5 of the Columbia-Suicide Severity
Rating Scale (C-SSRS) at the EV. If a subject has active suicidal ideation without a specific
plan as indicated by a positive response (“Yes”) to Question 4 of Columbia-Suicide Severity
Rating Scale (C-SSRS) at the EV, the subject should be referred immediately to a Mental
Healthcare Professional and may be excluded from the study based upon the Investigator’s
judgment of benefit/risk of continuing the subject in the study/on study medication.
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6.2.3 Exclusion criteria for directly enrolled subjects only
8. Subject has previously received BRV.

9. Subject had concomitant use of LEV at the ScrV. In addition, the use of LEV is prohibited
for at least 4 weeks prior to the ScrV.

10. Subject has epilepsy secondary to a progressive cerebral disease or tumor, or any other
progressively neurodegenerative disease. Stable arteriovenous malformations, meningiomas
or other benign tumors may be acceptable according to Investigator’s opinion.

11. Subject has a history of primary generalized epilepsy.

12. Subject has a history of status epilepticus in the month immediately prior to the ScrV-or
during the Up-Titration Period.

13. Subject has a history or presence of pseudoseizures.
14. Subject is suffering only from febrile seizures.

15. Subject is on felbamate with less than 18 months continuous exposure.“Subject who has
taken felbamate for a combined duration of treatment and wash out of <18 months before the
ScrV.

16. Subjects treated with vigabatrin who have visual field defects.

17. Subject has an allergy to pyrrolidone derivatives or investigational product excipients or a
history of multiple drug allergies:

18. Subject has any clinically significant acute or chronic illness as determined during the
physical examination or from other;information available to the Investigator (eg, bone
marrow depression, chronic hepatic disease, severe renal impairment, psychiatric disorder).

19. Subject has an underlying disease or.is receiving a treatment that may interfere with the
absorption, distribution, metabolism, and elimination of the study drug.

20. Subject has any medieal condition that might interfere with his/her study participation (eg,
serious infection of scheduled elective surgery).

21. Subject has a terminalillness.

22. Subject hassany clinieally significant deviations from reference range values for laboratory
parameters as détermined by the Investigator.

23. Subject has-a clinically relevant ECG abnormality according to the Investigator.
24-Subject had major surgery within 6 months prior to the ScrV.

25. Subject received any investigational drug or device within the 30 days prior to the ScrV. The
use of AEDs marketed for adults but not approved for pediatric use is not considered to be
“investigational” for the purposes of this study.

26. Investigators’ and co-Investigators’ children may not be included as subjects in the study.

28. Subject has a lifetime history of suicide attempt (including an actual attempt, interrupted
attempt, or aborted attempt), or has suicidal ideation in the past 6 months as indicated by a
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positive response (“Yes”) to either Question 4 or Question 5 of the
C-SSRS-Baseline/Screening at the ScrV.

6.3 Withdrawal criteria

Subjects are free to withdraw from the study at any time, without prejudice to their continued
care. Withdrawal criteria are provided as follows, with criteria for potential drug-induced liver
injury provided in Section 6.3.1.

Subjects must be withdrawn from the study if any of the following events occurs:

1. Subject develops an illness that, in the opinion of the Investigator, would interfere'with
his/her continued participation or would potentially be detrimental to his/her.physical/mental
health.

4. Subject takes prohibited concomitant medications as defined in the protocol.
5. Subject/parent(s)/legal representative(s) withdraws his/her/their consent,

6. There is confirmation of a pregnancy during the study, as evidenced by a positive pregnancy
test.

7. The Sponsor or a regulatory agency requests withdrawal of the subject.

8a. Subject has an episode of convulsive status epilepticus, a prolongation of seizure duration, a
worsening of seizure frequency, or emergence-of-a new type, that is considered by the
Investigator to require intervention.

12. Investigator decides that withdrawal frem furthetrparticipation would be in the subject’s best
interest.

13. Subject is unwilling or unable to continug, er the parent/legal guardian is unwilling or unable
to allow the subject to continug)in this‘study.

14. If subject is >6 years of.age;’subject.has active suicidal ideation with a specific plan as
indicated by a positiveiresponse (“Yes”) to Question 5 of the “Since Last Visit” or “Already
Enrolled Subjects” (as applicable) version of the C-SSRS. The subject should be referred
immediately to alMental Healthcare Professional and must be withdrawn from the study.

Subjects may be ‘withdrawn from the study if any of the following events occurs:

15. If subjectus >6 years of age, subject has active suicidal ideation without a specific plan as
indicated by.a positive response (“Yes”) to Question 4 of the “Since Last Visit” or “Already
Enrelled Subjects” version of C-SSRS. The subject should be referred immediately to a
Mental Healthcare Professional and may be withdrawn from the study based on the
Investigator’s judgment of benefit/risk of continuing with the subject in the study/on study
medication.

If a subject from NO1266 enrolls in EP0065 and either withdraws consent solely due to route of
BRYV administration (iv) or if the subject requires more than 10 iv doses of BRV, the subject may
be allowed to return to NO1266 after discussion with and agreement from the Medical Monitor.
If a subject from NO1266 is advised to withdraw from NO1266 after participation in EP0065, the
subject will be required to return to the N01266 to complete the required EDV, DTV, and SV
assessments.
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Investigators should attempt to obtain information on subjects, in the case of withdrawal or
discontinuation. In case of discontinuation, the Investigator will complete a full evaluation
documented as an EDV. For subjects considered as lost to follow-up the Investigator should
make an effort (at least 1 phone call and 1 written message to the subject/parent[s]/legal
representative[s]), and 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 reasons for
removing or discontinuing the subject, must be recorded in the source documents. The main
reason for terminating the study will be reported in the eCRF.

Subjects who are withdrawn from the study should have their BRV dose down titrated weekly as
described in Section 7.2. Refer to Table 5-2 for procedures to be performed at.the time of
withdrawal.

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

6.3.1 Potential drug-induced liver injury investigational medicinal product
discontinuation criteria

Subjects with potential drug-induced liver injury (PDILI) must be‘assessed to determine if the
investigational medicinal product (IMP) must be discontinueds In addition, all concomitant
medications and herbal supplements that@ate not medically necessary should also be
discontinued.

The PDILI criteria below require immediate.and pefmanent discontinuation of IMP:
e Subjects with either of the following:

— ALT or AST >5xULN

— ALT or AST >3xULN and coexisting total bilirubin >2xULN
The PDILI criterion below requires/immediate discontinuation of IMP:

e Subjects with ALT or" AST=3xULN who exhibit temporally associated symptoms of
hepatitis or hypersensitivity. Hepatitis symptoms include fatigue, nausea, vomiting, right
upper quadrant,pain ot tenderness. Hypersensitivity symptoms include fever (without clear
alternative cause)y rash, or eosinophilia (ie, >5%).

The PDILI ¢riterionbelow allows for subjects to continue on IMP at the discretion of the
Investigator.

e (Subjectswith ALT or AST >3xULN (and >2x baseline) and <5xULN, total bilirubin
<2xULN, and no eosinophilia (ie, <5%), with no fever, rash, or symptoms of hepatitis (eg,
fatigue, nausea, vomiting, right upper quadrant pain or tenderness).

Evaluation of PDILI must be initiated as described in Section 9.2.2. If subjects are unable to
comply with the applicable monitoring schedule, IMP must be discontinued immediately.

Investigators should attempt to obtain information on subjects in the case of IMP discontinuation
to complete the final evaluation. Subjects with PDILI should not be withdrawn from the study
until investigation and monitoring are complete. All results of these evaluations and
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observations, as well as the reason(s) for IMP discontinuation and subject withdrawal (if
applicable), must be recorded in the source documents. The eCRF must document the primary
reason for IMP discontinuation.

7 STUDY TREATMENTS
71 Description of investigational medicinal products

Immediate-release BRV oral solution and immediate-release, film-coated BRV oral tablets will
be provided during the study.

Brivaracetam oral solution at a concentration of 10mg/mL will be supplied in 300ml-glass
bottles.

Brivaracetam oral tablets will be provided in the following strengths; 10mg, 25mg, and 50mg.
There is no placebo or reference product.
7.2 Treatments to be administered

Brivaracetam (tablet and oral solution) should be administered.bid approximately 12 hours apart
in 2 equally divided doses. Subjects should be dosed with either oral tablets or oral solution and
not a combination of both. The mg dosage for the'oral tablet treatment should be calculated to
match as closely as possible the mg/kg based dosage and should be a combination of the BRV
10mg, 25mg, and 50mg tablets. Only the(following'exact dosages are allowed for the oral tablet
administration: BRV 20, 40, 50, 70, 100,:150, and 200mg/day.

The dose of oral solution will be measured using the-appropriate syringes (1mL, 3mL, and/or
10mL) with an adaptor able to fit both bottle sizes:Oral solution should not be mixed with other
liquids prior to administration.

Subjects should take their BRV treatment according to instructions provided by the Investigator.
Dose adjustments for concomitant AEDs are allowed at any time based on clinical judgment.

Dispensation of IMP will'be done by an interactive voice response system (IVRS).
7.21 Up-Titration Period for directly enrolled subjects

Beginning with Protecol Amendment 3, at TV 1, eligible directly enrolled subjects will initiate
treatment with BRV (oraljsolution or tablet, as appropriate).

The BRV dose will be titrated to optimize tolerability and seizure control. Table 7—1 provides the
recommended titration steps for the oral solution and tablet formulations. Subjects must be on
the same daily 'dose for 7+2 days before the dose is titrated to the next dosing level. Subjects may
enter-the Evaluation Period after they have remained on the same daily dose (no lower than the
minimum specified dose) for 72 days that, in the opinion of the Investigator, has demonstrated
acceptable tolerability and seizure control. Fewer than 3 TVs may be needed before entry into
the Evaluation Period, depending on the BRV dose at which acceptable tolerability and seizure
control is demonstrated.

Based on tolerability and seizure control, a subject’s BRV dose may be reduced to no lower than
the designated minimum dose indicated in Table 7—1. If a subject had previously received the
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reduced BRV dose for 742 days with acceptable tolerability and seizure control, then the subject
may enter directly into the Evaluation Period.

Table 7-1: Recommended BRV dosing schedule for directly enrolled subjects
during the Up-Titration Period

Visit (Week) BRY dose per dosing occasion (mg/kg) BRY dose per day
(mg/kg/day)

TV1 (1) ~0.5 ~1.0

TV2(2) ~1.0 ~2.0

TV3 (3) ~2.0 ~4.0

BRV=brivaracetam; TV=Titration Visit; “~”=approximately

Daily doses will not exceed the maximums of 50mg/day, 100mg/day, and 200mg/day for Weeks
1, 2, and 3 of up-titration, respectively.

7.2.2 Evaluation Period for all subjects

The maximum BRYV dose will be 5.0mg/kg/day (2.5mg/kg/bid), notto-exceed a dose of
200mg/day. Subjects may receive oral solution'or joral tablets, as appropriate.

The LTFU subjects will ordinarily start dosing‘in N01266 onthe individualized BRV dose they
were receiving at the completion of the ‘core study; enrolled subjects who volunteer to participate
in EP0065 should resume dosing in.N01266 on.the individualized BRV dose they were receiving
at the completion of EP0065. Subjects mustbe able-to-tolerate the minimum BRV dose specified
in the core study to be eligibledor entry.inte the Evaluation Period of N01266.

Dose can be adjusted at any time as.considered-necessary by the Investigator and required by the
subject’s medical condition. The newly adjusted dose must not exceed the maximum allowed
dose (Smg/kg/day [2.5mg/kg bid], not te'exceed a dose of 200mg/day).

7.2.3 Down-Titration Period

All subjects who prematurely discontinue the study should complete an EDV and have their
BRYV dose down titrated by amaximum of half the dose every week for a maximum of 4 weeks
until a dose of 1mg/kg/day. (50mg/day for subjects with body weights >50kg) is reached.
Equally, all subjects completing the study but switching to treatment other than BRV should
have their BRV dose/down titrated.

7.24 Alternative study treatment supply due to COVID-19

When a subject can no longer return to the study site but will continue in the study, the following
methods may be used to provide study treatment:

e Site to subject: In instances where site staff can ship study treatment dispensed from the site
or pharmacy supply directly to the subject, or

e Depot to subject: In instances where it is not possible for the site staff to access study
treatment and/or ship study treatment dispensed from the site or pharmacy supply directly to
the subject.
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7.3 Packaging

Oral solution (10mg/mL) will be packaged in 300mL type III amber glass bottles with
child-resistant tamper evident polypropylene (PP) screw closures. Measuring devices, ImL,
3mL, and 10mL syringes, will be provided as necessary with an adaptor able to fit all the bottle
sizes.

Oral tablets of BRV 10mg, 25mg, and 50mg will be packaged in high-density PP bottles with
child-resistant PP screw closures.

7.4 Labeling

Clinical drug supplies will be labeled in accordance with the current International Council)for
Harmonisation (ICH) guidelines on Good Clinical Practice (GCP) and Good Manufacturing
Practice and will include any locally required statements. If necessary, labels will be franslated
into the local language.

The labels will be adapted to the size of the IMP bottles.
7.5 Handling and storage requirements

The Investigator (or designee) is responsible for-the safe andyproper storage of IMP at the site.
Investigational medicinal product stored by the Investigater is to-b¢ kept in a secured area with
limited access, according to the storage conditions mentioned-in the label.

Appropriate storage conditions must be ensured either by‘the temperature (eg, room,
refrigeration unit) or by completion{of,a‘temperature log-in accordance with local requirements
on a regular basis (eg, once a week); showing actual-and minimum/maximum temperatures
reached over the time interval.

In case an out-of-range temperature’ishoted; it must be reported as per instructions contained in
the IMP Handling Manual.

The Investigator (or designee))will instruct the subject to store the IMP following the instructions
on the label.

7.6 Drug-accountability

A Drug Accountability fotm will be used to record IMP dispensing and return information on a
by-subject 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 made available throughout the study for UCB
(or-designee) to review.

Investigational medicinal product intended for the study cannot be used for any other purpose
than that described in this protocol.

The Investigator (or designee) is responsible for retaining all used, unused, and partially used
bottles of IMP until returned or destroyed.

The Investigator may assign some of the Investigator’s duties for drug accountability at the study
site to an appropriate pharmacist/designee.
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The Investigator must ensure that the IMP is used only in accordance 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/or expired IMP must be reconciled and either
destroyed at the site according to local laws, regulations, and UCB SOPs or returned to UCB (or
designee). Investigational medicinal product intended for the study cannot be used for any other
purpose than that described in this protocol.

1.7 Procedures for monitoring subject compliance

The IMP (oral solution or oral tablets) will be supplied to the subject/parent(s)/legal
representative(s) at the TV(s) (directly enrolled subjects only), EV, MEV, FEV, YEV, and at the
EDV in the case of early discontinuation. The IMP for down-titration will be dispensed-atthe FV
for subjects who complete the study but do not continue BRV treatment.

The Investigator will instruct the subject/parent(s)/legal representative(s)-to bring back at each
visit the bottles (even empty) dispensed at the previous visit and containing all‘the remaining
tablets or oral solution.

Drug accountability must be done in the parent(s)/legal representative(s), and when possible, the
subject’s presence in order to obtain explanations. régarding discrepancies in compliance with the
dosing regimen. Drug accountability must be-récorded én-the Drug Accountability form.

If a subject is found to be persistently noncompliant.in the Investigator’s opinion, the Sponsor in
conjunction with the Investigator will. make a deecision as‘to whether the subject should be
withdrawn from the study.

Study drug compliance will be-assessed atithe TV{(s)and EV (directly enrolled subjects only),
MEYV, FEV, YEV, FV, and at the EDV\and theDown-Titration Visit (DTV) in the case of early
discontinuation.

The number of tablets and the quantity.of the oral solution dispensed and returned must be
recorded in the source documents.

7.8 Concomitant medications/treatments

For any treatment other than‘the IMP, including over-the-counter products, an accurate record
must be kept in the clinic chart (source documentation) and in the eCRF.

For LTFU subjects, ongoing medications at the time the subject completed the core study should
not be recorded inthe' eCRF at the EV, or any subsequent visit. Changes in ongoing concomitant
medications should be recorded in the NO1266 eCRF. For directly enrolled subjects, all
concomitantmedications should be recorded in the eCRF at the ScrV and subsequently be
recorded only if there is a change regarding the administration of the medication. For all
subjects, new medications should be recorded in the eCRF at only the first visit at which they are
reported and subsequently only if there is a change. For any change, the start date corresponding
to the date of change in administration should be recorded in the eCRF.

For all subjects, all changes in concomitant AEDs and non-AEDs will be recorded on the AED
or non-AED concomitant medication page, respectively, in the eCRF. This record should include
the name of the drug (preferably the brand name), the dose, the date(s) of administration, and the
indication for use.
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Please contact the study physician or designee before initiating or stopping any medication
during the study unless it is a medical emergency.

7.8.1 Permitted concomitant treatments (medications and therapies)

All concomitant AEDs, except the ones specified in Section 7.8.2, are permitted during the
study.

7.81.1 Permitted concomitant medications

Benzodiazepines are allowed. If taken more than once a week, for any indication, a
benzodiazepine will be considered as an AED. Each intake for as needed use must.be histed
individually in the eCRF, either on the concomitant AED medication page or on the con¢omitant
non-AED medication page, according to the indication.

Levetiracetam is allowed after the EV.
Felbamate is allowed as follows:
e LTFU subjects:
— At the established dose if a stable dose was'maintainédduring the core study
e Directly enrolled subjects:
— At a stable dose during the Screening and Up=Titration Periods

— At the established dose from the EV onwards if astable dose was maintained during the
Screening and Up-Titration Periods

7.8.1.2 Permitted concomitant therapy

Vagal nerve stimulation is allowed and'will be'counted as a concomitant AED. Ketogenic diet is
allowed.

7.8.2 Prohibited.concomitant medications

The following concomitant*AEDmedication is prohibited during the study:

e LTFU subjects:
— Felbamate (except if on a stable dose during the core study)

e Directly.enrolled subjects:
— _Felbamate (except if on a stable dose during the Screening and Up-Titration Periods)
~ LEV. (from the ScrV until the EV)

7.8.3 Rescue medication

No rescue medication will be provided.

7.9 Blinding

This is an open-label study and therefore, no blinding is required.
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710 Randomization and numbering of subjects

Subjects will not be randomized in this study, as each LTFU subject will start on the
individualized BRV dose that he/she was receiving at the completion of the core study, and
directly enrolled subjects will start the Evaluation Period on the dose established during the
Up-Titration Period.

To enroll a LTFU subject (EV, V1), the Investigator will call the IVRS and provide brief details
about the subject to be enrolled. Subjects will continue with the 5-digit subject number assigned
by the IVRS in the core study.

Directly enrolled subjects will be assigned unique numbers for the purpose of study’and subject
identification, as well as for subject confidentiality. To enroll these subjects, at'the Scr¥;, the
Investigator will call the IVRS and provide information about the subject te 'be enrotled. Subjects
will then be assigned a 5-digit subject number by the IVRS.

For all subjects, the subject number will be required in all communication between the
Investigator (or designee) and the IVRS regarding a particular subject. Subjects’ status and the
dispensing of IMP (bottle numbers) will be tracked via the IVRS.

8 STUDY PROCEDURES BY.VISIT

Prior to any study activities, the parent(s)/legal representative(s) will be asked to read and sign an
Informed Consent form that has been approyed by-an’IRB/IEC and which complies with
regulatory requirements. The parent(s)/legal representative(s) will be given adequate time to
consider any information concerning/'the study, given(to them by the Investigator or designee. As
part of the informed consent procedure, the.subject/parent(s) or legal representative(s) will be
given the opportunity to ask thedInvestigator any questions regarding potential risks and benefits
of participation in the study. Additienally, if applicable (according to subject’s age and local
requirements), the subject will signyan IRB/IEC-approved Assent form.

8.1 Screening Visit for-directly enrolled subjects only

The ScrV is applicable onlyto directly enrolled subjects (ie, subjects >4 years to <17 years of
age with POS who haye not patticipated in a core study). The Screening Period will serve as the
Baseline Period fordirectly enrolled subjects. The ScrV is not applicable for LTFU subjects; the
first N01266 visit for LFFU subjects is the Entry Visit (Section 8.3.1).

The ScrV assessments will be conducted 7+2 days prior to the first administration of BRV. It is
acceptablefor the SérV assessments to be conducted on more than 1 day.

The ScrV assessments are as follows:
¢ Signing-and dating of written Informed Consent by parent(s)/legal representative(s)

¢ Signing and dating of Assent form by the subject (if applicable, according to age and local
requirements)

e Subject identification card dispensing
e Demographic data

e Childbearing potential
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e Verification of inclusion/exclusion criteria

e Physical (including Tanner Scale, as applicable) and neurological examinations
e Psychiatric and mental status

e (General medical and procedures history

e Epilepsy and AED history

e Vital signs (blood pressure, pulse rate, and body temperature)

e Body weight, height, and head circumference

e ECG

e EEG (A previous EEG documenting the POS diagnosis must be available at theScrV for
directly enrolled subjects. If an EEG is not available at the ScrV, it must be secheduled during
the Screening Period.)

e Neuro-imaging procedure (brain magnetic resonance imaging/brainscomputerized
tomography scan [except in Germany]/ultrasounds.or any ether tmiaging test) should be
performed if no report is available within the-previous 2 years

e DRC dispensed
e Recording of medications
e Recording of procedures
e Recording of AEs
e [VRS call
e Laboratory assessments for safety including:
— Hematology
— Biochemistry including hepatic monitoring
— Urinalysis (for subjects for whom sample collection is feasible)
— Endocrinology
— Urine pregnancy test (see Section 9.2.1)
e Phénytoin plasma concentrations (if applicable)
e ( Suicidality-assessment (C-SSRS-Baseline/Screening) (for subjects >6 years of age)
e Achenbach CBCL (version consistent with age at the visit)
e BRIEF-P (<5 years of age)/BRIEF (=5 years of age) (version consistent with age at the visit)
e PedsQL (version consistent with age at the visit)

e Appointment for the next visit (TV1) 7+2 days later
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8.2 Titration Visit(s) (TV1, TV2, and TV3) for directly enrolled
subjects only

Directly enrolled subjects will initiate treatment with BRV at TV1 (see Section 7.2.1 for dosing
information). The TVs are not applicable for LTFU subjects; the first visit in NO1266 for these
subjects is the EV (Section 8.3.1).

The first dose of BRV at each titration level will be administered at the clinic during the TV:
Subjects will remain on the BRV dose administered at the clinic for 7+2 days before titrating up
to the next dose. The BRV up-titration schedule is provided in Section 7.2.1.

A total of up to 3 TVs may be required; however, based on tolerability and seizure(control,a
subject’s BRV dose may be titrated to a lower dose level and 3 TVs would not beyneeded:

The following assessments are required at each TV:

e Verification of inclusion/exclusion criteria (TV1 only)
e Vital signs (blood pressure, pulse rate, and body temperature)
¢ Body weight

e ECG

e DRC dispensed

e DRC retrieved

e Seizure count

e Recording of medications

e Recording of procedures

e Recording of AEs

e [VRS call

e Hepatic monitoring of ALT,"AST, ALP, total bilirubin, and GGT (TV3 only unless the
Investigator anticipates that TV2 will be the final TV, in which case hepatic monitoring
assessments are to be.done at TV2)

e Study driig dispensed

e Study-drug returned (TV2 and TV3 only)

e _Study drig/ compliance (TV2 and TV3 only)

o Suicidality assessment (C-SSRS) (for subjects >6 years of age)
e Healthcare provider consultation not foreseen by the protocol
e Hospital stays

e Appointment for the next visit 742 days later
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8.3 Entry Visit

At the EV, the progress of directly enrolled subjects will become aligned with LTFU subjects;
for all subjects, the EV is the time of entry into the Evaluation Period. For LTFU subjects, the
EV is the first visit in NO1266. For directly enrolled subjects, the EV will occur after subjects
have attended the ScrV and at least 1 TV and achieved, in the opinion of the Investigator,
acceptable tolerability and seizure control on the same daily dose of BRV (no lower than the
minimum specified dose) for 7+2 days.

8.3.1 LTFU subjects

8.3.1.1 Core study: N01349

The following assessments will be performed at this visit:
e Signing and dating of written Informed Consent by parent(s)/legal representative(s)
e Subject identification card dispensing

e Verification of inclusion/exclusion criteria

e Demographic data

e Procedure history

e AED history

e Psychiatric and mental status examination

e Vital signs

e Body weight

e ECG

e DRC dispensed

e Seizure count

e Recording of medications,(Any ongoing medications [including AEDs and non-AEDs] at the
time the subject'eompleted N01349 should not be recorded in the NO1266 eCRF. Changes in
ongoing cencemitant medications should be recorded in the N01266 eCRF).

e Recording of procedures

e Recording of AEs (Any ongoing AEs at the time the subject completed N01349 should not
beirecorded i the N01266 eCRF. Worsening of the AE should be recorded as a new AE.)

e VRS call
e Study drug dispensed

e Bayley-IlI scales (subjects enrolled in English-speaking countries and in countries where a
validated translation is available)

Other assessments listed in Table 5—1 will be obtained from N01349 (as footnoted in Table 5-1)
and are not to be recorded in the N01266 eCRF.
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8.3.1.2 Core study: EP0065

The following assessments will be performed at this visit:

Signing and dating of written Informed Consent by parent(s)/legal representative(s)

Signing and dating of the Assent form by the subject (if applicable, according to age and
local requirements)

Subject identification card dispensing
Childbearing potential

Verification of inclusion/exclusion criteria
Demographic data

Epilepsy history

Psychiatric and mental status examination
Height

Head circumference

DRC dispensed

Recording of medications (Any ongoing medications fincluding AEDs and non-AEDs] at the
time the subject completed EP0065 should-not be recorded in the N01266 eCRF. Changes in
ongoing concomitant medications.should be recorded in the N01266 eCRF.)

Recording of procedures

Recording of AEs (Any ongoing-AEs at-the time the subject completed EP0065 should not
be recorded in the N01266 eCRF. Worsening of the AE should be recorded as a new AE.)

IVRS call
Study drug dispensed

Bayley-III scales\(subjects enrolled in English-speaking countries and in countries where a
validated translation is.available, and <18 months of age)

Achenbach*CBCL (see Section 10.3.3)
BRIEFE-P (>2 years to <5 years of age)/BRIEF (=5 years of age) (see Section 9.3.8)
PedsQL.(see'Section 10.3.5)

Other assessments listed in Table 5—1 will be obtained from EP0065 (as footnoted in Table 5—1)
and are not to be recorded in the N01266 eCRF.
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8.3.1.3 Core study: Other (not N01349 or EP0065)
The following assessments will be performed at this visit:
e Signing and dating of written Informed Consent by parent(s)/legal representative(s)

e Signing and dating of Assent form by the subject (if applicable, according to age and local
requirements)

e Subject identification card dispensing

e Childbearing potential

e Verification of inclusion/exclusion criteria
e Demographic data

e DRC dispensed

e Recording of medications (Any ongoing medications [including.AEDs and non-AEDs] at the
time the subject completed the core study should not be recorded in,the-N01266 eCRF.
Changes in ongoing concomitant medications should be recorded injthe N01266 eCRF.)

e Recording of AEs (Any ongoing AEs at the time the:subject completed the core study should
not be recorded in the N01266 eCRF. Worsening of the AE should be recorded as a new
AE))

e IVRScall
e Study drug dispensed

Other assessments listed in Table 5—L.will be,obtained from the core study (as footnoted in
Table 5—-1) and are not to be recorded in the-NO1266 eCRF.

8.3.2 Directly enrolled subjects

Directly enrolled subjects,will finish’the Up-Titration Period and attend the EV when the same
BRYV dose (no lower than the minimum specified dose) has been maintained for 7+2 days at a
level that, in the opinion of the Investigator, achieves acceptable tolerability and seizure control.

e Childbearingpotential

e Physical €xamination

e Neurological examination

e Psychiatric)and mental status

e Vital signs (blood pressure, pulse rate, and body temperature)
e Body weight, height, and head circumference

e DRC dispensed

e DRC retrieved

e Recording of medications
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e Recording of procedures

e Recording of AEs

e ECG

e Seizure count

e VRS call

e Study drug dispensed

e Study drug returned

e Study drug compliance

e Laboratory assessments for safety
— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST; ALP, total bilirubin, and
GGT)

— Urinalysis (for subjects for whom sample-collectiof(is feasible)
— Urine pregnancy test (see Section 9.2,1)
e Suicidality assessment (C-SSRS) (for'subjects >6-years. of age)
e Health care provider consultationsnot foreseen by the protocol
e Hospital stays
e Appointment for the next visit according to.the schedule described in Section 5.3
8.4 Minimal Evaluation Visit (all subjects)
e Childbearing potential
e Vital signs (blood pressure,.pulse rate, and body temperature)
e Body weight, height, and head circumference

e Hepatic menitoring of ALT, AST, ALP, total bilirubin, and GGT (performed only at V4
[M3] and-V6 [M9])

e DRC dispensed

e _DRC retrieved

e/ Seizure count

e Recording of medications

e Recording of procedures

e Recording of AEs

e Suicidality assessment (C-SSRS) (for subjects >6 years of age)
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e IVRScall

e Study drug dispensed

e Study drug returned

e Study drug compliance

e Urine pregnancy test (see Section 9.2.1)

e Health care provider consultations not foreseen by the protocol
e Hospital stays

e Appointment for the next visit according to the schedule described in Section'5.3
8.5 Full Evaluation Visit (all subjects)

e Childbearing potential

e Physical examination

e Neurological examination

e Psychiatric and mental status

e Vital signs (blood pressure, pulse rate,.and-body-temperature)
e Body weight, height, and head circumference

e EEG (for LTFU subjects only)

— For subjects >2 years ofiage at VS who have typical absence seizures, an EEG of at least
1 hour that includes hyperventilation and intermittent photic stimulation must be
performed only at V5 and yearly thereafter.

— For subjects <2 years-of-age at' V5, an EEG of at least 24 hours of recording must be
performed at V5 and yearly thereafter.

e DRC dispensed

e DRC retrieved

e Seizure count

e Assessment.of seizure types for subjects <2 years of age
e Recording of medications

¢ Recording of procedures

e Recording of AEs

e Suicidality assessment (C-SSRS) (for subjects >6 years of age)
e [VRS call

e Study drug dispensed

e Study drug returned
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e Study drug compliance
e Laboratory assessments for safety
— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

— Urinalysis (for subjects for whom sample collection is feasible)
— Urine pregnancy test (see Section 9.2.1)

e BRYV plasma concentrations

e Phenytoin plasma concentrations (if applicable)

e Bayley-IlI scales (for LTFU subjects enrolled in English-speaking countries and in countries
where a validated translation is available, <18 months of age at baseline ef'the core study,
and <42 months of age)

e Achenbach CBCL (see Section 10.3.3)

e BRIEF-P (>2 years to <5 years of age)/BRIEF) (>5 years of age) (see Section 9.3.8)
e PedsQL (see Section10.3.5)

e Health care provider consultations not foreseenby theprotocol

e Hospital stays

e Appointment for the next visit according to.the schedule described in Section 5.3
8.6 Yearly Evaluation Visit (all subjects)

e Childbearing potential

e Physical examination

e Neurological examination

e Psychiatric andanental status

e Vital signs.(bloodpressure, pulse rate, and body temperature)

e Bodyweight, height, and head circumference

e ECG

o “DRC dispensed

e DRC retrieved

e Seizure count

e Recording of medications

e Recording of procedures

e Assessment of seizure types for subjects <2 years of age
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e Recording of AEs
e Suicidality assessment (C-SSRS) (for subjects >6 years of age)
e [VRS call
e Study drug dispensed
e Study drug returned
e Study drug compliance
e Laboratory assessments for safety
— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

— Urinalysis (for subjects for whom sample collection is feasible)
— Urine pregnancy test (see Section 9.2.1)
— Endocrinology

e BRYV plasma concentrations

e Phenytoin plasma concentrations (if.applicable)

e Bayley-IlI scales (for LTFU subjects enrolted in English-speaking countries and in countries
where a validated translation‘is available, <18 meonths of age at baseline of the core study,
and <42 months of age)

e Achenbach CBCL (see Section@0:3.3)

e BRIEF-P (>2 years to <5 years of age)/BRIEF (=5 years of age) (see Section 9.3.8)
e Peds QL (see Section10.3.5)

e Health care provider-consultations not foreseen by the protocol

e Hospital stays

e Appointment for the next visit according to the schedule described in Section 5.3.
8.7 Unscheduled Visit (all subjects)

At any.time, the-subject may have an Unscheduled Visit (UV) if the Investigator or the subject
and/or parént(s)/legal representative(s) consider it necessary.

e Recording of medications
e Recording of procedures
e Recording of AEs

e VRS call (if applicable)

e Health care provider consultations not foreseen by the protocol
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e Hospital stays

If an Unscheduled Visit is conducted due to safety or efficacy reasons, a suicidality assessment
(C-SSRS) will be performed with subjects >6 years of age during the visit. If an Unscheduled
Visit is conducted for reasons other than safety or efficacy concerns (eg, replacement of lost
medication, repeated collection of a laboratory specimen due to collection or analysis issues), a
C-SSRS will not be required at these visits.

8.8 Early Discontinuation Visit (all subjects)
e Childbearing potential

e Physical examination

e Neurological examination

e Psychiatric and mental status

e Vital signs (blood pressure, pulse rate, and body temperature)
e Body weight, height, and head circumference

e ECG

e EEG (LTFU subjects only)

— For subjects >2 years of age at VS.who have typical absence seizures, a 1-hour EEG may
be performed at the Investigator’s discretion.

— For subjects <2 years of agejat V5; 'a.24-hour)EEG may be performed at the
Investigator’s discretions

e DRC dispensed

e DRC retrieved

e Seizure count

e Recording of medications

e Recording of procedures

e Recording.of AEs

e Suicidality assessment (C-SSRS) (for subjects >6 years of age)
e VRS call

o ~Study drug dispensed

e Study drug returned

e Study drug compliance

e Laboratory assessments for safety

— Hematology
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— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

— Urinalysis (for subjects for whom sample collection is feasible)
— Urine pregnancy test (see Section 9.2.1)

e BRYV plasma concentrations

e Phenytoin plasma concentrations (if applicable)

e Bayley-IlI scales (for LTFU subjects enrolled in English-speaking countries and in"countries
where a validated translation is available, <18 months of age at baseline of the core study,
and <42 months of age)

e Achenbach CBCL (see Section 10.3.3)

e BRIEF-P (>2 years to <5 years of age)/BRIEF (=5 years of age) (see'Section 9.3.8)
e PedsQL (see Section 10.3.5)

e Health care provider consultations not foreseen-by.the protocol

e Hospital stays

e Appointment for the next visit should.be seheduled-for the end of the 4-week Down-Titration
Period (maximum)

8.9 Down-Titration Visit (all subjects)

e Vital signs (blood pressure; pulse rate, and bodytemperature)
e DRC dispensed

e DRC retrieved

e Seizure count

e Recording of medieations

e Recording of precedures

e Recordingof AEs

e Suicidality assessment (C-SSRS) (for subjects >6 years of age)
e [VRScall

e ( Study drug returned

e Study drug compliance

e Health care provider consultations not foreseen by the protocol
e Hospital stays

e Appointment for the next visit according to the schedule described in Section 5.2.
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8.10 Safety Visit (all subjects)

The SV will be performed after the subject has been free of study drug for 2 weeks
(Safety Period).

e Physical examination

e Neurological examination

e Psychiatric and mental status

e Vital signs (blood pressure, pulse rate, and body temperature)

e Body weight, height, and head circumference

e ECG performed only if abnormal at the EDV

e DRC retrieved

e Seizure count

e Recording of medications

e Recording of procedures

e Recording of AEs

e Suicidality assessment (C-SSRS) (forsubjects >6-years. of age)

e [VRScall

e Laboratory assessments forsafety (to be performed only if abnormal at the EDV)
— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

— Urinalysis (for subjects for whom sample collection is feasible)
— Urine pregnaney test(see Section 9.2.1)
e Phenytoin plasma coneentrations (if applicable) only if abnormal at the EDV
e Health care provider consultations not foreseen by the protocol
e Hospital stays
e _End of study status
8.11 Final Visit (all subjects)
Subjects who continue in the study until it ends should complete a FV.
e Childbearing potential
e Physical examination

e Neurological examination

Confidential Page 58 of 346



UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam NO01266

e Psychiatric and mental status

e Vital signs (blood pressure, pulse rate, and body temperature)
e Body weight, height, and head circumference

e ECG

e EEG (for LTFU subjects only)

— For subjects >2 years of age at V5 who have typical absence seizures, an EEG ¢f at least
1 hour that includes hyperventilation and intermittent photic stimulation must'be
performed

— For subjects <2 years of age at V5, an EEG of at least 24 hours must be performed
e DRC retrieved
e Seizure count
e Recording of medications
e Recording of procedures
e Recording of AEs
e Suicidality assessment (C-SSRS) (for subjects.=>6 years of’age)
e [VRScall
e Study drug returned
e Study drug compliance
e Laboratory assessments for safety
— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

— Urinalysis-(for subjects for whom sample collection is feasible)
— Urine-pregnancy test (see Section 9.2.1)
— Endocrinology

e BRYV plasma concentrations

o' ~Phenytoin plasma concentrations (if applicable)

e Bayley-IlI scales (for LTFU subjects enrolled in English-speaking countries and in countries
where a validated translation is available, <18 months of age at baseline of the core study,
and <42 months of age)

e Achenbach CBCL (see Section 10.3.3)
e BRIEF-P (>2 years to <5 years of age)/BRIEF (=5 years of age) (see Section 9.3.8)
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e PedsQL (see Section 10.3.5)

e Health care provider consultations not foreseen by the protocol
e Hospital stays

e End of study status

e Appointment for the next visit should be scheduled for the end of the 4-week Down-Tittation
Period (maximum) if BRV treatment is not continued after study completion (FV), and'study
drug for down-titration should be dispensed

9 ASSESSMENT OF SAFETY

The safety variables will be evaluated during the Up-Titration Period (directly enrolledsubjects
only) and the Evaluation Period. For subjects who continue in the study untit it ends;the
Evaluation Period will include the EV through the FV. For subjects whoprematurely discontinue
the study, the Evaluation Period will include the EV through the EDV}followed by a 4-week
Down-Titration Period (maximum), and a 2-week Safety (Drug-Free) Period.

9.1 Adverse events
9.1.1 Definitions
9.1.1.1 Adverse event

An AE is any untoward medical occurrence in a patient,or_¢linical investigation subject
administered a pharmaceutical produet, which-does notynecessarily have a causal relationship
with this treatment. An AE can therefore be any unfavorable and unintended sign (including an
abnormal laboratory finding), symptom,-or disease temporally associated with the use of a
medicinal (investigational) product,-whether or.not related to the medicinal (investigational)
product.

In order to ensure complete. safety data collection, all AEs occurring during the study (ie, after
signing the Informed Consent form){ including any pretreatment and posttreatment periods
required by the protocol,-must be.reported in the eCRF even if no investigational product was
taken but specific study procedures were conducted. This includes all AEs not present prior to
the initial visit and all AEs;which recurred or worsened after the initial visit.
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Signs or symptoms of the condition/disease for which the investigational product is being studied
should be recorded as AEs only if their nature changes considerably or their frequency or
intensity increases in a clinically significant manner as compared to the clinical profile known to
the Investigator from the subject’s history or the Baseline Period.

9.1.1.2 Serious adverse event

Once it is determined that a subject experienced an AE, the seriousness of the AE must be
determined. An SAE must meet 1 or more of the following criteria:

e Death
e Life-threatening

(Life-threatening does not include a reaction that might have caused death.had it-Occurred in
a more severe form.)

e Significant or persistent disability/incapacity
e Congenital anomaly/birth defect (including that occurring in a-fetus)

¢ Important medical event that, based upon appropriate medical judgment, may jeopardize the
patient or subject and may require medical or surgical intervention to prevent one of the other
outcomes listed in the definition of serious

(Important medical events may include allergic-bronchospasm requiring intensive treatment
in an emergency room or at homejblood dyscrasiasthat do not result in inpatient
hospitalization, or the development of drug-depéndency or drug abuse.)

¢ Initial inpatient hospitalization or prelongation of hospitalization

(A patient admitted to a hospital,-even ifteleased on the same day, meets the criteria for the
initial inpatient hospitalization.JAn emergency room visit that results in admission to the
hospital would also qualifyfor the-initial inpatient hospitalization criteria. However,
emergency room visits. that do net-result in admission to the hospital would not qualify for
this criteria and, instead, should be evaluated for 1 of the other criteria in the definition of
serious [eg, life-threateningadverse experience, important medical event].

Hospitalizations for réasons not associated with the occurrence of an AE [eg, preplanned
surgery or.elective surgery for a pre-existing condition that has not worsened or manifested
in an unwsual or‘uncharacteristic manner| do not qualify for reporting. For example, if a
subjéeet has a.condition recorded on his/her medical history and later has a preplanned surgery
for.this condition, it is not appropriate to record the surgery or hospitalization as an SAE
since there.is no AE upon which to assess the serious criterion. Please note that, if the pre-
existing condition has worsened or manifested in an unusual or uncharacteristic manner, this
would then qualify as an AE and, if necessary, the seriousness of the event would need to be
determined.)

9.1.1.21 Anticipated serious adverse events

The following Anticipated SAEs are anticipated to occur in the population studied in this
protocol at some frequency that is independent of drug exposure.
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This list does not change the Investigator’s obligation to report all SAEs (including Anticipated
SAEs) as detailed in Section 9.1.2.3.

Table 9-1: Anticipated serious adverse events for the pediatric epilepsy

population
MedDRA SOC MedDRA PT
Congenital, familial and genetic disorders Teratogenicity
General disorders and administration site conditions Sudden unexpected death in epilepsy
Nervous system disorders Convulsion®
Status epilepticus
Pregnancy, puerperium and perinatal disorders Abortion spontaneous
Psychiatric disorders Psychotic behavior
Abnormal behavior
Anxiety.
Sleep disorder

MedDRA=Medical Dictionary for Regulatory Activities; PT=preferred term; SOC=system organ class
2 Convulsion if consistent with the seizure type kfiown for the subject.

9113 Adverse events of-special.interest

An AE of special interest is any AE)that a.regulatory,authority has mandated be reported on an
expedited basis, regardless of the seriousness, expectedness, or relatedness of the AE to the
administration of a UCB product/compound. For this study, the AEs of special interest include:

e Autoimmune nephritis

e Nephritis

e Nephritis allergic

e Tubulointerstitialnephritis

e Tubulointerstitial nephtitis and uveitis syndrome

e Potential,Hy’s Llaw, 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 ALWAYS be reported to UCB as an AE of special interest (ie, without
waiting for any additional etiologic investigations to have been concluded). Follow-up
information should then be reported if an alternative etiology is identified during
investigation and monitoring of the subject.

9.1.2 Procedures for reporting and recording adverse events

The subject will be given the opportunity to report AEs spontaneously. A general prompt will
also be given at each study visit to detect AEs, for example:

“Did you notice anything unusual about your health (since your last visit)?”
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In addition, the Investigator should review any self-assessment procedures (eg, diary cards)
employed in the study.

For LTFU subjects, AEs ongoing at the time the subject completed the core study should not be
recorded in the eCRF at the EV, or any subsequent visit. Worsening of the AE should be
recorded as a new AE. For all subjects, new AEs should be recorded in the eCRF at only the first
visit at which they are reported and subsequently only if there is a change.

9.1.21 Description of adverse events

When recording an AE, the Investigator should use the overall diagnosis or syndrome using
standard medical terminology, rather than recording individual symptoms or signs,/The eCRF
and source documents should be consistent. Any discrepancies between the subject’s own-words
on his/her own records (eg, diary card) and the corresponding medical terminology sheuld be
clarified in the source documentation.

Details for completion of the Adverse Event in the eCRF (including judgment-of relationship to
study medication) are described in the eCRF Completion Guidelines:

Occurrence of COVID-19 in subjects should be reported as either “suspected COVID-19” or
“confirmed COVID-19.” For subjects where COVID-19 is'still suspected despite a negative viral
test, please report as “suspected COVID-19.”’

9.1.2.2 Rule for repetition of an adverse event
An increase in the intensity of an AE should lead to theepetition of the AE being reported with:

e the outcome date of the first AE,that is fiot related-to the natural course of the disease being
the same as the start date of the repgated AE,‘and the outcome of “worsening”,

e the AE verbatim term being the-same for'the first and repeated AE, so that the repeated AE
can be easily identified as thesworsening of the first one.

9.1.2.3 Additional-procedures for reporting adverse events

A blood sample for determination.of BRV plasma concentration should be obtained for any
subject who has an SAE.

If an SAE is reported, UCB.must be informed within 24 hours of receipt of this information by
the site (see contact numbers for SAE reporting listed in the Serious Adverse Event Reporting
section at the'\front of the protocol). The Investigator must forward to UCB (or its representative)
a duly cempleted-Investigator SAE Report form provided by UCB, even if the data are
incomplete, orfifiit is obvious that more data will be needed in order to draw any conclusions.
Infermatiomrecorded on this form will be entered into the global safety database.

An Investigator SAE Report form will be provided to the Investigator. The Investigator SAE
Report form must be completed in English.

Additional information (eg, autopsy or laboratory reports) received by the Investigator must be
provided within 24 hours. All documents in the local language must be accompanied by a
translation in English, or the relevant information included in the same document must be
summarized in the Investigator SAE Report form.
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The Investigator is specifically requested to collect and report to UCB (or its representative) any
SAEs (even if the Investigator is certain that they are in no way associated with the
investigational product), up to 30 days from the end of the study for each subject, and to also
inform participating subjects of the need to inform the Investigator of any SAE within this
period. Any SAEs that the Investigator thinks may be associated with the investigational product
must be reported to UCB regardless of the time between the event and the end of the study.

Upon receipt of the SAE form, UCB will perform an assessment of expectedness of the reported
SAE. The assessment of the expectedness of the SAE is based on the Investigator’s Brochure.

9.1.3 Follow-up on adverse events

An AE should be followed until it has resolved, has a stable sequelae, the Investigator
determines that it is no longer clinically significant, or the subject is lost to.foellow-up.

If an AE is still ongoing at the end of the study for a subject, follow-up-should be provided until
resolution/stable level of sequelae, the Investigator no longer deems that it is.clinically
significant, or until the subject is lost to follow-up. If no follow-up'is provided, the Investigator
must provide a justification. The follow-up will usually be continued for30 days after the subject
has discontinued their IMP.

Information on SAEs obtained after clinical database lock-will be\captured through the Patient
Safety (PS) database without limitation of time:

914 Pregnancy

Should a subject become pregnant.after the first intake of any IMP, UCB’s PS department should
be informed immediately. The subject should be withdrawn from the study as soon as the
pregnancy is known and the following should be completed:

e The subject should return for an’EDV.

e The subject should immediately stop-the intake of the IMP or be down titrated as instructed
at the EDV.

e A SV should be scheduled 2.weeks after the subject has discontinued their IMP.

The Investigator must inform‘the subject/parent(s)/legal representative(s) of information
currently known ‘about potential risks and about available treatment alternatives.

The Investigator will’eomplete the Pregnancy Report and Outcome form for any pregnancy and
send it to.UCB’s PS’department (for contact details see SAE reporting information at the
beginning of this protocol).

A ‘pregnancy becomes an SAE in the following circumstances: miscarriage, abortion, or
anomaly/birth defect of the child. Those SAEs must be additionally reported using the
Investigator SAE Report form.

In cases where the partner of a male subject enrolled in a clinical study becomes pregnant, the
Investigator or designee is asked to contact the subject to request consent of the partner via the
Partner Pregnancy Consent form that has been approved by the responsible IRB/IEC and should
be available in the Investigator site file. In case of questions about the consent process, the
Investigator may contact the UCB/contract research organization contract monitor for the study.
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If the partner has agreed that additional information can be captured and has provided the signed
Partner Pregnancy Consent form, the Pregnancy Report and Outcome form will be completed.
UCB’s PS department is the primary contact for any questions related to the data collection for
the partner pregnancy, eventual birth, and follow-up.

9.1.5 Suspected transmission of an infectious agent via a medicinal
product

A suspected transmission of infectious agent is defined as any infection that is temporally nelated
to the administration of the medicinal product with no other likely cause. The Medical Monitor
should be contacted immediately. No further medicinal product from that specific batch should
be administered. Infections should be treated according to normal clinical practice.

For the purposes of reporting, any suspected transmission of an infectious agent via-a medicinal
product should be considered as an SAE; such cases must be reported immediately, recorded in

the AE module of the eCRF, and followed as any other SAE. Any organism, virus, or infectious
particle (eg, prion protein transmitting transmissible spongiform ene¢phalopathy), pathogenic or
nonpathogenic, is considered an infectious agent.

9.1.6 Overdose of investigational medicinal product

Excessive dosing (beyond that prescribed in the.protocal'and inecluding overdose) should be
recorded on the eCRF. Any SAE or nonserious’AE associated with excessive dosing must be
followed as any other serious or nonserious/AE. These events'may be symptomatic, in that the
excessive dosing results in clinical signs and symptoms; or'the excessive intake may itself be a
symptom.

9.1.7 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 IMP so that'Investigators, clinical study subjects, regulatory
authorities, and IRBs/IECs will’be infermed appropriately and as early as possible.

The Study Physician or medically qualified designee/equivalent will conduct an ongoing review
of SAEs and perform ongoing SAE reconciliations in collaboration with the Patient Safety
representative.

As appropriate forthe stage of development and accumulated experience with the IMP,
medically qualified personnel at UCB may identify additional safety measures (examples: AEs,
vital signs, laboratory, or ECG results) for which data will be periodically reviewed during the
course-0f the study.
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9.2 Laboratory measurements
9.21 Laboratory assessments for safety

Laboratory assessments for safety (including hematology, biochemistry, and endocrinology for
all subjects, and urinalysis for subjects for whom sample collection is feasible) will be conducted
using standard methods at a central laboratory. The central laboratory will provide the
Investigator with dedicated, standardized sampling equipment (labels, needles, tubes) and a
study-specific laboratory manual, which will explain how to use the equipment and how toship
the samples to the central laboratory.

For blood samplings, methods to minimize pain are recommended (eg, topical anésthetic.and
microsamplings will be used).

The total blood volume drawn for clinical laboratory assessments in subjécts >2 years of age will
be a maximum of 11mL per sampling, which includes up to 3mL for hematology and up to 8mL
for biochemistry. For subjects <2 years of age, the blood volume drawn will b¢ typically much
smaller and in the range of ImL to 2.5mL. Further details will be provided-in the laboratory
manual.
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The following laboratory parameters will be measured:
Hematology Biochemistry | Urinalysis® Pregnancy | Endocrinology
WBC Glucose Glucose B-hCGH FSH
RBC Sodium Ketones LH
Hemoglobin Potassium Occult blood TSH
Hematocrit Calcium Protein T3
MCV Chloride Nitrites T4
MCH Bicarbonate Leukocytes
MCHC Phosphorus Microscopic
(inorganic) examination®

Platelet count

Total protein

Lymphocytes (number, %) | Albumin
Monocytes (number, %) Total bilirubin®
Neutrophils (number, %) | ALP®
Eosinophils (number, %) | AST (SGOT)®
Basophils (number, %) ALT (SGPFE)®
GGT®
Uric acid
Urea
Creatinine
Triglycerides
Chelesterol

ALP=alkaline phosphatase; Al{T=alanine aminotransferase; AST=aspartate aminotransferase;
B-hCG=Dbeta-human chorionic gonadotropin; FSH=follicle-stimulating hormone;
GGT=gamma-glutamyltransferase; LH=luteinizing hormone; MCH=mean corpuscular hemoglobin;
MCHC=mean'c¢orpuscular hemoglobin concentration, MCV=mean corpuscular volume; RBC=red blood
cell; ScrV=Screening Visit; SGOT=serum glutamic oxaloacetic transaminase; SGPT=serum glutamic
pyruvic\transaminase; T3=triiodothyronine; T4=tetraiodothyronine; TSH=thyroid-stimulating hormone;
TV=Titration" Visit; WBC=white blood cell

¢ Urinalysis will be performed for subjects for whom sample collection is feasible.
b This assessment is used for hepatic monitoring.
¢ Includes bacteria, cells, casts, and crystals for all samples.
4 Urine pregnancy tests should be conducted at the site for all female subjects of childbearing potential.
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The creatinine clearance will be calculated over time by the central laboratory using their current
methods. The subject’s age, body weight and height, and gender must be recorded on the
laboratory requisition form.

All female subjects of childbearing potential should have urine pregnancy tests. A serum
pregnancy test will be performed as backup if a urine sample is not available. A urine pregnancy
test should be performed at any time during the study if a pregnancy is suspected. All urine
pregnancy tests should be conducted at the site.

Results for hematology, biochemistry, urinalysis, pregnancy tests, and endocrinology
measurements will be provided by fax to the Investigator within 72 hours after sample receipt.

9.2.2 Evaluation of PDILI

The PDILI IMP discontinuation criteria for this study are provided in Section 6.3.1jwith the
accompanying required follow-up investigation and monitoring detailéd below. Al PDILI events
must be reported as an AE and reported to the study site and Sponsorwithin.24 hours of learning
of their occurrence. Any PDILI event that meets the criterion for petential Hy’s Law must be
reported as an AE of special interest (see Section 9.1.1.3), and,.if applicable, also reported as an
SAE (see Section 9.1.2.3).

Evaluation of PDILI consists of the diagnostie testing and-continued monitoring included in
Table 9-2 (specific tests dependent on laboratory results and-Cerresponding symptoms) and
consultation with a local hepatologist (if applicable; discussed in Section 9.2.2.1). The local
hepatologist is the expert usually consulted by-the treating physician for assessment and
management of potential hepatic dis€éase. This would usually be a hepatologist, but may be a
gastroenterologist. Additional investigation-and monitoring may be required and adapted based
on the diagnosis after the cause of the-liver injury/abnormality is confirmed (details in

Section 9.2.2.4).

The results of all monitoring, includinglaboratory testing and other testing, should be made
available to the study site and Sponsor.

All initial tests resultingin abnormal hepatic laboratory values need to be repeated, but
appropriate medical action must not be delayed waiting for the repeat result.

If tests are done lo¢ally for more rapid results, a concurrent sample should also be sent to the
central laboratory whenever possible. Medical care decisions are to be made initially using the
most rapidly available results and a conservative approach must be taken if the results from the
2 laboratory tests are significantly different. Data from the local and central laboratory are to be
recorded on the.applicable eCRF pages.

When IMP s discontinued, all concomitant medications and herbal supplements that are not
medically necessary should also be discontinued. In these cases, the Investigator should also
consider dose reduction for medically necessary concomitant medication and consider changing
any medically required concomitant medication known to be hepatotoxic to a suitable
alternative.

Rechallenge with a substance potentially causing drug-induced liver injury is dangerous, may be
fatal, and must not occur.

Confidential Page 68 of 346



UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam NO01266

The table below summarizes the approach to investigate PDILI.
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Table 9-2: Required investigations and follow up for PDILI
Laboratory value Immediate Follow up
ALT or Total Symptoms?® of Consultation Actions Testing Evaluation
AST bilirubin | hepatitis or requirements
hypersensitivity
>3xULN | >2xULN" | NA Hepatology consult.® | Immediate, Essential: Must Monitoring of liver chemistry
Medical Monitor permanent IMP have repeat-liver | values at least twice per week
must be notified discontinuation. chemistry values | until values normalize, stabilize,
within 24 hours and,additional or return to within baseline
- d
(eg, by laboratory : testing completed | values.
>3xULN | NA Yes alert) and subject Immediate, AS A.P (see
discussed with temporary or Section 9.2.2.3);
Medical Monitor permaaqus, IM recommended to
ASAP. discontinuation. occur at the site
with HCP.
>5xULN <2xULN | No Discussion with Immediate, Essential: Every
(and >2x Medical Monitor permanent IMP attempt must be
baseline) required. discontinuation. made to have
Hepatology consult repeat liver
required-if ALT/AST chemlstl.y values
>8x-ULN. and additional
testing completed
within 48 hours
at the site with
HCP (see
Section 9.2.2.3).
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Table 9-2: Required investigations and follow up for PDILI
Laboratory value Immediate Follow up
ALT or Total Symptoms?® of Consultation Actions Testing Evaluation
AST bilirubin | hepatitis or requirements
hypersensitivity
>3xULN | <2xULN | No Discussion with Further investigation | Not required Monitoring of liver chemistry
(and >2x Medical Monitor — immediate IMP unless otherwise | values at least twice per week
baseline) required if the discontinuation not <« [v\medically for 2 weeks.¢
and criterion that allows | required (see indicated (at Immediate IMP discontinuation
<5xULN for IMP continuation | Section 9.2.2.2): discret-ion of required if :
1s met. IMP, discontintiation Investigator). o Liver chemistry values
requiredif any of; continue to increase
the following occur: e Liver chemistry values
¢ Subject-ecannot remain >3xULN (and >2x
comply, with baseline) after 2 weeks of
monitoring monitoring without
schedule. stabilization or evidence of
e Liver chemistry resolution
values continue to Continue to monitor until values
increase normalize, stabilize, or return to
o Liver chemistry within baseline values. ¢
values remain
>3xULN (and
>2x baseline)
after 2 weeks of
monitoring
without
stabilization or
evidence of
resolution.
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Table 9-2: Required investigations and follow up for PDILI

Laboratory value Immediate Follow up
ALT or Total Symptoms?® of Consultation Actions Testing Evaluation
AST bilirubin | hepatitis or requirements

hypersensitivity

ALP=alkaline phosphatase; AL T=alanine aminotransferase; ASAP=as soon as possible; AST=aspartate aminotransferase; HCP=healthcare
practitioner; IMP=investigational medicinal product; NA=not applicable; PDILI=potential drug-inducedliver injury; ULN=upper limit of normal

2 Hepatitis symptoms include fatigue, nausea, vomiting, and right upper quadrant pain or tenderness; hypersensitivity symptoms include
eosinophilia (>5%), rash, and fever (without clear alternative cause).

°If the subject also has >2xULN ALP, the possibility of an indication of biliary‘obstruétion should’be discussed with the Medical Monitor.

¢ Details provided in Section 9.2.2.1. The local hepatologist is the expertustially constlted by the treating physician for assessment and
management of potential hepatic disease. This would usually be a hepatologist,but may be a gastroenterologist.

4 Unless an alternative monitoring schedule is agreed by the Investigator and UCB respensible physician. Determination of stabilization is at the
discretion of the Investigator in consultation with the hepatologist (as applicable) and 'UCB responsible physician, as needed.
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9.2.21 Consultation with Medical Monitor and local hepatologist

Potential drug-induced liver injury events require notification of the Medical Monitor within

24 hours (eg, by laboratory alert), and the subject must be discussed with the Medical Monitor as
soon as possible. If required, the subject must also be discussed with the local hepatologist. The
local hepatologist is the expert usually consulted by the treating physician for assessment and
management of potential hepatic disease. This would usually be a hepatologist, but may be.a
gastroenterologist. If determined necessary, this discussion should be followed by a full
hepatology assessment (see Section 9.2.2.3) and SAE report (if applicable).

9.2.2.2 Immediate action: determination of IMP discontinuation
All PDILI events require immediate action, testing, and monitoring.

The immediate action is dependent on the laboratory values and symptoms ef hepatitis or
hypersensitivity and ranges from continuation of IMP (followed by immediate investigation) to
immediate and permanent discontinuation (see Section 6.3.1 and Table'9-2 fordetails).

When IMP is discontinued, all concomitant medications and herbal supplements that are not
medically necessary should also be discontinued. The Investigator should also consider dose
reduction of medically necessary concomitant medication and considet changing any medically
required concomitant medication known to be-hepatotoxic to a suitable alternative.

9.2.2.3 Testing: identification/exclusion)of alternative etiology

The measurements and additional information required.forthe assessment of PDILI events when
there is a reasonable possibility thafthey may have béen caused by the IMP are detailed in

Table 9-3 (laboratory measurements) and‘Fable 9-4’(additional information). Results of the
laboratory measurements and information collected are to be submitted to the Sponsor on the
corresponding eCRF. If the medical-history-of-the subject indicates a requirement for other
assessments not included below, these additional assessments should be completed and
submitted, as applicable.

All blood samples should-be stored, if possible. If tests are done locally for more rapid results, a
concurrent sample must-also be-sent to the central laboratory.

The following measurements‘are to be assessed:
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Table 9-3:

PDILI laboratory measurements

Virology-
related

Hepatitis A IgM antibody

HBsAg

Hepatitis E IgM antibody

HBcAb-IgM

Hepatitis C RNA

Cytomegalovirus IgM antibody

Epstein-Barr viral capsid antigen IgM antibody (if unavailable, obtain heterophile
antibody or monospot testing)

Immunology

Anti-nuclear antibody (qualitative and quantitative)

Anti-smooth muscle antibody (qualitative and quantitative)

Type 1 anti-liver kidney microsomal antibodies (qualitative ‘and-quantitative)

Hematology

Eosinophil count

Urinalysis

Toxicology screen

Chemistry

Amylase

If total bilirubin >2xUIsN, obtain fractionated-bilirubin to obtain % direct bilirubin

Serum CPK and LDH to evaluate possible’'muscle injury causing transaminase elevation

Additional

Prothrombin timé/INR?

Serum pregnancy test®

PK sample®

CPK=creatine phosphokinase; HBcAb-IgM=hepatitis B core antibody-IgM; HBsAg=hepatitis B surface antigen;
IgM=immunoglobulin M; INR=international normalized ratio; LDH=lactate dehydrogenase; PDILI=potential
drug-induced liver injuryy PK=pharmacokinetic; RNA=ribonucleic acid; ULN=upper limit of normal

2 Measured only for subjeets with/ALT >8xULN, elevations in total bilirubin, and symptoms of hepatitis or
hypersensitivity. Hepatitis symptoms include fatigue, nausea, vomiting, and right upper quadrant pain or
tenderness; hypersensitiyity'symptoms include eosinophilia (>5%), rash, and fever (without clear alternative

cause).

b Determined(only for fémale subjects of childbearing potential.
¢Blood sample for‘determination of plasma concentrations of BRV.
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The following additional information is to be collected:

Table 9-4: PDILI information to be collected

New or updated information

Concomitant prescription and over-the-counter medications (eg, acetaminophen, herbal remedies,
vitamins); dosages and dates should be included.

Pertinent medical history, including the following:

e History of liver disease (eg, autoimmune hepatitis, nonalcoholic steatohepatitis or other “fatty
liver disease™)

e Adverse reactions to drugs
o Allergies

e Relevant family history or inheritable disorders (eg, Gilbert’s syndrome, alpha-1 antitrypsin
deficiency)

e Recent travel

e Progression of malignancy involving the liver (Note: Metastatic disease¢to the liver, by itself,
should not be used as an explanation for significant AST;and/or ALT elevations.)

The appearance or worsening of clinical symptoms ofhepatitis-or hypersensitivity (eg, fatigue, nausea,
vomiting, right upper quadrant pain or tenderness;-decreased appetite, abdominal pain, jaundice, fever, or
rash)

Recent clinically significant hypotension.orvhypoxemia with . compromised cardiopulmonary function

Alcohol and illicit drug use, if applicable

Results of liver imaging or liver biopsy, if dene

Results of any specialist or hepatology, eonsult,if'done

Any postmortem/pathology reports

ALT=alanine aminotransferase; AST=aspartate aminotransferase; PDILI=potential drug-induced liver injury
9.2.24 Follow-up evaluation

Potential drug-induced liver injury events will require follow-up monitoring as described in
Table 9-2. Monitering should continue until liver chemistry values normalize, stabilize, or return
to baseline, Determination of stabilization is at the discretion of the Investigator in consultation
with the hepatologist(as applicable) and UCB responsible physician, as needed.

9.2.3 Plasma concentration measurements
9.2.3.1 BRV plasma concentrations

Blood samples for the analysis of BRV concentrations will be collected at the visits designated in
Table 5-2. Additionally, a blood sample for determination of BRV plasma concentration should
be taken whenever the subject experiences an SAE.

Brivaracetam will be assayed in batch runs at the bioanalytical laboratory. Plasma levels will be
reported to the central laboratory after the batch run is performed, according to laboratory
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methodology. Results will be reported by the central laboratory to the Investigator as exact
values, with a flag to those values that are outside the therapeutic range.

9.2.3.2 Phenytoin plasma concentrations (if applicable)

Subjects receiving phenytoin as a concomitant AED during the study will have blood samples
collected at the visits designated in Table 5—1, Table 5-2, and Table 5-3 to monitor phenytoin
plasma concentrations.

Phenytoin plasma levels will be determined by the central laboratory. Further details onsample
collection, bioanalytical method, and shipping of the samples will be provided in the'central
laboratory manual.

9.3 Other safety measurements

Other safety measurements will be performed at the visits indicated in Table 5—1y(Table 5-2, and
Table 5-3.

9.3.1 ECG

A standard 12-lead ECG will be performed. The Investigatorwill detetmine whether the results
of the ECG are normal or abnormal and assess thé.clinical Significance of any abnormalities.

The original ECG tracing will be signed or initialed and dated by-the Investigator, and retained
as part of the source documentation.

9.3.2 Vital signs

Vital signs, including measurements ‘of blood pressure; supine or sitting pulse rate, and body
temperature, will be performed after 5 minutes of rest. Vital signs measurements will be repeated
after 30 minutes if unusual values are-observed-at the initial reading.

9.3.3 Body weight, height, and head circumference

Body weight (subject wearing light clothing without shoes), height (length may be used for this
measure, as appropriate), and head circumference (occipital-frontal circumference) will be
measured.

9.34 Physical examination

A standard physical examination will be performed. Clinically significant new or worsened
abnormalities discovered at the physical examination must be reported as AEs.

The Investigator.or-qualified designee will evaluate the subject’s physical development using the
3-item.Tanner.seale. The Investigator should use clinical judgment in deciding which subjects
ar¢ sclected for evaluation of Tanner Stage (ie, those subjects who are pubescent at Baseline).

9.3.5 Neurological examination

A standard neurological examination will be performed. Clinically significant new or worsened
abnormalities in the neurological examination must be reported as AEs.
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9.3.6 Psychiatric and mental status

Psychiatric and mental status will be reported by recording the presence or absence of psychiatric
symptoms, mental impairment, and behavioral problems. Clinically significant new or worsened
abnormalities must be reported as AEs.

9.3.7 Assessment of suicidality

Suicidality will be assessed by trained study personnel using the C-SSRS for subjects >6 years of
age. This scale will be used for screening as well as to assess suicidal ideation and behavior that
may occur during the study. The C-SSRS will be completed according to the tabular schedules of
study procedures, Section 5.2.

The “Since Last Visit” version of the C-SSRS will be used, with the following.exceptions:

e For directly enrolled subjects, the “Baseline/Screening” version of the C-SSRS should be
completed at the ScrV.

If a subject turns 6 years of age during the study, the “Already Enrolled” version of the C-SSRS
should be completed at the first visit after the sixth birthday.

The C-SSRS is not validated for subjects <6 years.of age and will not be used for this population.
Subjects should be monitored for any changes.in mood,ideas, or behavior for warning signs of
depression. The Investigator should be aware.of common warhing signs that might be a signal
for risk of depression. For common signs.and symptoems of depression in children younger than
6 years old, reference should be made-to the current version of the Diagnostic and Statistical
Manual of Mental Disorders. Parents and caregivers-should also be advised accordingly and
effort should be made at clinic.visits to.specifically assess potential depression.

9.3.8 BRIEF-P and BRIEF

The BRIEF-P and the BRIEF are.validateditools that will be used for the evaluation of subjects
>2 years to <5 years of age and>5 yeats-of age, respectively. The BRIEF-P and BRIEF include
rating forms used by parents'to asseSs.subjects’ executive functioning. Executive functions
broadly encompass a set(of cognitive skills that are responsible for the planning, initiation,
sequencing, and monitoring of complex goal-directed behavior.

The BRIEF-P rating' form(Censists of items that measure various aspects of executive
functioning: Inhibit, Shift, Emotional Control, Working Memory, and Plan/Organize. The
clinical scales form 3 broad indexes (Inhibitory Self-Control, Flexibility, and Emergent
Metacognition)and-1 composite score (Global Executive Composite).

TheBRIEF rating form contains items in nonoverlapping clinical scales. These theoretically and
statistically(derived scales form 2 broader Indexes: Behavioral Regulation (3 scales) and
Metacognition (5 scales), as well as a Global Executive Composite score.

Both the BRIEF-P and the BRIEF include validity scales to measure negativity and
inconsistency of responses.

10 ASSESSMENT OF EFFICACY

Efficacy variables will be assessed using the seizure count information recorded on the DRC and
EEG data. Seizure count information will be evaluated over the Evaluation Period by 3-month
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periods based on the DRC (EV until EDV or FV). For directly enrolled subjects, seizure count
information collected during the Up-Titration Period will be summarized separately. The EEG
data will be reviewed at 6 months and yearly thereafter.

10.1 Efficacy assessments for seizure data based on DRC

At each visit, the subject/parent(s)/legal representative(s) will receive a DRC, which has to be
filled in daily by the parent(s)/legal representative(s) or subject, if applicable, and returned at the
next visit. No DRC will be dispensed at the SV or the FV.

The date and the number of epileptic seizures will be recorded on the DRC, as well as, the type of
seizure (according to individual description of seizures), occurrence of clusters, intake of
concomitant AEDs, undesirable events with start and end dates, health care provider
consultations not foreseen per protocol, and changes in concomitant medication, if applicable.

The written information will be discussed with the subject/parent(s)/legal-representative(s) at
each visit in order to ensure completeness and accuracy. As a result ofithe discussion, the
Investigator will assess the seizures according to the ILAE codes-and recofrd the seizure types
and frequency on the eCRF; he/she will also confirm the presence of AEs (if applicable).
Concomitant medication changes, health care provider consultations not foreseen per protocol,
and AEs will be reported by the Investigator on the specific pages of the eCRF.

The DRC will be considered as source documentation.-The subject/parent(s)/legal
representative(s) should be educated to complete the DRC on a daily basis (eg, when taking
evening dose of BRV). Substantial noncompliance with.diary completion (seizures recording)
may result in subject discontinuation.from the Study at-any time by the Investigator or the
Sponsor.

10.2 Efficacy assessments for seizure data based on EEG

All EEGs specific to this study will be recorded in the eCRF modules specifically designed for
this purpose.

10.3 Other assessments

Other assessments will be performed at the visits indicated in Table 5-1, Table 5-2, and
Table 5-3.

10.3.1 Direct cost parameters

Direct cost parameéters include the following: concomitant medications, medical procedures,
health eare provider consultations not foreseen by the protocol, and hospital stays.

10:31.1 Concomitant medications/treatments
Concomitant medication information will be collected and recorded.

For LTFU subjects, any ongoing medications (including AEDs and non-AEDs) at the time the
subject completed the core study should not be recorded in the N01266 eCRF. Changes in
ongoing concomitant medications should be recorded in the NO1266 eCRF. In this event, the
medication should be recorded in the eCRF for NO1266 with the start date corresponding to the
date of change in administration.
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Details of the concomitant medications and therapy are provided in Section 7.8.
10.3.1.2 Medical procedures

Data on medical procedures (surgery, therapeutic and/or diagnostic, hospitalizations) undertaken
during the study will be collected and recorded in the eCRF. Electrocardiograms specific to this
study will not be recorded on the medical procedures page of the eCRF, but in the modules
specifically designed for this purpose.

10.3.1.3 Health care provider consultations not foreseen by the protocol

Data collected for health care provider consultations not foreseen by the protocol will'include the
type of provider (general practitioner, specialist physician, nurse), the site of care (officesprivate,
office-hospital, home, emergency room), and the reason leading to the consultation.

10.3.1.4 Hospital stays

Data collected for hospital stays will include the reason leading to thehospitalization, the
admission ward, transfers, and length of stay.

10.3.2 Bayley Scales of Infant and Toddler Development, Third Edition

The Bayley-III scales are validated as a tool for-assessmentf neurological development in
young children and recognized internationally as-one of the most-comprehensive developmental
assessment instruments (Sattler and Hoge;-2006) used to examine the major facets of a young
child’s development (Bayley, 2006). The Bayley. Scales of Infant and Toddler Development,
Third Edition (Bayley-III) are a standardized individually-administered adaptive assessment that
measures the developmental functioning of infants and"young children from 1 month to

42 months of age (Bayley, 2006). The Bayley-Ill{scales measure cognitive, language, motor,
social-emotional, and adaptive development and-are a revision of the predecessor, the Bayley
Scales of Infant Development, Second Edition (BSID-II) (Bayley, 1993). The Bayley-III scales
are a technically sound instrument; with ‘strong internal consistency, as well as test-retest
stability. The Bayley-III scales are provided in English and in countries where a validated
translation is available.

The Bayley-III scales.ar¢ an individually administered adaptive assessment that presents children
with situations and tasks designhed to produce an observable set of behavioral responses. They
consist of a cognitive scale, a language composite scale with receptive and expressive language
subscales, and'a'motor.composite scale with fine and gross motor subscales to be completed by
the Investigator ondesignee, and of a social-emotional scale, comprising social-emotional
competence and.sensory processing, and an adaptive behavior scale, which assesses the
attainment of skills necessary for the development of independence, to be completed by the
child’s parent or caregiver.

The completion of the Bayley-III scales will require approximately 50 minutes for children who
are 12 months old or younger and 90 minutes for children aged 13 months and older.

The Bayley-III scales will be applied to subjects as described in Table 5—1 and Table 5-2. The
Bayley-III scale is not applicable to directly enrolled subjects due the age of these subjects (>4
years of age) at entry into N01266.
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10.3.3 Achenbach Child Behavior Checklist

The Achenbach CBCL is a widely used validated questionnaire to evaluate a child’s
competencies and behavioral/emotional problems. Behavioral problems will be scored by the
parent(s) or legal representative(s). Depending on the subject’s age, 2 versions of the Achenbach
CBCL will be used. The Achenbach CBCL/1"2-5 checklist is intended for use in children aged
between 18 months and 5 years and 11 months. For subjects between 6 years and <16 years,the
Achenbach CBCL/6-18 version will be used. The Achenbach CBCL will not be applied to
children below 18 months of age.

The Achenbach CBCL should be completed by the same parent(s)/legal representative(s) who
completed the CBCL in the core study, when possible. The completion of the Achehbach CBCL
will require approximately 45 minutes.

In both questionnaires, the occurrence of certain problems and behaviaors v the past-6 months
will be scored on the following scale:

O=not true (as far as known)
I=somewhat or sometimes true
2=very true or often true

Eight syndrome scores will be calculated from these questions, which will in turn be summarized
by 2 composite scores. Additionally, for €ach score on the question, syndrome, and total level,
categorizations based on a normative sample will)be used.to evaluate normal, borderline, or
clinically relevant behavior.

In addition, the Achenbach CBCL/6-18:includes tatings related to performance in school,
activities in leisure time, and special interests:

The version of the Achenbach CBCL apprepriate to each subject’s age should be administered
with the following exception: If a subject.completed the Achenbach CBCL/1%2-5 at the Baseline
assessment and turns 6 years-of age’between that assessment and the initial YEV, the
CBCL/1%-5 should be completed through and including the initial YEV, and subsequently the
CBCL/6-18 should be ecompleted.

10.3.4 Assessment of seizure types

The assessment of seizure types will be done at 6-monthly intervals (at the FEV and the YEV)
for subjects’<2 years‘of age.

10.3.5 PedsQL

The)PedsQL)is a validated instrument that consists of generic core scales suitable for use with
pediatric populations, including those with acute or chronic health conditions (Varni et al, 1999).
The PedsQL Measurement Model consists of developmentally appropriate forms for pediatric
subjects >2 years to <4 years, >5 years to <7 years, >8 years to <12 years, and >13 years to <18
years of age. Self-report is measured for pediatric subjects >5 years to <18 years of age, and
parent proxy report of child HRQoL is measured for pediatric subjects >2 years to <18 years of
age.
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The multidimensional PedsQL generic core scales encompass the essential core domains for
pediatric HRQoL measurement: Physical Functioning, Emotional Functioning, Social
Functioning, and School Functioning. The PedsQL assessment is retrospective to the prior
4 weeks, and individual items are scored using a 5-point Likert scale (never, almost never,
sometimes, often, or always). A total health summary score ranging between 0 and 100 is
calculated from the sum of the raw scores, with higher scores indicating higher HRQoL.

The version of the PedsQL appropriate for each subject’s age should be completed, with the
following exception: If a subject ages up to the next version of the PedsQL between the Baseline
assessment and the initial YEV, the version that was used at the Baseline assessment should be
completed through and including the initial YEV, and subsequently the version consistent.with
his/her age at the time of assessment should be completed.

11 STUDY MANAGEMENT AND ADMINISTRATION
1.1 Adherence to protocol

The Investigator should not deviate from the protocol. In medical'emergencies, the Investigator
may use his/her medical judgment and may remove.a'study participant frem immediate hazard
before notifying UCB (or its representative) and the IRB/IEC in writing regarding the type of
emergency and the course of action taken.

11.2 Monitoring

UCB (or designee) will monitor the study-to meet.the Sponsor’s monitoring Standard Operating
Procedures (SOPs), ICH-GCP guideline, and applicable regulatory requirements, and to ensure
that study initiation, conduct, and-closure*are adequate. Monitoring of the study may be
delegated by UCB to a contractiesearch organization or a contract monitor. Remote monitoring
visits may be conducted during the €COVID-19pandemic or under other exceptional
circumstances as deemed appropriate to ensure subjects’ safety.

The Investigator and his/herstaff are €xpected to cooperate with UCB (or designee) and to be
available during the monitoring visits' to answer questions sufficiently and to provide any
missing information. The-Investigator(s)/institution(s) will permit direct access to source
data/documents for study-related monitoring, audits, IRB/IEC review, and regulatory
inspection(s).

The Investigator will.allow UCB (or designee) to periodically review all eCRFs and
corresponding source-documents (eg, hospital and laboratory records for each study participant).
Monitoting visits-will provide UCB (or designee) with the opportunity to evaluate the progress
of the study,wvetify the accuracy and completeness of eCRFs, ensure that all protocol
tequirements, applicable authorities regulations, and Investigator’s obligations are being
fulfilled, and resolve any inconsistencies in the study records.

11.2.1 Definition of source data

All source documents 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
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(such as removable self-stick notes). Photocopies and/or printouts of eCRFs are not considered
acceptable source documents.

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, ECGs, or other printouts, or completed scales, for example.
Source documents should be kept in a secure, limited access area.

Original laboratory results, ECGs, and EEGs are considered as source documents and should be
placed and stored with the subject’s study information.

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 subject’s source documents,The
Investigator will authorize 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 EEG records must-be saved and stored
as instructed by UCB (or designee).

11.2.2 Source data verification

Source data verification ensures accuracy and credibility.of the data obtained. During monitoring
visits, reported data are reviewed with regard to beifig accurate, complete, and verifiable from
source documents (eg, subject files, recordings from automated instruments, tracings [ECG], x-
ray films, laboratory notes). All data reported on the eERF should be supported by source
documents, unless otherwise specified in.Section 14.2.1.

1.3 Data handling
11.3.1 Case report form completion
This study will be performed using electronic data capture.

The Investigator is responsible for ptompt reporting of accurate and complete 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 afterthe Investigator’s review and approval (by means of a
password/electronic’signature) will be reapproved by the Investigator.

The dnvestigator should maintain a list of personnel authorized to enter data into the eCRF.
Detailed instructions will be provided in the eCRF Completion Guidelines.
11.3.2 Database entry and reconciliation

External electronic data will be loaded in a validated electronic database using a clinical data
management system (CDMS). Computerized data cleaning checks will be used in addition to
manual review to check for discrepancies and to ensure consistency of the data. Data are entered
into the eCRFs once and are subsequently verified.
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An electronic audit trail system will be maintained within the CDMS to track all data changes in
the database once the data has been saved initially into the system or electronically loaded.
Regular backups of the electronic data will be performed.

11.3.3 Subject Selection and Enroliment log/Subject Identification Code list

The subject’s selection and enrollment will be recorded in the Subject Selection and Enrollment
Log. The Investigator will keep a Subject Identification Code list. This list remains with the
Investigator and is used for unambiguous identification of each subject. The subject’s consent
and enrollment in the study must be recorded in the subject’s medical record. These data should
identify the study and document the dates of the subject’s participation.

1.4 Termination of the study

UCB reserves the right to temporarily suspend or prematurely discontinue-this study either at a
single site, multiple sites, or at all sites at any time for reasons including;-but not'limited to,
safety or ethical issues, inaccurate or incomplete data recording, noncempliance, or
unsatisfactory enrollment with respect to quality or quantity.

If the study is prematurely terminated or suspended; UCB (orits representative) will inform the
Investigators/institutions, and the regulatory authority(ies)‘of the termination or suspension and
the reason(s) for the termination or suspension, in‘accordance with applicable regulatory
requirement(s). The IRB/IEC should also be informed-and previded with reason(s) for the
termination or suspension by the Sponser.or by the [avestigator/institution, as specified by the
applicable regulatory requirement(s)., In additien, arrangements will be made for the return of all
unused investigational products and ‘other matctial in.accordance with UCB procedures for the
study.

11.5 Archiving and data retention

The Investigator will maintain adequate records for the study including eCRFs, medical records,
laboratory results, Informed Consent decuments, drug dispensing and disposition records, safety
reports, information regarding participants who discontinued, and other pertinent data.

All essential documents are to.be retained by the Investigator until at least 2 years after the last
approval of a marketing application in an ICH region and until there are no pending or
contemplated marketing-applications in an ICH region, or at least 2 years have elapsed since the
formal discontinuation of clinical development of the investigational product. These documents
should be retained for'a longer period, however, if required by the applicable regulatory
requirement(s) or by an agreement with UCB (CPMP/ICH/135/95, 2002, [Section 4.9.5]). The
Investigator will contact 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
UCB should he/she relocate or move the study-related files to a location other than that specified
in the Sponsor’s trial master file.

11.6 Audit and inspection

The Investigator will permit study-related audits mandated by UCB and inspections by domestic
or foreign regulatory authorities, after reasonable notice.
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The main purposes of an audit or inspection are to confirm that the rights and well-being of the
subjects enrolled have been protected, that enrolled subjects (ie, signing consent and undergoing
study procedures) are appropriate for the study, and that all data relevant for the evaluation of the
IMP have been processed and reported in compliance with the planned arrangements, the
protocol, investigational site, and IRB/IEC SOPs, ICH/GCP, and applicable regulatory
requirements.

The Investigator will provide direct access to all study documents, source records, and soutce
data. If an inspection by a regulatory authority is announced, the Investigator will immeédiately
inform UCB (or designee).

11.7 Good Clinical Practice

Noncompliance with the protocol, ICH/GCP, or local regulatory requiremenits by the
Investigator, institution, institution staff, or designees of the Sponsor will'lead te prompt action
by UCB to secure compliance. Continued noncompliance may result.in the termination of the
site’s involvement in the study.

12 STATISTICS

A description of statistical methods is presented-below and swvill be'described in more detail in the
statistical analysis plan (SAP).

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

e The Safety Set (SS) will consistiof allenrolled subjects who took at least 1 dose of study
medication in this long-termstudy.(All safety analyses will be performed on the SS.

e The Full Analysis Set will be used for the analysis of seizure data and will consist of all
subjects in the SS, who have atleastl completed post-Baseline DRC or EEG.

12.2 General statistical.considerations

Descriptive statistics, such as the.mean, standard deviation, median, 25t percentile,

75t percentile, minimum valge; and maximum value for quantitative variables, and counts and

percentages for catégoricalwariables, will be provided. Key supporting data will be provided in
data listings. Data collected during the Up-Titration Period for directly enrolled subjects will be
summarized, separately:

Analyses may also be summarized for direct enrollers, as well as by core study (eg, EP0065 and
NO01349).

123 Planned safety analyses

The long-term safety of BRV at individualized doses will be evaluated by means of the safety
analyses. Summary tables will be presented over the Evaluation Period by 3-month periods and
by categories of total duration of exposure.

All safety variables will be analyzed by descriptive methods on the Safety Set.
Treatment-emergent adverse events will be summarized by categories of total duration of
exposure, 3-month period, Medical Dictionary for Regulatory Activities (MedDRA®) Primary
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System Organ Class and Preferred Term in incidence tables. Separate tables will be provided by
categories of total duration of exposure for AEs leading to withdrawal from the study and SAEs.

Laboratory values, vital signs, and weight will be summarized by 3-month period and visit.
Possibly clinically significant treatment-emergent abnormalities for laboratory values, vital
signs, and weight will be listed and summarized by 3-month period and visit. ECG
abnormalities, as well as physical and neurological abnormalities, will also be listed by 3-menth
periods and visit.

124 Planned efficacy analyses

Efficacy parameters related to seizures will be summarized descriptively and will be reported
individually using data listings. Subgroup analyses based on seizure types and other
characteristics may be conducted, depending on the number of subjects enrolled perseizure type
and epilepsy syndrome. Additional details will be provided in the SAP.

12.5 Other analyses

Descriptive statistics will be also presented for the number of medical resources used
(medications, consultations, procedures, hospitalizations, and length: of hospital stays).

The Achenbach CBCL, the Bayley-III scores (LTFU subjects only), BRIEF-P/BRIEF, PedsQL,
and change from Baseline scores (core study for LTFU subjects and ScrV for directly enrolled
subjects) will be analyzed in a descriptive manner.

12.6 Handling of protocol deviations

Important protocol deviations are.deviatiens from theprotocol, which potentially could have a
meaningful impact on either the’primary-efficacy outcome or key safety outcomes for an
individual subject. The criteria for identifying important protocol deviations and the
classification of important protocol deviations will be defined within the project Data Cleaning
Plan. To the extent feasible, the-rules foriidentifying protocol deviations will be defined without
review of the data and without the consideration of the frequency of occurrence of such
deviations. Whenever possible, critetia for identifying important protocol deviations will be
implemented algorithmically t6 ensure consistency in the classification of important protocol
deviations across all subjects!

Important protocol deviations will be reviewed as part of the ongoing data cleaning meetings
prior to database lock.te confirm exclusion from analysis sets.

Protocol deviations (eg, missing assessments or visits) related to COVID-19 will be documented.
12.7 Handling of dropouts or missing data

No specific procedure is foreseen for handling dropouts or missing data.

12.8 Planned interim analysis and data monitoring

No formal interim analysis is planned; however, data may be reported prior to the completion of
this study to support ongoing data cleaning, annual reports, regulatory submissions, and
publications.
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12.9 Determination of sample size

No formal sample size calculation was performed for this study. Originally, up to 500 subjects
might have possibly enrolled in this study. The original number was based upon the assumption
that 90% of the subjects having completed a core study will rollover into the present study.
Planned enrollment now includes approximately 600 subjects, including at least 100 directly
enrolled subjects, with no change in the assumption regarding core study completion.

13 ETHICS AND REGULATORY REQUIREMENTS
13.1 Informed consent

Informed consent 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 in both oral and written form by the Investigatot\(or designee).
Parent(s), legal representative(s), and subject if applicable will have the-opportunity to discuss
the study and its alternatives with the Investigator.

Prior to participation in the study, the Informed Consentform should be signed and personally
dated by the subject’s parent(s)/legal representative(s), and by‘the person who conducted the
informed consent discussion (Investigatot [or designee]). The-subject/parent(s)/legal
representative(s) must receive a copy-of the signed“and dated Informed Consent form. As part of
the consent process, each subject/parent(s)/legal representative(s) must consent to direct access
to his/her medical records for study-relatéd monitoring, auditing, IRB/IEC review, and
regulatory inspection. In addition, a Consent formror a specific Assent form, where required, will
be signed and dated by minors. Any-subjectwho is over 16 years of age during N01266 must
sign and date the Informed Consent form ac¢ording to local regulations.

If the Informed Consent fornris‘amended during the study, the Investigator (or the Sponsor, if
applicable) must follow all.applicable regulatory requirements pertaining to the approval of the
amended Informed Consent form-by the IRB/IEC and use of the amended form.

All studies conducted-at centérs in the United States must include the use of a Health Insurance
Portability and Ac¢ountability Act (ie, HIPAA) Authorization form.

The subject/parent(s)/legal representative(s) may withdraw his/her/their consent to participate in
the studyatany.time. A subject is considered as enrolled in the study when he/she or
parent(s)/legal‘representative(s) has signed the Informed Consent form. An eCRF must not be
started nor,may any study specific procedure be performed for a given subject without having
obtained his/her written consent to participate in the study.

13.2 Subject identification cards

Upon signing the Informed Consent and Assent form (as applicable), the subject’s parent(s) or
legal representative(s) will be provided with a subject identification card in the language of the
subject. The Investigator will fill in the name of the study and medical emergency contact
information. The Investigator will instruct the subject to keep the card with them at all times.
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13.3 Institutional Review Boards and Independent Ethics
Committees

The study will be conducted under the auspices of an IRB/IEC, as defined in local regulations,
ICH-GCP, and in accordance with the ethical principles that have their origin in the Declaration
of Helsinki.

The Investigator/UCB will ensure that an appropriately constituted IRB/IEC that complieswith
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, Informed
Consent form, Investigator’s Brochure, Investigator’s curriculum vitae (if applicable),
advertisement (if applicable), and all other subject-related documents to be used for thestudy to
the IRB/IEC for its review and approval.

Before initiating a study, the Investigator will have written and dated-full approyal 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 human §ubjects or others,‘and any protocol deviations,
to eliminate immediate hazards to subjects.

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

As part of the IRB/IEC requirements‘for continuing review of approved studies, the Investigator
will be responsible for submitting petiodic.progress reports to the IRB/IEC (based on the
Committee’s requirements), at’intervals-appropriate to the degree of subject risk involved but no
less than once per year. The Investigator should provide a final report to the IRB/IEC following
study completion.

UCB (or its representative) willcommunicate safety information to the appropriate regulatory
authorities and all- active Investigators in accordance with applicable regulatory requirements.
The appropriate IRB/IECwill also be informed by the Investigator or the Sponsor, as specified
by the applicable regunlatory requirements in each concerned country. Where applicable,
Investigators are to.provide the Sponsor (or its representative) with evidence of such IRB/IEC
notification.

13.4 Subject privacy

UCSB staff (or designee) will affirm and uphold the subject’s confidentiality. Throughout this
study, all data forwarded to UCB (or designee) will be identified only by the subject number
assigned at selection.

The Investigator agrees that representatives of UCB, its designee, representatives of the relevant
IRB/IEC, or representatives of regulatory authorities will be allowed to review that portion of the
subject’s primary medical records that directly concerns this study (including, but not limited to,
laboratory test result reports, ECG reports, admission/discharge summaries for hospital
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admissions occurring during a subject’s study participation, and autopsy reports for deaths
occurring during the study).

13.5 Protocol amendments

Protocol changes may affect the legal and ethical status of the study and may also affect the
statistical evaluations of sample size and the likelihood of the study fulfilling its primary
objective.

Significant changes to the protocol will only be made as an amendment to the protocol@nd must
be approved by UCB, the IRB/IEC, and the regulatory authorities (if required), prior to-being
implemented.

14 FINANCE, INSURANCE, AND PUBLICATION

Insurance coverage will be handled according to local requirements.

Finance, insurance, and publication rights are addressed in the Investigator and/or CRO
agreements as applicable.
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16 APPENDICES
16.1 Protocol Amendment 1

Rationale for the amendment

The BSID-II was included in order to assess the cognitive development of children <18 months
at Baseline in response to the PDCO request. Withdrawal criteria have been extended to include
the consequences of any findings related to the results of LFTs. Procedures for reporting SAEs
were updated to implement the Food and Drug Administration (FDA) Final Rule requitements.
The C-SSRS was added to address the request of the FDA that prospective assessments for
suicidality should be included in clinical studies involving all drugs for neurological indications.
Some operational updates are also considered.

Administrative changes include the update of the SAE reporting and CRQ contact-details. A few
changes of editorial nature are not listed in the specific changes section.

Modifications and changes
Global changes
The following changes were made throughout the,protocol:

e Addition of a new Section 9.6.7 (Assessment of suicidality) to introduce the C-SSRS for
subjects >6 years of age. Respective éxclusion-and withdrawal criteria possibly resulting
from the individual C-SSRS assessment wereadded-to-the list of withdrawal criteria.

e Addition of a new Section 9.4 (Anticipated SAES$) to account for the FDA Final Rule
implementation.

e Addition of a cognition scale (Section 10.3:2; BSID-II) for subjects <18 months of age at
Baseline of N01263.

e Addition of an assessment,of seizure types at 6-monthly intervals for subjects <2 years of
age.

e Update of the withdrawal criteria in order to clarify the withdrawal of subjects with findings
in LFT results above the references ranges.

e Clarification of the.age limit (subjects >2 years) for the 1-hour EEG including
hyperventilation’and intermittent photic stimulation for subjects with typical absence
seizutes.
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Specific changes

Change #1, TITLE PAGE

The title page was updated to reflect the current amendment.
Change #2, SPONSOR DECLARATION

The following signature was added to the list of signatures:

Exploratory Development Director

Date/Signature

Change #3, Clinical Monitoring Contract Research Organization
The empty table was updated as follows:

Name: Pharma-Research Associates (UK).Ltd.
Address: Imperial Way
Reading, Berkshire
RG2 OTD
United Kingdom
Phone: +44 118918 1000
Fax: +44)118 918 1001
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Change #4, SERIOUS ADVERSE EVENT REPORTING

The original table:

Serious adverse event reporting (24h), safety related issues

Fax Europe and Rest of the World (except Japan): +32 2 386 2421

USA and Canada: +1 800 880 6949 or +1 866 890 3175

Phone During business hours: Outside business hours:
Europe and Rest of the World Europe and Rest of the World
(except Japan): (except Japan):
+32 2 386 2468 +32 2 386 2468
USA and Canada: USA and Canada:
+1919 767 2627 +1 404 895 0794

Has been changed to:

Serious adverse event reporting (24h), safety related issues, and emergency unblinding

Fax Europe and Rest of the'World (except Japan): +32 2 386 2421
USA: +1 800 880 6949
Canada: +1 877.582.8842
Phone During business hours: Outside business hours:

Europe and Rest of the World Europe and Rest of the World
(except Japan): (except Japan):
+32 2 386 2468 +32 2 386 2468
USA and Canada: USA and Canada:
+1 404895 0794 +1 404 895 0794

Change #5, LIST'OF ABBREVIATIONS

The following abbreviations were added to the list:

ADFK average daily frequency

ALT alanine aminotransferase

AST aspartate aminotransferase

BSID-II™ Bayley Scales of Infant Development-I1

C-SSRS Columbia-Suicide Severity Rating Scale

FDA Food and Drug Administration
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ADF average daily frequency

LFT liver function test

PDCO European Pediatric Committee

ULN upper limit of normal

Change #6, Section 1, SUMMARY, paragraph 1
The original text:

This is a Phase 3, open-label, single-arm, multicenter, long-term follow-up (LTFU)\study to
evaluate the safety and efficacy of brivaracetam (BRV) in children with epilepsy. The primary
objective is to document the long-term safety and tolerability of BRV. The secondary'objective
is to assess the efficacy of BRV during long-term exposure and the other objectives are to
explore direct cost parameters and to assess the effect of BRV on behavior using the age-
appropriate Achenbach Child Behavior Checklist (CBCL/1%:-5 or CBCL/6-18):

Has been changed to:

This is a Phase 3, open-label, single-arm, multicenter, long<term follow-up (LTFU) study to
evaluate the safety and efficacy of brivaracetam (BRV) in children‘with epilepsy. The primary
objective is to document the long-term safety.and tolerability of BRV. The secondary objective
is to assess the efficacy of BRV during long-term exposure and the other objectives are to
explore direct cost parameters and to assess theeffect of BRV on behavior and cognition using
the age-appropriate Achenbach Child BehaviorChecklist (CBCL/12-5 or CBCL/6-18) for
subjects >18 months of age at-Baseline of the previous study N01263 or the Bayley Scales of
Infant Development-1I (BSID=I1™) for subjects <18 months of age at Baseline of the
previous study N01263.

Change #7, Section 1, SUMMARY, paragraph 8
The original text:

Other variables include-direct cest’parameters (such as concomitant medications, medical
procedures, health care provider consultations not foreseen by the protocol, and hospital stays)
and the change im"Achenbach CBCL (CBCL/1%2-5 or CBCL/6-18) scores over time.

Has been changed to:

Other variables-include direct cost parameters (such as concomitant medications, medical
procedures, health care provider consultations not foreseen by the protocol, and hospital stays)
and-the change in Achenbach CBCL (CBCL/1%2-5 or CBCL/6-18) and BSID-II scores over
time.

Change #8, Section 2.4, Safety with BRV, paragraph 2
The original text:

In addition, there are 3 ongoing open-label LTFU studies (NO1125, N01199, and N01315) that
include subjects with POS, primary generalized seizures, or ULD who completed 1 of the above
Phase 2/3 well-controlled studies. As of 20 Sep 2010, 1628 subjects have been enrolled in these
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studies. The most frequently reported TEAEs based on interim safety monitoring review include
headache, dizziness, nasopharyngitis, convulsion, somnolence, and fatigue. Overall, 227 subjects
(14.0%) reported SAEs. The only SAE occurring at a frequency >1% was convulsion (2.3%).
Overall, 130 subjects (8.0%) discontinued due to TEAESs.

Has been changed to:

In addition, there are 3 ongoing open-label LTFU studies (NO1125, N01199, and NO1315).that
include subjects with POS, primary generalized seizures, or ULD who completed 1 of the

Phase 2/3 well-controlled studies. As of 04 Jan 2011, 1629 subjects have been enrolléd into
these studies and 1624 subjects have received study medication. The median duration of

BRYV exposure in LTFU studies was 91 weeks. The most common TEAEs based on intetim
safety monitoring review include headache, dizziness, nasopharyngitis, convulsion, sémnolence,
and fatigue. Overall, 234 subjects reported SAEs. The only SAE occurring at a frequency >1%
was convulsion (2.4%). Overall, 132 subjects discontinued due to TEAEs: The most common
TEAE:s leading to premature discontinuation were convulsion and dépression.

Change #9, Section 3.3, Other objectives

The original text:

e To explore direct cost parameters

e To assess the effect of BRV on behaviog using-the Achenbach CBCL
Has been changed to:

e To explore direct cost parameters

e To assess the effect of BRV on behavior using the Achenbach CBCL in subjects
>18 months of age

e To assess the effect of BRYV,on cognition using the BSID-II in subjects <18 months of
age

Change #10, Section’ 4.1, Safety variables

The original text displayed below has been removed.

At a later stage inthe study, new variables (such as tests to assess cognitive functions) may be
added in order to continue to gather additional information from the subjects who will enter this
LTFU study from future pediatric studies.

Change #11;Section 4.2, Efficacy variables
The original text:

Due to the wide range in age, epilepsy syndromes and conditions of subjects who will be eligible
to enroll in this LTFU study, all efficacy variables will be considered exploratory in nature.
Seizure count information will be measured using appropriate methods based on the subject’s
age and type of epilepsy, taking into account the potential evolution of the disease as the subject
ages over the course of the study. Appropriate descriptive statistics will be presented for
variables related to seizure counts based on the types of measurements obtained (DRCs or EEGs)
and disease characteristics of each subject.
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Has been changed to:

The efficacy variables planned for analysis of subjects <2 years of age or subjects with
absence seizures will be based on EEG data and will include the following:

e Responder rate for total POS defined as the percentage of subjects with a >50%
reduction in ADF (average daily frequency) of POS recorded on EEG

e Absolute and percent reduction in ADF of POS
e 50% responder rate for total seizures (all types)
e Absolute and percent reduction in ADF of total seizures (all types)

The efficacy variables planned for analysis of subjects >2 years of age will'be based on
DRC data and will include the following:

e Responder rate (the percentage of subjects who have a >50% _reduction in seizure
frequency per 28 days from Baseline for POS)

e Absolute and percent reduction in seizure frequency (POS) per,28 days from Baseline
to the end of the Evaluation Period

e  50% responder rate for total seizures (all-types)

e Absolute and percent reduction in seizure fréequency (total seizures) per 28 days from
Baseline to the end of the Evaluation Period

e Seizure freedom rate over the Evaluation Period

e Proportion of seizure-freedays over the Evaluation Period
Change #12, Section 4.3, Other variables

The original text:

The other variables include the following:

e Direct cost parameters: concomitant medications, medical procedures, health care provider
consultations net\foreseen’ by the protocol, and hospital stays

e Change over time from previous study Baseline in the Achenbach CBCL score: the
Achenbach*CBCL/1"%-5 for children from 1’ to 5 years old and the Achenbach CBCL/6-18
for children.6 years and older.

Has-been changed to:
The’'other variables include the following:

e Direct cost parameters: concomitant medications, medical procedures, health care provider
consultations not foreseen by the protocol, and hospital stays

e Change over time from previous study Baseline in the Achenbach CBCL score: the
Achenbach CBCL/1%-5 for children from 1 to 5 years old and the Achenbach CBCL/6-18
for children 6 years and older.
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e Change over time from previous study Baseline in the BSID-II score for children
<18 months of age

~‘\\°°
./\,’0
\\
O
NN
O
> 5\~
S ¥
N
> &
e
4 QL
O &7
O~ O &
\C’ QQ @O
O QO &
AN
oA
NN
‘QQ) Q*
XY O
S
N
>
(RN
RS
QN
%) .0(0'
SN
P RN
60 00}
©

Confidential Page 95 of 346



UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam NO01266
Change #13, Section 5.2, Schedule of study assessments
The following assessments have been added:
Period Evaluation Down- Safety
Titration (Drug-free)
Visit Entry Minimal Full Yearly Unscheduled Early Down- Safety Visit
Visit Evaluation | Evaluation | Evaluation Visit Discontinuation | Titration
Visit Visit Visit/Final Visit Visit
Visit
(EV)* (MEYV) (FEV) (YEV/EFVY) (UV) (EDV) DTV)* (SVY)
Assessment
Assessment of seizure types' X X
C-SSRS° X X X X X X X
BSID-II scoreP X X X

All subsequent footnote indices have been updated accordingly and the following abbreviations have been added below the table:

ALT=alanine aminotransferase; AST=aspartate aminotransferase; BSID-II=Bayley Scales of Infant Development-II;
C-SSRS=Columbia-Suicide Severity Rating Scale; LFT=liver function test;
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Change #14, Section 5.2, Schedule of study assessments, footnotes

The original text:

a.

The following data will be obtained from the previous pediatric study and should not be
recorded on the eCRF for NO1266: general medical and procedure history, epilepsy
history, AED history, seizure count, absence seizure count (1-hour EEG for subjects
suffering from absences), ECG, laboratory assessments for safety, including phenytoin
plasma concentrations (if applicable), the Achenbach CBCL score, vital signs, body.
weight and height, physical and neurological examinations, psychiatric and mental status,
recording of epileptic seizures, and data on health care provider consultations not
foreseen by the protocol and hospital stays. The EV is also the final evaluation visit 6f the
previous pediatric study.

Has been changed to:

a.

The following data will be obtained from the previous pediatric study and should not be
recorded on the eCRF for N01266: general medical and procedure history, epilepsy
history, AED history, seizure count, EEG, ECG, laboratory.assessments for safety,
including phenytoin plasma concentrations (if.applicable); the Acheénbach CBCL score,
BSID-II score, vital signs, body weight and height, physical and neurological
examinations, psychiatric and mental status) recording of epileptic seizures, and data on
health care provider consultations not foreseen-by the protocol and hospital stays. The EV
is also the final evaluation visit of.the\previeus pediatric study.

The original text:

g.

EEG

— For subjects with typical absence seizures: every 3 months during the first 6 months
(starting at V4), and then yearly thereafter: a 1-hour EEG including hyperventilation
and intermittent photie stimulation must be performed for efficacy assessment. For
subjects prematurely discontinuing from the study, a 1-hour EEG should also be
performed at the EDV.

— For subjects)>] month-to <2 years: every 3 months during the first 6 months (starting
at V4), then yearly thereafter: a 24-hour EEG including sleeping and awakening
periods.must be performed for efficacy assessment. For subjects prematurely
dis¢ontinuing-from the study, a 24-hour EEG should also be performed at the EDV.
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Has been changed to:
& EEG

— For subjects >2 years with typical absence seizures: every 3 months during the first 6
months (starting at V4), and then yearly thereafter: a 1-hour EEG including
hyperventilation and intermittent photic stimulation must be performed for efficacy
assessment. For subjects prematurely discontinuing from the study, a 1-hour EEG
should also be performed at the EDV.

— For subjects >1 month to <2 years: every 3 months during the first 6 months.(starting
at V4), then yearly thereafter: a 24-hour EEG including sleeping and awakeéning
periods must be performed for efficacy assessment. For subjects prematurely
discontinuing from the study, a 24-hour EEG should also be performed at the’EDV.

Change #15, Section 5.2, Schedule of study assessments; footnotes
The following footnotes have been added:

i The assessment of seizure types will be done at 6-monthly interyals (at the FEV and
the YEV) for subjects <2 years of age.

*  The C-SSRS will be administered to subjects >6 years of-age.

P- The cognition scale (BSID-II) to be/used in this study'for subjects <18 months of age
will be the same as the one used.in the previous pediatric study. If the subject
reaches 18 months of age in this-L'TFU study, the subject will still be assessed using
the BSID-II to allow for an‘evaluation of the.change from Baseline even if their age
increases to >18 months.

Change #16, Section 6.2, Exclusion criteria
The following exclusion criterion has been added to the list:

7. Subject has a lifetime history ofisuicide attempt (including an active attempt,
interrupted attempt, or aborted attempt), or has suicidal ideation in the past
6 months as indicated by.a positive response (“Yes”) to either Question 4 or
Question 5 of the Columbia-Suicide Severity Rating Scale (C-SSRS) at the EV.

Change #17;.Section 6.3, Withdrawal criteria
The following withdrawal criteria have been added to the list:
9. Subject has the following findings based on liver function tests (LFT):

e If the subject has LFT results of transaminases (aspartate aminotransferase
[AST] and/or alanine aminotransferase [ALT]) >3x the upper limit of normal
(ULN) to <5xULN or total bilirubin >2xULN, the measurements will be repeated
within a few days. If the repeat testing confirms the abnormality
(eg, transaminases are >3xULN to <5xULN), then monitoring of LFTs should
continue at subsequent study visits until resolved (eg, <3xULN or stable
condition). The Investigator is to decide whether or not to stop the study
medication.
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e If the subject has LFT results of transaminases (AST and/or ALT) >5xULN,
study medication should be tapered off immediately and the subject must be
withdrawn from the study.

10. Criteria for subjects who completed a C-SSRS assessment at the EV:

e Subject has active suicidal ideation as indicated by a positive response (“Yes”) to
either Question 4 or Question 5 of the “Children’s Since Last Visit” version of
the C-SSRS. The subject should be referred immediately to a Mental Healthcare
Professional and must be withdrawn from the study.

11. Criteria for already enrolled subjects who did not complete a C-SSRS assessment at
the EV:

e Subject has a lifetime history (prior to study entry or since study-start).of suicide
attempt (including an active attempt, interrupted attempt, or-aborted.attempt) of
the “Children’s Baseline/Screening” version of the C-SSRS. The Investigator
must withdraw the subject from the study and immediately refer the subject to a
Mental Healthcare Professional.

e Subject had active suicidal ideation in-the past 6 months:as indicated by a
positive response (“Yes”) to either Question 4.0r Question 5 of the “Children’s
Baseline/Screening” version of the C<SSRS. The Investigator must immediately
refer the subject to a Mental Healthcare Professional and use clinical judgment
as to whether to withdraw_ the subject from the'study.

e Subject has active suicidal ideation as indicated by a positive response (“Yes”) to
either Question 4 or Question(5,0f the*Children’s Since Last Visit” version of
the C-SSRS. The subject should be referred immediately to a Mental Healthcare
Professional and must be withdrawn from the study.

Change #18, Section 7.2, Treatments to be administered, paragraph 1
The original text:

At study entry(EV), subjeets will start on the individualized BRV dose that they had reached
at the complétion of the previous study.

Has been changed to:

At study entry (EV), subjects will ordinarily start on the individualized BRV dose that they
had-reached.at the completion of the previous study.

Change #19, Section 7.2, Treatments to be administered, paragraph 4
The original text:

The mg dosage for the oral tablet treatment should be calculated to match as closely as
possible the mg/kg oral solution treatment and should be a combination of the BRV 10mg,
25mg, and 50mg tablets (given bid in 2 equally divided doses). Subjects should be dosed with
either oral tablets or oral solution and not a combination of both.
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Has been changed to:

The mg dosage for the oral tablet treatment should be calculated to match as closely as
possible the mg/kg oral solution treatment and should be a combination of the BRV 10mg,
25mg, and 50mg tablets (given bid in 2 equally divided doses). Only the following exact
dosages are allowed for the oral tablet administration: BRV 20, 40, 50, 70, 100, 150, and
200mg/day. Subjects should be dosed with either oral tablets or oral solution and not a
combination of both.

Change #20, Section 8, STUDY PROCEDURES BY VISIT

The C-SSRS assessment has been added to the bulleted lists for all visits exceptfor'the
Unscheduled Visit.

e Suicidality assessment (C-SSRS) for subjects >6 years of age
Change #21, Section 8.1, Entry Visit
The original text:

The following data will be obtained from the previous pediatric study-and should not be
recorded on the eCRF for N01266:

e General medical and procedures history

e Epilepsy history

e AED history

e Seizure count

e Absence seizure count (a 1-houtEEG for subjects suffering from absences)
e ECG

e Laboratory assessments for safety

e Phenytoin plasma ¢oncentrations (if applicable)

e Achenbach CBCL score

e Vital signs

e Bodyweight and height

e Physical examination

s -Neurological examination

e Psychiatric and mental status

e Recording of epileptic seizures

e Health care provider consultations not foreseen by the protocol

e Hospital stays
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Has been changed to:

The EV is also the final evaluation visit of the previous pediatric study. The following
data will be obtained from the previous pediatric study and should not be recorded on the
eCRF for N01266:

e (General medical and procedures history
e Epilepsy history

e AED history

e Seizure count

e EEG

— For subjects >2 years with typical absence seizures: a 1-hour EEG (including
hyperventilation and intermittent photic stimulation) must be performed

— For subjects >1 month to <2 years: a 24-hour EEG (in¢luding sleeping and
awakening periods) must be performed

e ECG

e Laboratory assessments for safety

e Suicidality assessment (C-SSRS) for.subjects'>6 years of age

e Phenytoin plasma concentrations/(ifapplicable)

e BSID-II score for subjects <18 months of age-at Baseline of N01263
e Achenbach CBCL score for subjects >18 months of age at Baseline of N01263
e Vital signs

e Body weight and height

e Physical examination

e Neurological examination

e Psychiatriecand mental status

e Recording of epileptic seizures

e Health care provider consultations not foreseen by the protocol

e ( Hospital stays

Change #22, Section 8.2 to Section 8.4, Section 8.6, and Section 8.9,
bullet on the 1-hour EEG

The original text:
e EEG

— For subjects with typical absence seizures: a 1-hour EEG (including hyperventilation
and intermittent photic stimulation) must be performed
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Has been changed to:
e EEG

— For subjects >2 years with typical absence seizures: a 1-hour EEG (including
hyperventilation and intermittent photic stimulation) must be performed

Change #23, Section 8.3 and Section 8.4

The following bullet has been added to the list.

e Assessment of seizure types for subjects <2 years of age

Change #24, Section 8.3, Section 8.4, Section 8.6, and Section-8.9
The following bullet has been added to the list.

e BSID-II score for subjects <18 months of age at Baseline of N01263
Change #25, Section 8.5, Unscheduled Visit

The following text was added to the section.

e If an Unscheduled Visit is conducted due to'safety or efficacy reasons, a suicidality
assessment (C-SSRS) will be performed-with thesubject-during the visit. If an
Unscheduled Visit is conducted for reasons other than-safety or efficacy concerns
(eg, replacement of lost medication,.repeated)collection of a laboratory specimen due
to collection or analysis issues);.a.C-SSRS will not be required at these visits.

Change #26, Section 9, ASSESSMENT OF SAFETY

The following Section 9.4 has been added. The'subsequent section numbers were updated
accordingly.

The following list of Anticipated SAEs has been identified, as these events are
anticipated to occur in the'population studied in this protocol at some frequency that is
independent of drug exposure: convulsion. This original list will remain in effect for the
duration of the protocol.

This list does not ‘change-the Investigator’s obligation to report all SAEs (including
Anticipated SAEs) as detailed in Section 9.2.3.
Change #27, Section 9.6, Other safety measurements

The following section has been added. The following section numbers were updated
accordingly:

9.6.7 Assessment of suicidality

Suicidality will be assessed by trained study personnel using the C-SSRS for subjects

>6 years of age. This scale will be used for screening as well as to assess suicidal ideation
and behavior that may occur during the study. The C-SSRS will be completed
according to the tabular schedule of study procedures, Section 5.2.
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Change #28, Section 10.2, Efficacy assessments for seizure data based
on EEG, paragraph 1

The original text:

At the EV, data on absence seizure count (a 1-hour EEG for subjects suffering from
absences) will be obtained from the previous pediatric study and should not be recorded in
the eCRF for N01266.

Has been changed to:

At the EV, data on absence seizure count (a 1-hour EEG for subjects >2 years suffering ftom
absences) will be obtained from the previous pediatric study and should not be recorded in
the eCRF for N01266.

Change #29, Section 10.2, Efficacy assessments for seizure data based
on EEG, paragraph 3, bullet on 1-hour EEG

The original text:

e For subjects with typical absence seizures: a I-hour EEG (including hyperventilation and
intermittent photic stimulation) will be performed starting at V4/and at every 3-month
visit for the first 6 months and then yearly thereafter.' For subjects prematurely
discontinuing from the study, a 1-hour EEG should also be performed at the EDV.

Has been changed to:

e For subjects >2 years with typical absence seizurcs: a 1-hour EEG (including
hyperventilation and intermittent photic stimulation) will be performed starting at V4 and
at every 3-month visit for the first/6 months-and then yearly thereafter. For subjects
prematurely discontinuing from the study, a 1-hour EEG should also be performed at the
EDV.

Change #30, Section 10.3,"Other assessments

The following sectiofis have been added. The following section numbers were updated
accordingly.

10.3.2 Bayley Scales of Infant Development-Il

The BSID-TI™ is.a widely used validated questionnaire for children from 1 month up to
42 menths of age designed to evaluate a child’s developmental function, including
cognition, language, personal-social behavior, and motor development.

Fhis scale is accepted as a tool for assessment of neurological development in young
children and is therefore considered appropriate for this study. The BSID-II will be
used throughout the study for all subjects who were <18 months of age at Baseline (V1)
of the previous pediatric study, N01263, by the Investigator or designee. Children
started on the BSID-II at Baseline of N01263 will also be assessed using the BSID-II in
NO01266 even if their age increases to >18 months. The completion of the BSID-II will
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require approximately 25 to 35 minutes for children below 15 months of age and up to
60 minutes for children above 15 months of age.

The BSID-II includes a mental scale that evaluates sensory/perceptual activities,
discriminations, acquisition of object constancy, memory, learning and problem-solving,
vocalization, early verbal communication, abstract thinking, habituation, mental
mapping, complex language, and mathematical concept formation; a motor scale that
evaluates degree of body control, coordination of large muscles, fine manipulation skills,
dynamic movement, postural imitations, and stereognosis; and a behavior rating scale
that measures attention and arousal, orientation and engagement, emotional regulation,
and motor quality (Bayley, 1993).

At the EV, the BSID-II score will be obtained from the previous pediatric study and
should not be recorded in the eCRF in N01266. The BSID-II will be completed at the
FEV, YEV, FV, and at the EDV in the case of early discontinuation. The BSID-II should
be completed by the same person who completed the CBCL in the)previous pediatric
study.

10.3.4 Assessment of seizure types

The assessment of seizure types will be done(at' 6-monthly intervals (at the FEV and the
YEV) for subjects <2 years of age.

Change #31, Section 10.3, Other.assessments, paragraph 3
The original text:

The Achenbach CBCL should be eompleted by the same parent(s)/legal representative(s)
who completed the CBCL in the previous pediattic study.

Has been changed to:

The Achenbach CBCL should'be completed by the same parent(s)/legal representative(s)
who completed the CBClL.inthe prévious pediatric study. The completion of the
Achenbach CBCL will require(approximately 45 minutes.

Change #32, Section 12,5, Other analyses, paragraph 2
The original . text:

The Achenbach CBCL scores and change from previous study Baseline scores will be
analyzed'inr a desetiptive manner.

Has been changed to:

The Achenbach CBCL, the BSID-II scores, and change from previous study Baseline scores
will be analyzed in a descriptive manner.

Change #33, Section 15, REFERENCES
The following reference was added to the list.

Bayley N. Bayley Scales of Infant Development. 2nd ed. San Antonio. The Psychological
Corporation; 1993.

Confidential Page 104 of 346



UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam N01266

16.2 Protocol Amendment 2
Rationale for the amendment

The purpose of this amendment is to replace the children’s version of the C-SSRS with the
version validated in multiple languages for subjects 6 years of age and older. The BSID-II
score was replaced by the Bayley-III scales in order to apply the most recent version of the
cognition scale. In addition, it was clarified that the cognition scale will be used only in
English-speaking countries, since it is validated only in English. The efficacy variables for
subjects <2 years of age and for subjects with absence seizures were updated and amended in
response to the PDCO requirements. It was clarified that safety laboratory assessments
include hepatic monitoring. Furthermore, an error in the mathematical symbols-used for the
presentation of the age limits of the EEG assessments was corrected, and the'SAE reporting
details were updated. Administrative changes include the update of the Clinical Project
Manager contact details and typographical corrections.

Few changes of editorial nature are additionally listed in the specific.changes section.
Modifications and changes

Global changes

The following changes were made throughout the protocol:

e The efficacy variables for subjects <2-years of age and for subjects with absence seizures
were amended in response to the-PDCO requirements: Additional efficacy variables based
on DRC data were added. In addition, the description of the EEGs has changed from
“24-hour EEG” and “1-hour EEG” to “an EEG-of at least 24 hours of recording” and “an
EEG of at least 1 hour of recording’ The'resulting wording updates were applied to
relevant sections for consistency reasons.,

e The children’s version of the, C-SSRS was replaced with the version validated for subjects
6 years and older, since the children’s version is validated only in English, and the
version for subjects 6 years and older is validated in multiple languages.

e The BSID-II scote'was réplaced by the Bayley-III scales in order to apply the most recent
version of the-cognitien scale. In addition, it was clarified that the cognition scale will be
used only in English-speaking countries.

e Data for'some@ssessments at the Entry Visit (as outlined in footnote “a” of Table 5:1)
will'be obtained from the previous study. The revised footnote specifies which of these
data will:-be taken from the Baseline visit and which data will be taken from the last visit
of the ptevious study. All related sections have been updated accordingly.

e The assessment “recording of epileptic seizures” has been updated to “seizure count” in
order to align with the terminology used in N01263.

e All sections referring to biochemistry assessments were updated in order to clarify that
tests for hepatic monitoring (ALT, AST, ALP, total bilirubin, and GGT) will be included
in safety laboratory assessments.
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e An error in the mathematical symbols used for the presentation of the age limits of the
EEG assessments was corrected in all respective sections. In addition, it was clarified that
the age limits for the EEG assessments are based on the subject’s age on the day of the
visit.

e A format error in the table footnotes was corrected without any content-related changes.

Specific changes

Change #1, TITLE PAGE

The title page was updated to reflect the current amendment.

Change #2, SPONSOR DECLARATION, Clinical Project Manager and
Clinical Program Director

The original text:

Clinical Project Manager

|
Date/Signature
Associate Clinical Program Director
I
Date/Signature
Has been changed to:
Clinical Project Manager
|
Date/Signature
Clinical Program Director
L
Date/Signature
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Change #3, STUDY CONTACT INFORMATION
The original text:

Clinical Project Manager

Name: ]

Address: UCB Center Bruxelles
Allée de la Recherche 60
B-1070 Bruxelles
Belgium

Phone: I

Fax: I

Has been changed to:

Clinical Project Manager

Name: I

Address: UCB Center Bruxelles
Allée de la Recherche 60
B-1070 Bruxelles
Belgium

Phone: ]

Fax: I
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Change #4, SERIOUS ADVERSE EVENT REPORTING

The original text:

Serious adverse event reporting (24h), safety related issues, and emergency
unblinding

Fax Europe and Rest of the World (except Japan): +32 2 386 2421
USA: +1 800 880 6949
Canada: +1 877 582 8842

Phone During business hours: Outside business-hours:
Europe and Rest of the World Europe and Rest of the World
(except Japan): (except Japan):
+32 2 386 2468 +32,2.386 2468
USA and Canada: USA and Canada:
+1 404 895 0794 +1 404 895 0794

Has been changed to:

Serious adverse event reporting (24h); safety related issues, and emergency
unblinding

Fax Europe-and Rest of the World (except Japan): +32 2 386 2421

US:+1 80080 6949
Canada: +1 877 582 8842

Phone Europe, US, and Rest of the World (except Japan): +32 2 386 2468

Email Europe, US, and Rest of the World (except Japan): GCSP@ucb.com
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Change #5, Section 1, LIST OF ABBREVIATIONS

The following abbreviations were added to the list:

Bayley-111° Bayley Scales of Infant and Toddler Development®, Third
Edition

GGT gamma-glutamyltransferase

M month

SGOT serum glutamic oxaloacetic transaminase

SGPT serum glutamic pyruvic transaminase

The following abbreviation was updated:
The original text:

BSID-II™ Bayley Scales of Infant Development-I1

Has been changed to:

BSID-II™ Bayley Scales of Infant-Development™, Second Edition

Change #6, SUMMARY, paragraph 1
The original text:

This is a Phase 3, open-label, single-arnr, multicenter, long-term follow-up (LTFU) study to
evaluate the safety and efficacy of-brivaracetam (BRV) in children with epilepsy. The
primary objective is to document the long-term safety and tolerability of BRV. The secondary
objective is to assess the efficacy of BRV during long-term exposure and the other objectives
are to explore direct cost-parameters-and to assess the effect of BRV on behavior and
cognition using the agé-appropriate Achenbach Child Behavior Checklist (CBCL/1%2-5 or
CBCL/6-18) for subjects >18/months of age at Baseline of the previous study N01263 or the
Bayley Scales oflInfant Development-II (BSID-1I™) for subjects <18 months of age at
Baseline of the previous study N01263.

Has been‘changed to:

This is a Phase¢ 3, open-label, single-arm, multicenter, long-term follow-up (LTFU) study to
evaluate thesafety and efficacy of brivaracetam (BRV) in children with epilepsy. The
primary objective is to document the long-term safety and tolerability of BRV. The secondary
objective is to assess the efficacy of BRV during long-term exposure. The other objectives
are to explore direct cost parameters and to assess the effect of BRV on behavior and
cognition using the age-appropriate Achenbach Child Behavior Checklist (CBCL/1%2-5 or
CBCL/6-18) for subjects >18 months of age at Baseline of the previous study N01263 or
other pediatric studies. The Bayley Scales of Infant and Toddler Development®, Third
Edition (Bayley-ITI®) will be used to assess subjects enrolled in English-speaking
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countries and <18 months of age at Baseline of the previous study N01263 or other BRV
pediatric studies.

Change #7, Section 1, SUMMARY, paragraph 6
The original text:

Safety variables include adverse events (AEs), safety laboratory assessments (hematology,
biochemistry, and endocrinology for all subjects and urinalysis for subjects >4 years of age),
plasma concentrations of BRV and phenytoin (if applicable), electrocardiograms (ECGS),
vital signs, physical and neurological examinations, psychiatric and mental status, body
weight, and height.

Has been changed to:

Safety variables include adverse events (AEs), safety laboratory assessménts (hematology,
biochemistry including hepatic monitoring of alanine aminotransferase [ALT], aspartate
aminotransferase [AST], alkaline phosphatase [ALP], total bilirubin, and
gamma-glutamyltransferase [GGT], and endocrinology for all subjects.and urinalysis for
subjects >4 years of age), plasma concentrations of BRV and-phenytoin)(if applicable),
electrocardiograms (ECGs), vital signs, physical-and neurological examinations, psychiatric
and mental status, body weight, and height.

Change #8, Section 1, SUMMARY, paragraph 8
The original text:

Other variables include direct cost parameters (such.as concomitant medications, medical
procedures, health care provider consultations not foreseen by the protocol, and hospital
stays) and the change in Achenbach CBCL (CBCL/1%2-5 or CBCL/6-18) and BSID-II scores
over time.

Has been changed to:

Other variables include direct cost parameters (such as concomitant medications, medical
procedures, health care provider.eonsultations not foreseen by the protocol, and hospital
stays) and the change in Achenbach CBCL (CBCL/1%:-5 or CBCL/6-18) or the change in
Bayley-I1I scales over timefor subjects enrolled in English-speaking countries.

Change #9, Section 3.3, Other objectives, third bullet

The original text:

e Toassess the effect of BRV on cognition using the BSID-II in subjects <18 months of age
Has been changed to:

e To assess the effect of BRV on cognition using the Bayley-III scales in subjects
<18 months of age (applicable only to subjects enrolled in English-speaking
countries)
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Change #10, Section 4.1, Safety variables, bullet on laboratory
assessments

The original text:

e Safety laboratory tests (hematology, biochemistry, and endocrinology for all subjects and
urinalysis for subjects >4 years of age)

Has been changed to:

e Safety laboratory tests (hematology, biochemistry including hepatic monitoring of
ALT, AST, ALP, total bilirubin, and GGT, and endocrinology for all subjects‘and
urinalysis for subjects >4 years of age)

Change #11, Section 4.2, Efficacy variables
The original text:

The efficacy variables planned for analysis of subjects <2 years ofiage or subjects with
absence seizures will be based on EEG data and will include the following:

e Responder rate for total POS defined as the petcentage of.subjects\with a >50% reduction
in ADF (average daily frequency) of POS recorded on EEG

e Absolute and percent reduction in ADFE of-POS
e 50% responder rate for total seizures'(all types)
e Absolute and percent reduction.inADE-ef total seizures (all types)

The efficacy variables planned-for analysis of subjects >2 years of age will be based on
DRC data and will include the following:

e Responder rate (the percentage of subjects who have a >50% reduction in seizure
frequency per 28 days from'Baseline for POS)

e Absolute and percentreduction in seizure frequency (POS) per 28 days from Baseline to
the end of the Evaluation Period

e 50% respondet rate fortotal seizures (all types)

e Absoluteand percentteduction in seizure frequency (total seizures) per 28 days from
Baseline'to the-end of the Evaluation Period

e Seizure freedom rate over the Evaluation Period
e _( Proportion-of seizure-free days over the Evaluation Period
Has been changed to:

For subjects <2 years of age (based on EEG data [recorded at least 24 hours]) or
subjects with absence seizures (based on EEG data):

e Responder rate for total POS defined as the percentage of subjects with a >50% reduction
in ADF (average daily frequency) of POS recorded on EEG

e Absolute and percent reduction in ADF of POS
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e 50% responder rate for total seizures (all types)

e Absolute and percent reduction in ADF of total seizures (all types)
e Seizure freedom (rate and proportion)

e  Worsening of other types of seizures (absolute and percent)

In addition, the following efficacy variables will be repeated for subjects <2 years of age
or subjects with absence seizures based on the DRC seizure counts:

e Seizure freedom rate over the Evaluation Period (all types) by visit and by time
intervals (6 months, 12 months, etc)

e Proportion of seizure free days over the Evaluation Period (all types).and by-time
intervals (6 months, 12 months, etc)

e Absolute and percent worsening in ADF of total seizures (all types)

A descriptive summary of seizure frequency by visit based on(the DRC\data will be also
provided for these subjects.

The efficacy variables planned for analysis of subjects >2 years of-age will be based on
DRC data and will include the following:

e Responder rate (the percentage of subjects whohave a >50% reduction in seizure
frequency per 28 days from Baseline\for POS)

e Absolute and percent reduction.ifseizure frequeney (POS) per 28 days from Baseline to
the end of the Evaluation Petiod

e 50% responder rate for total seizures (all types)

e Absolute and percent reduction’in seizure frequency (total seizures) per 28 days from
Baseline to the end of the-Evaluation Period

e Seizure freedom rate-over the:Evaluation Period

e Proportion of seizure-free;days over the Evaluation Period
Change #12, Section 4.3, Other variables, third bullet
The original text:

e Change ovettime from previous study Baseline in the BSID-II score for children
<18'months.of age.

Has been‘changed to:

e Change over time from previous study Baseline in the Bayley-III scales for children
<18 months of age (applicable only to subjects enrolled in English-speaking
countries)
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Change #13, Section 5.2, Schedule of study assessments, Table 5:1
The original text:

Recording of epileptic seizures

Has been changed to:

Seizure count

The original text:

BSID-II score?

Has been changed to:

Bayley-III scales”

Change #14, Section 5.2, Schedule of study assessments; Table 5:1

The table cell for the C-SSRS at the EV has been unchecked, since the.data will be
obtained from the previous study.

Change #15, Section 5.2, Schedule of study assessments, Table 5:1,
footnotes

The format and content of the original text:

& AE=adverse event; AED=antiepileptic drug; ALT=alanine aminotransferase; AST=aspartate
aminotransferase; BRV=brivaracetani;BSID-II=Bayley Scales of Infant Development-II; CBCL=Child
Behavior Checklist; C-SSRS=Columbia-Suicide-Severity’Rating Scale; DRC=daily record card;
ECG=electrocardiogram; eCRF=electroni¢ case report. form; EEG=electroencephalogram;
IVRS=interactive voice response system;-M=Month; LFT=liver function test; SAE=serious adverse event;
V=Visit

Have been changed to:

AE=adverse event; AED=antiepileptic drug; ALP=alkaline phosphatase; ALT=alanine aminotransferase;
AST=aspartate aminotransferase; Bayley-1II=Bayley Scales of Infant and Toddler Development, Third
Edition; BRV=brivaracetam; CBCL=Child Behavior Checklist; C-SSRS=Columbia-Suicide Severity Rating
Scale; DRC=daily record cards ECG=electrocardiogram; eCRF=electronic case report form;
EEG=electroencephalogram; GGT=gamma-glutamyltransferase; [VRS=interactive voice response system;
LFT=liver function test; M=Month; SAE=serious adverse event; V=Visit

All subsequent footnote indices have been corrected accordingly.

Change #16, Section 5.2, Schedule of study assessments, Table 5:1,
footnote a

The original text:

b The following data will be obtained from the previous pediatric study and should not be recorded on the

eCRF for N01266: general medical and procedure history, epilepsy history, AED history, seizure count,
EEG, ECQG, laboratory assessments for safety, including phenytoin plasma concentrations (if applicable),
the Achenbach CBCL score, the BSID-II score, vital signs, body weight and height, physical and
neurological examinations, psychiatric and mental status, recording of epileptic seizures, and data on health

Confidential Page 113 of 346



UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam N01266

care provider consultations not foreseen by the protocol and hospital stays. The EV is also the final
evaluation visit of the previous pediatric study.

Has been changed to:

& The following data will be obtained from Baseline of the previous pediatric study and should not be

recorded on the eCRF for NO1266: general medical and procedure history, epilepsy history, AED history,
height, Bayley-III scales, and the Achenbach CBCL score. The following data will be obtained from the
last visit of the previous pediatric study and should not be recorded on the eCRF for N01266: seizure
count, EEG, ECG, laboratory assessments for safety, including phenytoin plasma concentrations (if
applicable), the C-SSRS, vital signs, body weight, physical and neurological examinations, psychiatricand
mental status, and data on health care provider consultations not foreseen by the protocol and hospitalistays.
The EV is also the final evaluation visit of the previous pediatric study.

Change #17, Section 5.2, Schedule of study assessments, Table 5:1,
footnotes

The original text and the mathematical symbols:
b EEG

i.  For subjects >2 years with typical absence seizures:(every 3 months during the first 6 months (starting at
V4), and then yearly thereafter: a 1-hour EEG in¢luding hypernventilation and intermittent photic stimulation
must be performed for efficacy assessment. For subjects.prematurely.discontinuing from the study, a 1-hour
EEG should also be performed at the EDV.

j-  For subjects >1 month to <2 years: every/3 months during the/first 6 months (starting at V4), then yearly
thereafter: a 24-hour EEG including sleeping and awakening periods must be performed for efficacy
assessment. For subjects prematurely diseontinuing from the study, a 24-hour EEG should also be
performed at the EDV.

Have been changed to:
& EEG

—  For subjects >2 years of age’on-the day of the study visit and with typical absence seizures: every
3 months during.the first 6/months (starting at V4), and then yearly thereafter: an EEG of at least
1 hour of récording including hyperventilation and intermittent photic stimulation must be performed
for efficacy assessment. For subjects prematurely discontinuing from the study, an EEG of at least
1 hour,of recording should also be performed at the EDV.

— _“For subjects=1 month to <2 years of age on the day of the study visit: every 3 months during the first
6 months (starting at V4), then yearly thereafter: an EEG of at least 24 hours of recording including
sleeping and awakening periods must be performed for efficacy assessment. For subjects prematurely
discontinuing from the study, an EEG of at least 24 hours of recording should also be performed at
the EDV.

All subsequent footnote indices have been corrected accordingly.
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Change #18, Section 5.2, Schedule of study assessments, Table 5:1,
footnotes

The original text:

P Laboratory assessments for safety include hematology, biochemistry, and endocrinology for all subjects and
urinalysis for subjects >4 years of age. Female subjects with a Tanner stage >1 should have a urine
pregnancy test performed at all laboratory assessment visits, except for the EDV and the SV, when a serum
pregnancy test will be performed. Endocrinology testing will be performed once a year at the YEV. Liver
function tests as described in Section 9.5.1 will be performed at the MEVs at V4 [M3] and V6 [MY].

Has been changed to:

™ Full laboratory assessments for safety include hematology, biochemistry (including hepatic-monitoring of
ALT, AST, ALP, total bilirubin, and GGT), and endocrinology for all subjects and trinalysis for
subjects >4 years of age as described in Section 9.5.1. Female subjects with a Tamnner stage >1 should have
a urine pregnancy test performed at all laboratory assessment visits, except for/the EDV-and the SV, when a
serum pregnancy test will be performed. Endocrinology testing will be performed-once a year at the YEV.
In addition, liver function tests as described in Section 9.5.1 will be performed/at the MEVs at V4 (M3)
and V6 (M9).

Change #19, Section 5.2, Schedule of study assessments, Table 5:1,
footnotes

The original text:

S The cognition scale (BSID-II) to be used-in thigstudy for.subjects <18 months of age will be the same as

the one used in the previous pediatric'study. If the subjectteaches 18 months of age in this LTFU study, the
subject will still be assessed using the BSID-II to allow for an evaluation of the change from Baseline even
if their age increases to >18 months.

Has been changed to:

P- The cognition scale (Bayley-III) to be ised in this study for subjects <18 months of age and enrolled in
English-speaking countries will.be the same as the one used in the previous pediatric study. If the subject
reaches 18 months of age in this, LTFU study, the subject will still be assessed using the Bayley-III to allow
for an evaluation-of'the change from Baseline even if their age increases to >18 months.

Change #20;-Section 5.3, Visit sequence, Table 5:2, footnotes
The format of the original text and footnote c:

& BV=Entry Misit; FEV=Full Evaluation Visit; LTFU=long-term follow-up; MEV=Minimal Evaluation Visit;
YEV=Yearly Evaluation Visit

Note: “-” denotes that no visit is scheduled in that month.
¢ The Entry Visit is the final evaluation visit of the previous pediatric study.
Subsequent years will follow the same visit schedule.

¢ Liver function tests will be performed in addition to the assessments described in Section 9.5.1.
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Have been changed to:

EV=Entry Visit; FEV=Full Evaluation Visit; LTFU=long-term follow-up; MEV=Minimal Evaluation Visit;
YEV=Yearly Evaluation Visit

Note: “-” denotes that no visit is scheduled in that month.

& The Entry Visit is the final evaluation visit of the previous pediatric study.

b Subsequent years will follow the same visit schedule.

¢ Liver function tests only will be performed as described in Section 9.5.1.
Change #21, Section 6.3, Withdrawal criteria, criterion 10
The original text:

10. Criteria for subjects who completed a C-SSRS assessment at the EV

e Subject has active suicidal ideation as indicated by a positive response (“Yes”) to
either Question 4 or Question 5 of the “Children’s Since East Visit” wversion of the
C-SSRS. The subject should be referred immediately to-a Mental Healthcare
Professional and must be withdrawn from‘the study:

Has been changed to:
10. Criteria for subjects who completed a’ CsSSRS-assessment'at the EV:

e Subject has active suicidal ideation as indicated by a positive response (“Yes”) to
either Question 4 or Question.5 of the “Since Last Visit” version of the C-SSRS. The
subject should be referred immediately tofa.Mental Healthcare Professional and must
be withdrawn from the study.

Change #22, Section 6.3, Withdrawal criteria, criterion 11
The original text:

11. Criteria for already entolled subjects who did not complete a C-SSRS assessment at the
EV:

e Subject has@'lifetime history (prior to study entry or since study start) of suicide
attempt (including an active attempt, interrupted attempt, or aborted attempt) of the
“Children’s Baseline/Screening” version of the C-SSRS. The Investigator must
withdraw the subject from the study and immediately refer the subject to a Mental
Healtheare Professional.

e Subject had active suicidal ideation in the past 6 months as indicated by a positive
response (“Yes”) to either Question 4 or Question 5 of the “Children’s
Baseline/Screening” version of the C-SSRS. The Investigator must immediately refer
the subject to a Mental Healthcare Professional and use clinical judgment as to
whether to withdraw the subject from the study.

e Subject has active suicidal ideation as indicated by a positive response (“Yes”) to
either Question 4 or Question 5 of the “Children’s Since Last Visit” version of the
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C-SSRS. The subject should be referred immediately to a Mental Healthcare
Professional and must be withdrawn from the study.

Has been changed to:

11. Criteria for already enrolled subjects who did not complete a C-SSRS assessment at the
EV:

e Subject has a lifetime history (prior to study entry or since study start) of suicide
attempt (including an active attempt, interrupted attempt, or aborted attempt) of the
“Already Enrolled Subjects” version of the C-SSRS. The Investigator must
withdraw the subject from the study and immediately refer the subject to a' Mental
Healthcare Professional.

e Subject had active suicidal ideation prior to study entry or since study start as
indicated by a positive response (“Yes”) to either Question 4 orQuestion 5 of the
“Already Enrolled Subjects” version of the C-SSRS. The Investigator'must
immediately refer the subject to a Mental Healthcare Proféssional and use clinical
judgment as to whether to withdraw the subject from the study:

e Subject has active suicidal ideation as indicated by ‘a positive response (“Yes”) to
either Question 4 or Question 5 of the~*‘Since LastVisitversion of the C-SSRS. The
subject should be referred immediatelyto a Mental Healthcare Professional and must
be withdrawn from the study.

Change #23, Section 8.1, Entry Visit,;assessments obtained from the
previous study

The original text:

The EV is also the final evaluationvisit of the previous pediatric study. The following data
will be obtained from the previous pediatric study and should not be recorded on the eCRF
for NO1266:

e General medical and procedures history
e Epilepsy history

e AED history

e Seizuré.count

e EEG

+ For subjects >2 years with typical absence seizures: a 1-hour EEG (including
hyperventilation and intermittent photic stimulation) must be performed

— For subjects >1 month to <2 years: a 24-hour EEG (including sleeping and awakening
periods) must be performed

e ECG
e Laboratory assessments for safety

e Suicidality assessment (C-SSRS) for subjects >6 years of age
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e Phenytoin plasma concentrations (if applicable)

e BSID-II score for subjects <18 months of age at Baseline of N01263
e Achenbach CBCL score for subjects >18 months of age at Baseline of N01263
e Vital signs

e Body weight and height

e Physical examination

e Neurological examination

e Psychiatric and mental status

e Recording of epileptic seizures

e Health care provider consultations not foreseen by the protocol

e Hospital stays

Has been changed to:

The EV is also the final evaluation visit of the preyious pedtatric study. The following data
will be obtained from Baseline of the previous pediatric'studyrand should not be recorded on
the eCRF for N01266:

e General medical and procedures history
e Epilepsy history

e AED history

e Height

e Bayley-III scales for subjects <18&months of age at Baseline of N01263 or other
pediatric studies and.only for subjects enrolled in English-speaking countries

e Achenbach CBCL:score forsubjects >18 months of age at Baseline of N01263

The following datawill be obtained from the last visit of the previous pediatric study
and should net be recorded on the eCRF for N01266:

e Seizure count
e EEG

~~ Forsubjects >2 years of age on the day of the study visit and with typical absence
seizures: an EEG of at least 1 hour of recording (including hyperventilation and
intermittent photic stimulation) must be performed

— For subjects >1 month to <2 years of age on the day of the study visit: an EEG of at
least 24 hours of recording (including sleeping and awakening periods) must be
performed

e ECG
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e Laboratory assessments for safety (including hepatic monitoring)
e Suicidality assessment (C-SSRS) for subjects >6 years of age
e Phenytoin plasma concentrations (if applicable)

e Vital signs

e Body weight

e Physical examination

e Neurological examination

e Psychiatric and mental status

e Health care provider consultations not foreseen by the protocol
e Hospital stays

Change #24, Section 8.2, Minimal Visit

The original text:

e EEG

— For subjects >2 years with typical absence seizures: a-I-hour EEG (including
hyperventilation and intermittent photic stimulation) must be performed

— For subjects >1 month to <2(yeafs: a 24=hour EEG (including sleeping and awakening
periods) must be performed

e Recording of epileptic seizures
Has been changed to:
e EEG

— For subjects >2 years of age on the day of the study visit and with typical absence
seizures: an EEG of atdeast 1 hour of recording (including hyperventilation and
intermittent-photic stimulation) must be performed only at V4 (M3) as described in
Section 10.2

— For subjects 2l'month to <2 years of age on the day of the study visit: an EEG of at
least24 hours of recording (including sleeping and awakening periods) must be
performed only at V4 (M3) as described in Section 10.2

e ( Seizure'count

Change #25, Section 8.3, Full Evaluation Visit
The original text:

e EEG

— For subjects >2 years with typical absence seizures: a 1-hour EEG (including
hyperventilation and intermittent photic stimulation) must be performed
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— For subjects >1 month to <2 years: a 24-hour EEG (including sleeping and awakening
periods) must be performed

e Recording of epileptic seizures

e Laboratory assessments for safety (hematology and biochemistry for all subjects, and
urinalysis for subjects >4 years of age)

e BSID-II for all subjects who were <18 months of age at Baseline of N01263
Has been changed to:
e EEG

— For subjects >2 years of age on the day of the study visit and with typical absence
seizures: an EEG of at least 1 hour of recording (including hyperyentilation-and
intermittent photic stimulation) must be performed only at V5 (M6) as described in
Section 10.2

— For subjects >1 month to <2 years of age on the day of the study.visit: an EEG of at
least 24 hours of recording (including sleeping and awakening periods) must be
performed only at V5 (M6) as described-in Section’'10.2

e Seizure count

e Laboratory assessments for safety (hematology and biochemistry including hepatic
monitoring of ALT, AST, ALP; tetal bilirubin, and GGT for all subjects, and
urinalysis for subjects >4 years-of-age)

e Bayley-III scales for subjects <18 months of age at Baseline of N01263 or other pediatric
studies and only for subjects enrolled in English-speaking countries

Change #26, Section 8.4, Yearly Evaluation Visit
The original text:
e EEG

— For subjects)>2 years with typical absence seizures: a 1-hour EEG (including
hyperventilation.and intermittent photic stimulation) must be performed

— Forsubjects =2'month to <2 years: a 24-hour EEG (including sleeping and awakening
periods).must be performed

e Recording of epileptic seizures

¢ Laboratory assessments for safety (hematology, biochemistry, and endocrinology for all
subjects, and urinalysis for subjects >4 years of age)

e BSID-II for all subjects who were <18 months of age at Baseline of N01263
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Has been changed to:
e EEG

— For subjects >2 years of age on the day of the study visit and with typical absence
seizures: an EEG of at least 1 hour of recording (including hyperventilation and
intermittent photic stimulation) must be performed

— For subjects >1 month to <2 years of age on the day of the study visit: an EEG of at
least 24 hours of recording including sleeping and awakening periods) must b€
performed

e Seizure count

e Laboratory assessments for safety (hematology, biochemistry including hepatic
monitoring of ALT, AST, ALP, total bilirubin, and GGT, and endecrinology for all
subjects, and urinalysis for subjects >4 years of age)

e Bayley-III scales for subjects <18 months of age at Baseline ¢f.N01263,or other pediatric
studies and only for subjects enrolled in English-speaking countries

Change #27, Section 8.5, Unscheduled Visit, last paragraph
The original text:

e Ifan Unscheduled Visit is conducted due to safety or efficacy reasons, a suicidality
assessment (C-SSRS) will be performed with-the subject during the visit. If an
Unscheduled Visit is conducted. for reasons other.than safety or efficacy concerns (eg,
replacement of lost medication; repeated collection of a laboratory specimen due to
collection or analysis issues), a C-SSRS will.hot be required at these visits.

Has been changed to:

e Ifan Unscheduled Visit is.conducted due to safety or efficacy reasons, a suicidality
assessment (C-SSRS)will be pérformed with subjects >6 years of age during the visit. If
an Unscheduled Visit.is conducted for reasons other than safety or efficacy concerns (eg,
replacement of lost medication, repeated collection of a laboratory specimen due to
collection or analysis issues), a C-SSRS will not be required at these visits.

Change #28;-Section 8.6, Early Discontinuation Visit
The original text:
e EEG

— For'subjects >2 years with typical absence seizures: a 1-hour EEG (including
hyperventilation and intermittent photic stimulation) must be performed

— For subjects >1 month to <2 years: a 24-hour EEG (including sleeping and awakening
periods) must be performed.

e Recording of epileptic seizures
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e Laboratory assessments for safety (hematology, biochemistry, and endocrinology for all
subjects, and urinalysis for subjects >4 years of age)

e BSID-II for all subjects who were <18 months of age at Baseline of N01263
Has been changed to:
e EEG

— For subjects >2 years of age on the day of the study visit and with typical absence
seizures: an EEG of at least 1 hour of recording (including hyperventilation.and
intermittent photic stimulation) must be performed

— For subjects >1 month to <2 years of age on the day of the study visit:.an EEGof at
least 24 hours of recording (including sleeping and awakening periods) must be
performed.

e Seizure count

e Laboratory assessments for safety (hematology, biochemistry including hepatic
monitoring of ALT, AST, ALP, total bilirubin, and GGT, and. endocrinology for all
subjects, and urinalysis for subjects >4 years-of.age)

e Bayley-III scales for subjects <18 months of age at\Baseline of N0O1263 or other pediatric
studies and only for subjects enrolléd in English-speaking countries

Change #29, Section 8.7, Down-Titration Visit
The original text:

e Recording of epileptic seizutes

Has been changed to:

e Seizure count

Change #30, Section 8.8, Safety Visit

The original text:

e Recording of epileptic.seizures

e Laboratory-assessments for safety (hematology, biochemistry, and endocrinology for all
subjects;’and urinalysis for subjects >4 years of age) performed only if abnormal at the
EDV

Has been changed to:
e Seizure count

e Laboratory assessments for safety (hematology, biochemistry including hepatic
monitoring of ALT, AST, ALP, total bilirubin, and GGT, and endocrinology for all
subjects, and urinalysis for subjects >4 years of age) performed only if abnormal at the
EDV
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Change #31, Section 8.9, Final Visit
The original text:
e EEG

— For subjects >2 years with typical absence seizures: a 1-hour EEG (including
hyperventilation and intermittent photic stimulation) must be performed

— For subjects >1 month to <2 years: a 24-hour EEG (including sleeping and awakening
periods) must be performed.

e Recording of epileptic seizures

e Laboratory assessments for safety (hematology, biochemistry, and endoctinologyfer all
subjects, and urinalysis for subjects >4 years of age).

e BSID-II for all subjects who were <18 months of age at Baseline.0of N01263
Has been changed to:
e EEG

— For subjects >2 years of age on the day of the study visit'and with typical absence
seizures: an EEG of at least 1 hour of recording (including hyperventilation and
intermittent photic stimulation) must be performed

— For subjects >1 month to <2 years of age.on the day of the study visit: an EEG of at
least 24 hours of recording (including sleeping and awakening periods) must be
performed.

e Seizure count

e Laboratory assessments for safety (hematology, biochemistry including hepatic
monitoring of ALT, AST,ALP,tetal bilirubin, and GGT, and endocrinology for all
subjects, and urinalysis_for subjects >4 years of age).

e Bayley-III scales for subjects <18 months of age at Baseline of N01263 or other pediatric
studies and only for subjects enrolled in English-speaking countries

Change #32, Section 9.4, Anticipated SAEs
The section reference in the original text:

The followingdist of Anticipated SAEs has been identified, as these events are anticipated to
occur.in the population studied in this protocol at some frequency that is independent of drug
exposure: convulsion. This original list will remain in effect for the duration of the protocol.

This list does not change the Investigator’s obligation to report all SAEs (including
Anticipated SAEs) as detailed in Section 9.2.3.

Has been changed to:

The following list of Anticipated SAEs has been identified, as these events are anticipated to
occur in the population studied in this protocol at some frequency that is independent of drug
exposure: convulsion. This original list will remain in effect for the duration of the protocol.
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This list does not change the Investigator’s obligation to report all SAEs (including
Anticipated SAEs) as detailed in Section 9.2.2.

Change #33, Section 9.5.1, Laboratory assessments for safety,
table footnotes

The format of the original text and footnote c:

& ALP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate aminotransferase;
B-hCG=beta-human chorionic gonadotropin; FSH=follicle-stimulating hormone;
GGT=gamma-glutamyltransferase; LH=luteinizing hormone; MCH=mean corpuscular hemoglobin;
MCHC=mean corpuscular hemoglobin concentration, MCV=mean corpuscular volume; RBC=red blood
cell; SGOT=serum glutamic oxaloacetic transaminase; SGPT=serum glutamic pyruvic transaminase;
T3=triiodothyronine; T4=tetraiodothyronine; TSH=thyroid-stimulating hormone; WBC=white blood cell

Urinalysis will be performed in subjects >4 years of age.

¢ Liver function tests will be assessed at the MEVs at V4 [M3] and V6 [M9].during the first year in addition
to the full laboratory assessments described in Section 9.5.

Includes bacteria, cells, casts, and crystals for all samples!

¢ Female subjects with a Tanner stage >1 should have'a.urine pregnancy test at all laboratory assessment
visits, except the EDV and the SV, when a serum ‘pregnaney-test will-be performed.

f Endocrinology testing will be performed once @ year at the YEV:

Have been changed to:

ALP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate aminotransferase;
B-hCG=Dbeta-human chorionic gonadotropiny FSH=follicle<stimulating hormone;
GGT=gamma-glutamyltransferase; LH=luteinizing’hormone; MCH=mean corpuscular hemoglobin;
MCHC=mean corpuscular hemoglobin concentration; MCV=mean corpuscular volume; RBC=red blood cell;
SGOT=serum glutamic oxaloacetic transaminase; SGPT=serum glutamic pyruvic transaminase;
T3=triiodothyronine; T4=tetraiodothyronine; TSH=thyroid-stimulating hormone; WBC=white blood cell

& Urinalysis will be performed in subjects >4 years of age.

b In addition, liver/function tests’will be assessed at the MEVs at V4 (M3) and V6 (M9), as described in
Section 9.5.1.

¢ Includes bacteria, cells, casts, and crystals for all samples.

Female subjects with-a Tanner stage >1 should have a urine pregnancy test at all laboratory assessment
visits; except the'\EDV and the SV, when a serum pregnancy test will be performed.

¢ Endocrinology:testing will be performed once a year at the YEV.

Allfootnote indices have been corrected accordingly.

Change #34, Section 9.5.1, Laboratory assessments for safety,
paragraph 6

The original text:

Laboratory safety assessments at the EV will be obtained from the previous pediatric study
and should not be recorded on the eCRF for NO1266. Laboratory safety assessments will be
performed at the FEV, YEV, FV, and at the EDV in the case of early discontinuation.
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Laboratory assessments will also be mandatory at the SV if the laboratory results at the EDV
are abnormal. Liver function tests will be performed at the MEVs at V4 (M3) and V6 (M9)
during the first year. Endocrinology testing will be performed once a year at the YEV.

Has been changed to:

Laboratory safety assessments at the EV will be obtained from the last visit of the previous
pediatric study and should not be recorded on the eCRF for NO1266. Laboratory safety
assessments will be performed at the FEV, YEV, FV, and at the EDV in the case of early
discontinuation. Laboratory assessments will also be mandatory at the SV if the laboratery
results at the EDV are abnormal. In addition, liver function tests will be performed at the
MEVs at V4 (M3) and V6 (M9) during the first year. Endocrinology testing will. be
performed once a year at the YEV.

Change #35, Section 9.6.1 to Section 9.6.6

It was clarified whether the assessments at the Entry Visit of N01266 are taken from
Baseline or from the last visit of the previous study. The clarification applies to the
following assessments: ECG, vital signs, body weight and height, physical examination,
neurological examination, and psychiatric anddmental status.

The original text:

At the EV, ECG data will be obtained from the previous pediatric study and should not be
recorded in the eCRF for NO1266.

At the EV, vital sign data will be obtained from the previous pediatric study and should not
be recorded in the eCRF for N01266.

At the EV, body weight and height data will be ‘ebtained from the previous pediatric study
and should not be recorded in the eCRF for:N01266.

At the EV, physical examination data will be obtained from the previous pediatric study and
should not be recorded inithe.eCRF/for N01266.

At the EV, neurological.examination data will be obtained from the previous pediatric study
and should not be recorded ifnv'the eCRF for N01266.

At the EV, psychiatric andvmental status data will be obtained from the previous pediatric
study and should not.berecorded in the eCRF for N01266.

Has been changed to:

At the EV, ECGidata will be obtained from the last visit of the previous pediatric study and
should not'be recorded in the eCRF for N01266.

At the EV, vital sign data will be obtained from the last visit of the previous pediatric study
and should not be recorded in the eCRF for N01266.

At the EV, body weight data will be obtained from the last visit and height data will be
obtained from Baseline of the previous pediatric study and should not be recorded in the
eCRF for N01266.
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At the EV, physical examination data will be obtained from the last visit of the previous
pediatric study and should not be recorded in the eCRF for N01266.

At the EV, neurological examination data will be obtained from the last visit of the previous
pediatric study and should not be recorded in the eCRF for N01266.

At the EV, psychiatric and mental status data will be obtained from the last visit of the
previous pediatric study and should not be recorded in the eCRF for N01266.

Change #36, Section 10.2, Efficacy assessments for seizure data based
on EEG

The original text:

At the EV, data on absence seizure count (a 1-hour EEG for subjects >2 years-suffering from
absences) will be obtained from the previous pediatric study and should not be recorded in
the eCRF for N01266.

All EEGs specific to this study will be recorded in the eCRF modules specitically designed
for this purpose.

The EEGs will be performed according to the following specifications:

e For subjects >2 years with typical absence s€izures: a 1-hour EEG (including
hyperventilation and intermittent photic stimulation) will be performed starting at V4 and
at every 3-month visit for the first 6 months and then yearly thereafter. For subjects
prematurely discontinuing fromthe'study,‘a1-hour\ EEG should also be performed at the
EDV.

e For subjects >1 month to <2years:'a.24-hour;EEG (including sleeping and awakening
periods) will be performed every-3‘months-during the first 6 months of the study, then
yearly thereafter, and at the F\Vor the EDV in the case of early discontinuation.

The EEGs will be recordedat the MEV, FEV, YEV, FV, and at the EDV in the case of early
discontinuation.

A central reader willreview and assess all EEGs in a standardized manner.
Has been changed to:

At the EV, s¢izure data based on an EEG of at least 24 hours of recording (including
sleeping and awakening periods) for subjects <2 years of age and data on absence seizure
count (based on.an EEG of at least 1 hour of recording for subjects >2 years of age
suffering from)absences) will be obtained from the last visit of the previous pediatric study
and-should not be recorded in the eCRF for N01266.

All EEGs specific to this study will be recorded in the eCRF modules specifically designed
for this purpose.

The EEGs will be performed according to the following specifications:

e For subjects >2 years of age on the day of the study visit and with typical absence
seizures: an EEG of at least 1 hour of recording (including hyperventilation and
intermittent photic stimulation) will be performed starting at V4 and at every 3-month
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visit for the first 6 months and then yearly thereafter. For subjects prematurely
discontinuing from the study, an EEG of at least 1 hour of recording should also be
performed at the EDV.

e For subjects >1 month to <2 years of age on the day of the study visit: an EEG of at
least 24 hours of recording (including sleeping and awakening periods) will be
performed every 3 months during the first 6 months of the study, then yearly thereafter;
and at the FV or the EDV in the case of early discontinuation.

A central reader will review and assess all EEGs in a standardized manner.

Change #37, Section 10.3.1.3, Health care provider consultations not
foreseen by the protocol, last sentence

The original text:

At the EV, information on the health care provider consultations not foreseen by the protocol
will be obtained from the previous pediatric study and should not be.recorded in the eCRF for
NO01266.

Has been changed to:

At the EV, information on the health care provider consultations-not foreseen by the protocol
will be obtained from the last visit of the previous pediatric study and should not be recorded
in the eCRF for N01266.

Change #38, Section 10.3.1.4;-Hospital stays, last sentence
The original text:

At the EV, information on hospital stays will,be-obtained from the previous pediatric study
and should not be recorded in the eCRF for’N01266.

Has been changed to:

At the EV, information on‘hospital stays will be obtained from the last visit of the previous
pediatric study and should not berecorded in the eCRF for N01266.

Change #39, Section.10.3.2
The original text:
10.3.2 Bayley Scales of Infant Development-Il

The BSID-II™ is a widely used validated questionnaire for children from 1 month up to
42monthsofage designed to evaluate a child’s developmental function, including cognition,
language, personal social behavior, and motor development.

This scale is accepted as a tool for assessment of neurological development in young children
and is therefore considered appropriate for this study. The BSID-II will be used throughout
the study for all subjects who were <18 months of age at Baseline (V1) of the previous
pediatric study, N01263, by the Investigator or designee. Children started on the BSID-II at
Baseline of N01263 will also be assessed using the BSID-II in NO1266 even if their age
increases to >18 months. The completion of the BSID-II will require approximately 25 to
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35 minutes for children below 15 months of age and up to 60 minutes for children above
15 months of age.

The BSID-II includes a mental scale that evaluates sensory/perceptual activities,
discriminations, acquisition of object constancy, memory, learning and problem solving,
vocalization, early verbal communication, abstract thinking, habituation, mental mapping,
complex language, and mathematical concept formation; a motor scale that evaluates degree
of body control, coordination of large muscles, fine manipulation skills, dynamic movement,
postural imitations, and stereognosis; and a behavior rating scale that measures attentionirand
arousal, orientation and engagement, emotional regulation, and motor quality (Bayley, 1993).

At the EV, the BSID-II score will be obtained from the previous pediatric study-and should
not be recorded in the eCRF in N01266. The BSID-II will be completed at th¢ FEV, YEV,
FV, and at the EDV in the case of early discontinuation. The BSID-II should be conipleted by
the same person who completed the CBCL in the previous pediatric study-

Has been changed to:

10.3.2 Bayley Scales of Infant and Toddler Development, Third
Edition

The Bayley-11I scales are recognized internationally‘as-one of 'the most comprehensive
developmental assessment instruments_ (Sattler and-Hoge;2006) used to examine the
major facets of a young child’s development (Bayley, 2006). The Bayley Scales of Infant
and Toddler Development, Third Edition (Bayley-1I1) are a standardized individually
administered adaptive assessment that measures.the developmental functioning of
infants and young children from-1 menth to 42 'months of age (Bayley, 2006). The
Bayley-III scales measure cognitive;language, motor, social-emotional, and adaptive
development and are a revision ofthe predecessor, the Bayley Scales of Infant
Development, Second Edition (BSID-H) (Bayley, 1993). The Bayley-III scales are a
technically sound instrument;-with §trong internal consistency, as well as test-retest
stability. The Bayley-III'scales are.validated only in English.

This scale is validated as a tool-for assessment of neurological development in young
children and is therefore considered appropriate for N01266. The same scale has been
completed by the Investigator or designee at Baseline (V1) of N01263 for children from
1 month to <18'months of age at Baseline enrolled in English-speaking countries.
Children started on-the Bayley-1II scales at Baseline of N01263 will also be assessed
using the'Bayley-1II scales in N01266 even if their age increases to >18 months.

The Bayley-HI scales are an individually administered adaptive assessment that
presents children with situations and tasks designed to produce an observable set of
behavioral responses. They consist of a cognitive scale, a language composite scale with
receptive and expressive language subscales, and a motor composite scale with fine and
gross motor subscales to be completed by the Investigator or designee, and of a
social-emotional scale, comprising social-emotional competence and sensory processing,
and an adaptive behavior scale, which assesses the attainment of skills necessary for the
development of independence, to be completed by the child’s parent or caregiver.
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The completion of the Bayley-III scales will require approximately 50 minutes for
children who are 12 months old or younger and 90 minutes for children aged 13 months
and older.

At the EV, the Bayley-III scales will be obtained from Baseline of the previous pediatric
study if the subject was enrolled in an English-speaking country, and data should not be
recorded in the eCRF in N01266. The Bayley-III scales will be completed at the FEV,
YEV, FV, and at the EDV in the case of early discontinuation. The Bayley-III scales
should be completed by the same person who completed the Bayley-III scales in the
previous pediatric study.

Change #40, Section 10.3.3, Achenbach Child Behavior Checklist, last
paragraph

The original text:

At the EV, the Achenbach CBCL score will be obtained from the prévious pediatric study
and should not be recorded in the eCRF in N01266. The Achenbach CBCL'will be completed
at the FEV, YEV, FV, and at the EDV in the case of early discontinuation.

Has been changed to:

At the EV, the Achenbach CBCL score will be pbtained from Baseline of the previous
pediatric study and should not be recorded in the eCRF in NO1266. The Achenbach CBCL
will be completed at the FEV, YEV, FV\and at the.ED V. 11y the case of early discontinuation.

Change #41, Section 12.5, Other analyses,-last paragraph
The original text:

The Achenbach CBCL, the BSID-IL scores,-and change from previous study Baseline scores
will be analyzed in a descriptive manner,

Has been changed to:

The Achenbach CBCL, the Bayley-1II scores, and change from previous study Baseline
scores will be analyzed.in a descriptive manner.

Change #42, Section 15, REFERENCES
The following references have been added:

Bayley N, Bayley Scales of Infant and Toddler Development. 3rd ed. San Antonio:
Pearson Education Inc; 2006.

Sattler JM; Hoge RD. Assessment of children: behavioral, social, and clinical
foundations. Sth ed. La Mesa: Jerome M Sattler; 2006.

Confidential Page 129 of 346



UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam N01266

16.3 Protocol Amendment 3
Rationale for the amendment

The primary purpose of the protocol amendment is to allow subjects who have not previously
participated in a clinical study of BRV to enroll directly into NO1266 (ie, directly enrolled
subjects). Up to 100 subjects who are >4 years to <17 years of age with POS and meet entry
criteria are planned for direct enrollment. The purpose of direct enrollment is to obtain
sufficient long-term safety exposure data in subjects in this age group. These data will be
included in the planned regulatory submission for BRV as adjunctive therapy for POS\in
pediatric subjects >1 month to <16 years of age with epilepsy.

With this amendment, the BRIEF-P/BRIEF and PedsQL were added to the assessmentsfor
subjects >2 years of age. These assessments were added to provide an additional means of
assessing the effect of BRV on cognition and quality of life, respectively,in pediatric subjects
>2 years of age.

Modifications and changes
Global changes

The following changes that pertain to the inclusion of ditectly enrolled subjects were made
throughout the protocol:

e The study title and protocol text have 'been updated toretlect that, with the inclusion of
eligible direct enrollees, N01266-i1s\no longer-exclusively a LTFU study.

e Information has been added.throughout.the protocol to indicate that up to 100 subjects
>4 years to <17 years of age.with POS who-have not previously participated in a clinical
study of BRV (ie, directly enrolled’subjec¢ts) may enroll directly into N01266 provided
eligibility criteria are met. Information'specific to these subjects was added throughout
the protocol as shown in “specific.changes.”

e A Screening Visit, TV(s), and an_EV unique to directly enrolled subjects were added. A
schedule of assessments was ‘added to specify the assessments to be performed at these
visits, and the text throughout the protocol was modified accordingly.

e The visit sequence table was revised to include visits unique to directly enrolled subjects.

e The inchusion criferia (Section 6.1) and exclusion criteria (Section 6.2) were modified to
provide the eligibility requirements for directly enrolled subjects, and make a distinction
between the previously existing criteria for LTFU subjects.

The following changes that pertain to all subjects were made:

e Table 5-1 was revised to include directly enrolled subjects and updated to provide
additional clarity regarding assessments. The revised table is shown below in “specific
changes.”

e Introductory information was updated to include background safety data included in the
most current Investigator’s Brochure (cutoff date 08 Sep 2011).
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e Reference to the Global Clinical Safety and Pharmacovigilance department was replaced
by reference to Drug Safety, and SAE reporting contact information was updated.

e BRIEF-P/BRIEF and PedsQL assessments were added and included as variables and
objectives. Descriptions of these assessments were added.

e The contact information in the section pertaining to serious adverse event reporting was
updated.

e The word “active” was replaced with “actual” as a descriptor for suicide attempts, in order
to match the language used in the C-SSRS scale.

e Laboratory safety assessments done at each visit were clarified, but not changed.

e For subjects who prematurely discontinue, age-based targets were specified for the final
down-titration BRV dose.

e Minor editorial changes were made.

e Formatting changes (eg, reduced space between lines in tables; footnote indentation, and
table title number formatting) were made to address new«technical presentation
requirements put in place by UCB. Due to the scope, of these changes and the fact that
they do not represent content changes, they are not.includedin “specific changes.”

e Minor typographical corrections weré made (eg, removalof an extra full stop at the end
of a sentence). These changes arexnotincluded in “specific changes.”
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Specific changes

Change #1, TITLE PAGE

The title page was updated to reflect the current amendment.
Change #2, TITLE PAGE

The original title:

Open-label, single-arm, multicenter, long-term follow-up study to evaluate safety and
efficacy of brivaracetam used as adjunctive treatment in pediatric subjects with epilepsy

Has been changed to:

Open-label, single-arm, multicenter, long-term study to evaluate safety and efficacy-of
brivaracetam used as adjunctive treatment in pediatric subjects with epilepsy

Change #3, SPONSOR DECLARATION

The original text:

Clinical Project Manager

|

Date/Signature
Study Physician
I

Date/Signature
Senior Clinical Program Director
|

Date/Signature

Has been changed to:

Clinical Project Manager
|

Date/Signature
Study Physician
|

Date/Signature
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Change #4, STUDY CONTACT INFORMATION

The original text:

Sponsor Study Physician

Name: I

Address: 8010 Arco Corporate Drive, || R
Raleigh, NC 27617
United States

Phone: ]

Fax: I

Clinical Project Manager

Name: T

Address: UCB Center Bruxelles
Allée de la Recherche 60
B-1070 Bruxelles
Belgium

Phone: [ ]

Fax: I

Has been changed to:

Sponsor Study Physician

Name: C
Address: 8010 Arco Corporate Drive, | R
Raleigh, NC 27617
United States
Phone: ]
ax: I
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Clinical Project Manager

Name: I

Address: UCB Center Bruxelles
Allée de la Recherche 60
B-1070 Bruxelles
Belgium

Phone: ]

Fax: I

Change #5, SERIOUS ADVERSE EVENT REPORTING

The original text:

Serious adverse event reporting (24h), safety related issues, and emergency
unblinding
Fax Europe and Rest of the World (execept Japan): +32 2 386 2421
US: +1 800 880 6949
Canada: +1 877 582 8842
Phone Europe, US, and Rest of the World (except Japan): +32 2 386 2468
Email Europe, US, and Rest of the World (except Japan): GCSP@ucb.com

Has been changed to:

Serious adverse-event reporting (24h) and safety related issues

Europe-and Rest of the World (except Japan): +32 2 386 2421

Fax US:#1 800 880 6949
Canada: +1 877 582 8842
S Europe, US, and Rest of the World (except Japan): DS ICT@ucb.com
mai

Confidential

Page 134 of 346



UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam N01266

Change #6, LIST OF ABBREVIATIONS

The following abbreviations have been added to the list:

ALP alkaline phosphatase

BRIEF® Behavior Rating Inventory of Executive Function®

BRIEF®-P Behavior Rating Inventory of Executive
Function®-Preschool Version

HRQoL health-related quality of life

PedsQL™ Pediatric Quality of Life Inventory™

SerV Screening Visit

TV Titration Visit

The original text for the following abbreviations:

bid twice daily

M month

PDCO European Pediatri¢c Committee
POS partial onset seizures

Has been changed to:

bid bis\in‘die (twice daily)

M Month

PDCO European Paediatric Committee
POS partial-onset seizures

The following abbreviation has'been deleted from the list:

GCSP Global Clinical Safety and Pharmacovigilance

Change #7, SUMMARY, paragraphs 1 through 4
The original-text:

This is aPhase 3, open-label, single-arm, multicenter, long-term follow-up (LTFU) study to
evaluate the safety and efficacy of brivaracetam (BRV) in children with epilepsy. The
primary objective is to document the long-term safety and tolerability of BRV. The secondary
objective is to assess the efficacy of BRV during long-term exposure. The other objectives
are to explore direct cost parameters and to assess the effect of BRV on behavior and
cognition using the age-appropriate Achenbach Child Behavior Checklist (CBCL/1%2-5 or
CBCL/6-18) for subjects >18 months of age at Baseline of the previous study N01263 or
other pediatric studies. The Bayley Scales of Infant and Toddler Development®, Third
Edition (Bayley-III®) will be used to assess subjects enrolled in English-speaking countries
and <18 months of age at Baseline of the previous study N01263 or other BRV pediatric
studies.
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To enroll in this study, subjects must have completed N01263 or will have completed a future
BRYV pediatric study. On entering this study, subjects will continue their BRV treatment at
the individualized dose that they had reached at the completion of their previous pediatric
study. Subjects entering this study from N01263 must be able to tolerate at least 0.4mg/kg of
BRYV twice daily (bid) if >8 years of age or at least 0.5mg/kg bid if <8 years of age. The
maximum BRYV dose for subjects >8 years of age is 3.2mg/kg/day and 4.0mg/kg/day for
subjects <8 years of age. Younger subjects (<7 years of age) will be administered BRV oral
solution (given bid in 2 equally divided doses). Subjects above 50kg will be dosed as adults,
up to a maximum total daily dose not exceeding 200mg/day, and should transition fromthe
oral solution to the equivalent oral tablet dose (given bid in 2 equally divided doses)."Dosé
adjustments of BRV and any concomitant antiepileptic drugs (AEDs) are allowed at any'time
based on clinical judgment.

Subjects will continue to receive BRV treatment in this study for at least 3-¥ears; or-until
approval of BRV has been obtained for pediatric subjects in their age range, or-until the
investigational product development is stopped by the Sponsor.

For subjects who continue in this study until it ends,.the Evaluation Period will extend from
the Entry Visit (EV, Visit 1 [V1]) until the final evaluation-yisit (Final Visit, FV). For
subjects who prematurely discontinue the study, the Evaluation Pefiod will last from the EV
until the Early Discontinuation Visit (EDV), followed by a maximum 4-week Down-Titration
Period, a 2-week study drug-free Safety Period, and'a final Safety Visit (SV).

Has been changed to:

This is a Phase 3, open-label, single:arm,smulticenter, long-term study to evaluate the safety
and efficacy of brivaracetam (BRV) inchildren-with epilepsy. This study was initially
designed for pediatric subjects whochad completed N01263 or would complete other
future pediatric BRV studies (herein referred to as “long-term follow-up” [LTFU]
subjects). With Protocol Amendment-3, enrollment was expanded to include up to

100 subjects >4 years to <17 years-of age with POS who had not previously enrolled in a
pediatric BRV study (herein referred to as “directly enrolled subjects”).

The primary objective is to document the long-term safety and tolerability of BRV. The
secondary objective’is to-assess the efficacy of BRV during long-term exposure. The other
objectives are-to-explore direct cost parameters and to assess the effect of BRV on behavior
and cognition using the age-appropriate Achenbach Child Behavior Checklist (CBCL/1%%-5
or CBCL/6-18) for LTFU subjects >18 months of age at Baseline of the previous BRV study
andfor all directly enrolled subjects. With Protocol Amendment 3, the effect of BRV on
cognition will*also be assessed using the Behavior Rating Inventory of Executive
Function® (BRIEF®)/BRIEF®-Preschool Version (BRIEF®-P) and the effect of BRV on
quality of life will be assessed using the Pediatric Quality of Life Inventory™
(PedsQL™) for LTFU subjects >1 month of age at the Baseline of the previous BRV
study and for all directly enrolled subjects. The Bayley Scales of Infant and Toddler
Development®, Third Edition (Bayley-1II") will be used to assess LTFU subjects enrolled in
English-speaking countries and <18 months of age at Baseline of the previous pediatric
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BRY study; Bayley-11I will not be used to access directly enrolled subjects since all are
to be >4 years of age.

The LTFU subjects will enter directly into the Evaluation Period at the Entry Visit (EV)
and will continue BRV treatment at the individualized dose they were receiving at the
completion of their previous pediatric BRV study. Directly enrolled subjects will enter
NO01266 at the Screening Visit (ScrV), and then participate in up to 3 weeks of an
Up-Titration Period. If a directly enrolled subject demonstrates, in the opinion of the
Investigator, acceptable tolerability and seizure control on the same daily dose of BRV
(no lower than the minimum specified dose) for 7+2 days during the Up-Titration
Period, the subject will attend the EV and enter the Evaluation Period on that dose.

Brivaractam (tablet and oral solution) should be administered twice daily (bid) in

2 equally divided doses. All LTFU subjects must be able to tolerate the minimum dose
specified in the previous BRYV study to be eligible for entry into the Evaluation Period.
This minimum tolerated dose for LTFU subjects from N01263 is/0:8mg/kg/day if

>8 years of age and 1.0mg/kg/day if <8 years of age. The same minimums apply to directly
enrolled subjects as indicated in Section 7.2.

The maximum allowable BRV dose is 3.2mg/kg/day for subjects>8 years of age and
4.0mg/kg/day for subjects <8 years of age. Younger subjects (<7years of age) will be
administered BRV oral solution. Subjects.above 50kgwill be-dosed as adults, up to a
maximum total daily dose not exceeding 200mg/day, and:should transition from the oral
solution to the equivalent oral tablet-dose, if appropriate: With the exception of dose
adjustments for BRV during the Up-Titration Period, which should be made in
accordance with the protocol-specified guidelines; dose adjustments of BRV and any
concomitant antiepileptic drugs (AEDs)-are allowed at any time based on clinical judgment.

Subjects will receive BRV treatment’in this study for approximately 3 years, until approval
of BRV has been obtained for pediatric-subjects in their age range, or until the investigational
product development is stopped by the Sponsor.

For LTFU subjects, the EV is.the first study visit. For directly enrolled subjects, the EV
occurs after subjects-have completed the ScrV and at least 1 Titration Visit (TV), and
have maintained-acceptable tolerability and seizure control on the same daily dose of
BRYV (no lower than the minimum specified dose) for 7+2 days of the Up-Titration
Period. For subjects'who continue in this study until it ends, the Evaluation Period will
extend from the EV until the final evaluation visit (Final Visit, FV). For subjects who
prematurely discontinue the study, the Evaluation Period will last from the EV until the Early
Discontinuatien Visit (EDV), followed by a maximum 4-week Down-Titration Period, a
2-week study drug-free Safety Period, and a final Safety Visit (SV). At selected sites,
subjects may be able to participate in a substudy without withdrawing from N01266.
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Change #8, SUMMARY, paragraphs 8 and 9
The original text:

Other variables include direct cost parameters (such as concomitant medications, medical
procedures, health care provider consultations not foreseen by the protocol, and hospital
stays) and the change in Achenbach CBCL (CBCL/1%2-5 or CBCL/6-18) or the change in
Bayley-III scales over time for subjects enrolled in English-speaking countries.

Up to 500 subjects may possibly enroll in this study, with the number and location of the sites
dependent on those participating in NO1263 and in other future pediatric studies that will
provide access to this LTFU.

Has been changed to:

Other variables include direct cost parameters (such as concomitant medications,medical
procedures, health care provider consultations not foreseen by the protocol, and hospital
stays) and the change in Achenbach CBCL (CBCL/1%:-5 or CBCL/6418), BRIEF-P/BRIEF,
and PedsQL scores, and the change in Bayley-III scales for subjects enrolled in
English-speaking countries.

Up to 600 subjects may possibly enroll in this study. The number‘and location of the sites
will depend on those participating in N01263 and other future pediatric BRV studies from
which LTFU subjects will be enrolled, and those'participating in direct enrollment. Sites
of direct enrollment will include, but not'be limited to;sites participating in N01263 and
other pediatric BRV studies.

Change #9, Section 2.3, Efficacy with BRV
The original header text:

Efficacy with BRV

Has been changed to:

Efficacy with BRV (adult studies)

Change #10, Section 24, Safety with BRV
The original header text:

Safety with-BRV

Has been changed to:

Safety with-BRV (adult studies)

Change #11, Section 2.4. Safety with BRV, paragraph 3
The original text:

In addition, there are 3 ongoing open-label LTFU studies (NO1125, N01199, and N01315)
that include subjects with POS, primary generalized seizures, or ULD who completed 1 of the
Phase 2/3 well-controlled studies. As of 04 Jan 2011, 1629 subjects have been enrolled in
these studies and 1624 subjects have received study medication. The median duration of
BRYV exposure in LTFU studies was 91 weeks. The most common TEAEs based on interim
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safety monitoring review include headache, dizziness, nasopharyngitis, convulsion,
somnolence, and fatigue. Overall, 234 subjects reported SAEs. The only SAE occurring at a
frequency >1% was convulsion (2.4%). Overall, 132 subjects discontinued due to TEAEs.
The most common TEAESs leading to premature discontinuation were convulsion and
depression.

Has been changed to:

In addition, there are 3 ongoing open-label LTFU studies (NO1125, N01199, and NO1315)
that include subjects with POS, primary generalized seizures, or ULD who completed:l\of the
Phase 2/3 well-controlled studies. As of 08 Sep 2011, 1629 subjects have been enrglled into
these studies and 1624 subjects have received study medication. The median duration of
BRYV exposure in LTFU studies was 119 weeks. The most common TEAEs, based on ifiterim
safety monitoring review, include headache, dizziness, nasopharyngitis, convulsion;
somnolence, and fatigue. Overall, 272 subjects reported SAEs. The only-SAE oceurring at a
frequency >1% was convulsion (2.5%). Overall, 142 subjects discontinued dué-to TEAEs.
The most common TEAESs leading to premature discontinuation were convulsion and
depression.

Change #12, Section 2.5, Rationale for-the study, paragraph 3 and 4
The original text:

UCB is developing BRV as an adjunctive.treatment including in subjects <16 years of age
suffering from epilepsy. N01263 is the.first study of BRV-in pediatric subjects. This is an
open-label, fixed 3-step up-titration, PK, safety and.efficacy study to evaluate BRV as
adjunctive therapy in children (aged >1.month to/<16 years) with epilepsy using an oral
solution. The safety and PK data fromsthis study will be used for BRV dose adaptation in
pediatric subjects with epilepsy.

This present study (N01266) will give subjects who have completed N01263 or will have
completed other future BRVipediatric'studies an opportunity to continue BRV treatment for
at least 3 years, or until approval’ef BRV is granted for pediatric subjects in their age range,
or until the investigational product development is stopped by the Sponsor. In addition,
NO01266 will gather;additional long-term safety and tolerability data on BRV in pediatric
subjects with epilepsy while providing access to BRV for subjects who may benefit from
long-term treatment.

Has been changed to:

NO01263'is the-first study of BRV in pediatric subjects. This is an open-label, fixed 3-step
up-titration, PK, safety and efficacy study to evaluate BRV as adjunctive therapy in children
(aged >1 month to <16 years) with epilepsy using an oral solution. The safety and PK data
from this study will be used for BRV dose adaptation in pediatric subjects with epilepsy.

NO01266 was originally designed to give subjects who complete NO1263 or other future
pediatric BRYV studies (ie, LTFU subjects) an opportunity to continue BRV treatment for
approximately 3 years, until approval of BRV is granted for pediatric subjects in their age
range, or until the investigational product development is stopped by the Sponsor. With
Protocol Amendment 3, enrollment is expanded to include up to 100 eligible subjects

Confidential Page 139 of 346



UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam N01266

>4 years to <17 years of age with POS who have not participated in another pediatric
BRY study (ie, directly enrolled subjects). Thus, N01266 will gather additional long-term
safety and tolerability data on BRV in pediatric subjects with epilepsy while providing access
to BRV for subjects who may benefit from long-term treatment.

Change #13, Section 3.3, Other objectives
The original text:
e To explore direct cost parameters

e To assess the effect of BRV on behavior using the Achenbach CBCL in subjects
>18 months of age

e To assess the effect of BRV on cognition using the Bayley-III scales in$ubjects
<18 months of age (applicable only to subjects enrolled in English-speaking,countries)

Has been changed to:
e To explore direct cost parameters

e To assess the effect of BRV on behavior using the Achenbach CBCL in subjects
>18 months of age

e To explore the effect of BRV on cognition using-the BRIEF-P/BRIEF in subjects
>2 years of age

e To assess the effect of BRV on<€ognition using the Bayley-III scales in subjects
<18 months of age (applicable only to.LTFU stbjects enrolled in English-speaking
countries)

e To explore the effect of BRV on health-related quality of life (HRQoL) using the
PedsQL in subjects >1 month'of age

Change #14, Section 4.3, Other variables
The original text:
The other variables-include the following:

e Direct cost:;parametérs: concomitant medications, medical procedures, health care
provider consultations not foreseen by the protocol, and hospital stays

e Change overtime from previous study Baseline in the Achenbach CBCL score: the
Achenbach €BCL/172-5 for children from 1% to 5 years old and the Achenbach
CBCL/6518 for children 6 years and older

e Change over time from previous study Baseline in the Bayley-III scales for children
<18 months of age (applicable only to subjects enrolled in English-speaking countries)
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Has been changed to:
The other variables include the following:

e Direct cost parameters: concomitant medications, medical procedures, health care
provider consultations not foreseen by the protocol, and hospital stays

e Change from Baseline in the Achenbach CBCL score: the Achenbach CBCL/1%-5 for
children from 1% to 5 years old and the Achenbach CBCL/6-18 for children 6 years and
older

e Change from Baseline in the BRIEF-P/BRIEF score for subjects >2 years of-age

e Change from previous BRYV study Baseline in the Bayley-III scales for children
<18 months of age (applicable only to LTFU subjects enrolled in English=speaking
countries)

e Change from Baseline in PedsQL for subjects >1 month of age
Change #15, Section 5.1, Study description, paragraphs.1.through 5
The original text:

This is a Phase 3, open-label, single-arm, multicenter, KTFU study to evaluate the safety and
efficacy of BRV in up to 500 subjects with epilepsy~Subjects-had to be <16 years of age
upon entry in their previous pediatric study.

To enroll in this LTFU study, subjects,must have completed N01263 or will have completed
a future BRV pediatric study. On.entering the LTFU-study, subjects will continue their BRV
treatment at the individualized'dose that.they had\réached at the completion of the previous
study. Younger subjects (<7 years oflage) will\be administered BRV oral solution (given bid
in 2 equally divided doses). Subjects‘above’50kg will be dosed as adults, up to a maximum
total daily dose not exceeding 200mg/day, and should transition from the oral solution to the
equivalent oral tablet dose (given bid in 2 equally divided doses). Dose adjustments of BRV
and/or concomitant AEDs.are allowed at any time based on clinical judgment. Further
information on the tredtment administered is presented in Section 7.2.

Subjects will continue to receive BRV treatment in this study for at least 3 years, or until
approval for BR V-has-been obtained for pediatric subjects in their age range, or until the
investigational product-development is stopped by the Sponsor.

For subjeets who continue in the study until it ends, the Evaluation Period will extend from
the EV.to the-FV. For subjects who prematurely discontinue the study, the Evaluation Period
will)last from the EV until the EDV. Following the EDV, subjects will have their dose of
BRYV down titrated over a maximum of 4 weeks (Down-Titration Period). After 2 weeks free
of study drug (Safety Period), subjects will complete the SV.

During the Evaluation Period, MEVs and FEVs will be performed alternatively every month
during the first 3 months and every 3 months thereafter, with a YEV every 12 months. The
sequence of these visits is presented in Section 5.3. Both safety data and efficacy data
(seizure data) will be collected during the study. A list of the study assessments performed at
each of the visits is presented in Section 5.2.
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Has been changed to:

This is a Phase 3, open-label, single-arm, multicenter, long-term study to evaluate the safety
and efficacy of BRV in up to 600 subjects with epilepsy. Subjects who enroll in N01266
from N01263 or another pediatric BRV study (ie, LTFU subjects) must have been

<16 years of age upon entry in their previous study; eligible subjects who have POS and
enroll in N01266 without having participated in a previous pediatric BRV study (ie,
directly enrolled subjects) must be >4 years to <17 years of age.

Upon enrollment, eligible LTFU subjects will enter the Evaluation Period and continue
their BRV treatment in accordance with their individualized dose at the completion of
their previous pediatric BRV study. Directly enrolled subjects will be screened and
participate in up to 3 weeks of an Up-Titration Period. If a directly enrolled-subject
demonstrates, in the opinion of the Investigator, acceptable tolerability and seizure
control on the same daily dose of BRV (no lower than the minimum specified dose) for
7+2 days during the Up-Titration Period, the subject will attend‘the EV-and enter the
Evaluation Period on that dose.

Brivaracetam (tablet and oral solution) should be-administered bid in 2 equally divided
doses. All LTFU subjects must be able to tolerate the minimunvyBRYV dose specified in
the previous study to be eligible for entry into-the Evaluation-Period of N01266. For
LTFU subjects from N01263, this minimum-tolerated BRV dose is 0.8mg/kg/day if >8
years of age and 1.0mg/kg/day if <8 years of age. The same minimums apply to directly
enrolled subjects.

For all subjects enrolled in N01266, themaximum BRYV dose is 3.2mg/kg/day for
subjects >8 years of age and 4.0mg/kg/day for subjects <8 years of age. Younger subjects
(<7 years of age) will be administered’BRV oral solution. Subjects above 50kg will be dosed
as adults, up to a maximum total daily dose'not exceeding 200mg/day, and should transition
from the oral solution to the equivalent-eral tablet dose. Dose adjustments of BRV and/or
concomitant AEDs are allowed at any time based on clinical judgment; however, during the
Up-Titration Period, dose-adjustments for BRV should be made only as specified in
Section 7.2.1. Additional infotmation on BRV administration is presented in Section 7.2.
Subjects will continue to receive BRV treatment in this study for approximately 3 years,
until approval for BRV has been obtained for pediatric subjects in their age range, or until the
investigationahproduct development is stopped by the Sponsor.

For LTEU subjects, the EV is the first study visit. For directly enrolled subjects, the EV
is the.visit at which subjects enter the Evaluation Period and occurs after subjects have
completed-the ScrV and at least 1 Titration Visit (TV). For subjects who continue in the
study until it ends, the Evaluation Period will extend from the EV to the FV. For subjects
who prematurely discontinue the study, the Evaluation Period will last from the EV until the
EDV. Following the EDV, subjects will have their dose of BRV down titrated over a
maximum of 4 weeks (Down-Titration Period). After 2 weeks free of study drug (Safety
Period), subjects will complete the SV.

During the Evaluation Period, MEVs and FEVs will be performed alternatively every month
during the first 3 months and every 3 months thereafter, with a YEV every 12 months. The
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sequence of these visits is presented in Section 5.3. Both safety data and efficacy data
(seizure data) will be collected during the study. Lists of the study assessments performed at
each of the visits are presented in Section 5.2.

Change #16, Section 5.1.1, Study duration per subject, paragraph 1
The original text:

The maximum duration for subject participation will extend from study entry (EV, V1) fot at
least 3 years, or until approval of BRV has been obtained for pediatric subjects in their@age
range, or until the investigational product development is stopped by the Sponsor.

Has been changed to:

Subject participation will extend from study entry for approximately 3 years; until approval
of BRV has been obtained for pediatric subjects in their age range, or until the investigational
product development is stopped by the Sponsor. Study entry is definéd- as the EV for
LTFU subjects and the ScrV for directly enrolled subjects.

Change #17, Section 5.1.2, Planned number of subjects. and sites
The original text:

Up to 500 subjects (<16 years of age upon entry in their'previous pediatric study) may
possibly enroll in this study during the pediatric devielopment plan, based upon the
assumption that 90% of subjects having eompleted.a previous pediatric study with BRV as
adjunctive treatment in epilepsy will rollover into the present study.

Has been changed to:

As originally designed, up to 500 subjects (<16-years of age upon entry in their previous
pediatric BRV study) might possibly enrolb in this study during the pediatric development
plan, based upon the assumption that 90% of subjects having completed a previous pediatric
study with BRV as adjunctive treatment in epilepsy would rollover into N01266.

With Protocol Amendment 3, enrollment is expanded to include up to 100 eligible
directly enrolled subjects >4 years to <17 years of age with POS, which will allow up to
600 subjects to enroll in N01266 instead of the up to 500 originally planned.
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Change #18, Section 5.1.3, Anticipated regions and countries
The original text:

The regions and countries participating in this study will depend on the location of the sites
participating in the previous pediatric study/studies, as these sites should have access to this
LTFU study. Europe, US, and Mexico are foreseen, with the possibility to extend to other
countries and regions if deemed necessary.

Has been changed to:

As originally designed, the regions and countries participating in this study depended oncthe
location of the sites participating in the previous pediatric BRV study/studies, as, these sites
should have had access to the originally planned LTFU study. Europe, US,@andMexico
were foreseen, with the possibility to extend to other countries and regions if deemed
necessary.

With Protocol Amendment 3, directly enrolled subjects may be-enrolled from sites
participating in N01263 and possibly other sites, including, but notJimited to, those
participating in other pediatric BRV studies.

Change #19, Section 5.2, Schedule of study.assessments, header text
The original text:

Schedule of study assessments

Has been changed to:

Schedules of study assessments

Change #20, Section 5.2, Schedule of study assessments

The following text has been added immediately below the section header:

Once a directly enrolled subject demionstrates, in the opinion of the Investigator,
acceptable tolerability and seizure control on the same daily dose of BRV (no lower than
the minimum specified dose) for 7+2 days during the Up-Titration Period, the subject
will attend the EV;enter-the’Evaluation Period on that dose, and follow the study
assessments in Table 5-1.

Table 5-1 provides‘a)schedule of all study assessments for LTFU subjects and for
assessments subsequent to the final TV for directly enrolled subjects. Table 5-2 provides
a schedule of study assessments for directly enrolled subjects from the ScrV through the
final TV.
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Change #21, Section 5.2, Table 5:1
The original title:

Schedule of study assessments

Has been changed to:

Schedule of all study assessments for LTFU subjects and assessments
subsequent to the final TV for directly enrolled subjects
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The original header:
Period . Down- Safety
Evaluation o (Drug-
Titration
free)
Visit Minimal Full Yearly Early Down-
- . . Evaluation | Unscheduled [ . . . oo Safety
Entry Visit | Evaluation | Evaluation g, . . Discontinuation | Titration ..
. . Visit/Final Visit N .. Visit
Visit Visit . . Visit Visit
Visit
(EV)* (MEYV) (FEV) (YEV/FV?) LY) (EDV) (DTV)* (SV)
Has been changed to:
Period . Down- Safety
Evaluation o (Drug-
Titration
free)
Visit Minimal Full Yearly Early Down-
- . . Evaluation | Unscheduled . . . o Safety
Entry Visit | Evaluationt| Evaluation W e . . Discontinuation | Titration ..
. . 2 N Visit/Final Visit .. . . Visit
Visit Visit . . Visit Visit
Visit
(EV) (MEYV) (FEY) (YEV/FV") (UV) (EDV) (DTV)¢ (SV)
Subjects LTFU | DE All

The following row was deleted:

Demographic data

X
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The following cells have been added:

BRIEF-P/BRIEF? X X X

PedsQL! X X X

The original table has been replaced with the following (with changes in addition to those noted above [title and
header] indicated):

Table 5-1: Schedule of all study assessments for LTFU-subjects and assessments subsequent to the
final TV for directly enrolled subjects

Period Safety
. Down-
Evyaluation o (Drug-
Titration
free)
Visit . . Yearly
.. Mlmm.a ! Full. Evaluation | Unscheduled . Ea.rly . ].)OWI.I- Safety
Entry Visit | Evaluation’ |/ Evaluation Oy . . Discontinuation | Titration . .
. (. Visit/Final Visit . .. Visit
Visit Yisit . Visit Visit
Visit
(EV) (MEYV) (FEY) (YEV/FV") (UV) (EDV) (DTV)* (SY)
Subjects LTFU* | DE All
Assessment
Written informed
X
consent/assent
Subject identification
. . X
card dispensing
Chlldbearlng i X x x x x
potential
Verification X
inclusion/exclusion
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Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent to the
final TV for directly enrolled subjects

Period Safety
. Down-
Evaluation o (Drug-
Titration
free)
Visit Minimal Full Yearly Early Down-
- . . Evaluation | Unscheduled-| .. . . o Safety
Entry Visit | Evaluation | Evaluation el . . Discontinuation | Titration . .
.. . . Visit/Final Visit .. .. Visit
Visit Visit . Visit Visit
Visit
(EV) (MEV) (FEV) (YEV/EV?) (UV) (EDV) (DTV)* (SV)
Subjects LTFU* | DE All
Assessment
criteria
Physical and
neurological X? X X X X X
examinations
Psychiatric and X3 X % x % %
mental status
Vital signs¢ Xx# X X X X X X X
Bqdy weight and xa X X X X X x
height
ECG* x? X X X X!
EEG® x? X X X X
DRC dispensed X X X X xh X X
DRC retrieved X X X X X X X
Seizure count x? X X X X X X X
Assessment of seizure X X
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Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent to the
final TV for directly enrolled subjects
Period . Down- Safety
Evaluation o (Drug-
Titration
free)
Visit Minimal Full Yearly Early Down-
- . . Evaluation | Unscheduled-| .. . . o Safety
Entry Visit | Evaluation | Evaluation el . . Discontinuation | Titration . .
- .. Visit/Final Visit .. . . Visit
Visit Visit .. Visit Visit
Visit
(EV) (MEV) (FEV) (YEV/EV?) (UV) (EDV) (DTV)* (SV)
Subjects LTFU* | DE All
Assessment
types'
Recording of X | X X X X X X X X
medications’
Recording of xa X X X x X x X x
procedures
Recording of AEs* X2 X X X X X X X X
IVRS X X X X X X X X X
Study drug dispensed X X X X xh X
Study drug returned' X X X X X X
Study drug X X X X X X
compliance
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Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent to the
final TV for directly enrolled subjects
Period . Down- Safety
Evaluation o (Drug-
Titration
free)
Visit Minimal Full Yearly Early Down-
- . . Evaluation | Unscheduled-| .. . . o Safety
Entry Visit | Evaluation | Evaluation el . . Discontinuation | Titration . .
.. .. Visit/Final Visit .. . . Visit
Visit Visit . Visit Visit
Visit
(EV) (MEV) (FEV) (YEV/EV?) (UV) (EDV) (DTV)* (SV)
Subjects LTFU* | DE All
Assessment
Laboratory
assessments for X® X Xn X X X Xt
safety™
BRV plasrpa . X X X
concentrations
Phenytoin plasma
concentrations, if X X X X XF
applicable
C-SSRSP x? X X X X X X X
Bayley-III scales? X X X
Achenbach CBCL* X X X
BRIEF-P/BRIEF* X X X
PedsQL! X X X
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Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent to the
final TV for directly enrolled subjects

Period Safety
. Down-
Evaluation o (Drug-
Titration
free)
Visit Minimal Full Yearly Early Down-
- . . Evaluation | Unscheduled-| .. . . o Safety
Entry Visit | Evaluation | Evaluation el . . Discontinuation | Titration . .
.. . . Visit/Final Visit .. .. Visit
Visit Visit . Visit Visit
Visit
(EV) (MEYV) (FEV) (YEV/EV?) (UV) (EDV) (DTV)* (SY)
Subjects LTFU* | DE All
Assessment
Health care provider
consultations not x? X X X X X X X X
foreseen by protocol
Hospital stays" X X X X X X X X X
End of study status XY X

AE=adverse event; AED=antiepileptic drug; ALP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate aminotransferase;
Bayley-I1I=Bayley Scales of Infant and Toddler Development, Third*Edition; BRIEF=Behavior Rating Inventory of Executive Function;
BRIEF-P=Behavior Rating Inventory of Executive Function-Preschool Version; BRV=brivaracetam; CBCL=Child Behavior Checklist;
C-SSRS=Columbia-Suicide Severity Rating Scale; DE=directly enrolled; DRC=daily record card; ECG=electrocardiogram; eCRF=electronic case report
form; EEG=electroencephalogram; GGT=gamma-glutamyltransferase; [VRS=interactive voice response system; LTFU=long-term follow-up; M=Month;
PedsQL=Pediatric Quality of Life Inventory; SAE=setious adverse event; TV=Titration Visit; V=Visit

2 For LTFU subjects, the following data will'be obtained from Baseline of the previous pediatric BRV study and should not be recorded on the eCRF for
NO01266: demographics, general medical and procedure history, epilepsy history, AED history, height, Bayley-III scales, the Achenbach CBCL,
BRIEF-P/BRIEF, and PedsQL scores. Thefollowing data will be obtained from the final visit of the previous pediatric BRV study and should not be
recorded in the eCRF for N01266:*AEs,.childbearing potential, recording of medications, recording of procedures, seizure count, EEG, ECG,
laboratory assessments for safety, including phenytoin plasma concentrations (if applicable), the C-SSRS, vital signs, body weight, physical and
neurological examinationsy psychiatric'and mental status, and data on health care provider consultations not foreseen by the protocol and hospital stays. The
EV is also the final eyaluation visitof.the previous pediatric BRV study.

b For subjects staying in'the study until it ends, the same procedures as for a YEV should be performed at the subject’s FV.

¢ Visit should be scheduled at the end of the Down-Titration Period. The duration of the Down-Titration Period will depend on when the final dose of the
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Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent to the
final TV for directly enrolled subjects

Period Safety
. Down-
Evaluation o (Drug-
Titration
free)
Visit Minimal Full Yearly Early Down-
- . . Evaluation | Unscheduled-| .. . . o Safety
Entry Visit | Evaluation | Evaluation el . . Discontinuation | Titration . .
.. .. Visit/Final Visit .. . . Visit
Visit Visit . Visit Visit
Visit
(EV) (MEYV) (FEV) (YEV/EV?) (UV) (EDV) (DTV)* (SY)
Subjects LTFU* | DE All
Assessment

study drug was taken during the Evaluation Period, with a maximum duration of4\weeks,

4 Vital sign measurements include blood pressure, pulse rate, and bedy temperatiire:

¢ An ECG has to be scheduled once a year at the YEV and at the(EDVin the ease of.eatly‘discontinuation.

f At the SV, ECGs, laboratory assessments for safety, and determination,df phenytoin'plasma concentration will be performed only if abnormal at the EDV.

¢ EEG (for LTFU subjects only)

o For subjects >2 years of age on the day of the study visit andwith typical absence seizures: every 3 months during the first 6 months (starting at V4),
and then yearly thereafter: an EEG of at least 1 hour of recording ineluding hyperventilation and intermittent photic stimulation must be performed
for efficacy assessment. For subjects prematurely discontinuing ffom the study, an EEG of at least 1 hour of recording should also be performed at
the EDV.

e  For subjects >1 month to <2 years of age on the!day of the study visit: every 3 months during the first 6 months (starting at V4), then yearly
thereafter: an EEG of at least 24 hours of recording including sleeping and awakening periods must be performed for efficacy assessment. For
subjects prematurely discontinuing from the-study,.an. EEG of at least 24 hours of recording should also be performed at the EDV.

" No DRC or study drug will be dispensed at the\FV.

! The assessment of seizure types will be dongyat 6-monthly intervals (at the FEV and the YEV) for subjects <2 years of age.

i For LTFU subjects, any ongoing medications (ineluding AEDs and non-AEDs) at the time the subject completed the previous pediatric BRV study
should not be recorded in the eCRF forIN01266,unless there is a change regarding the administration of the medication. In this event, the start date
corresponding to the date of change in administration should be recorded in the eCRF.

K For LTFU subjects, any ongoing AEs.dt.the time the subject completed the previous pediatric BRV study should not be recorded on the eCRF for
NO01266, unless there is a change in int€nsity or seriousness. In this event, the AE should be recorded in the eCRF for N01266, with the onset date
corresponding to the date©f,changein)jcondition.

! Drug return includes stidy medication intake recording and accountability.

™ Full laboratory assessments for safety include hematology, biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and GGT), and
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Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent to the
final TV for directly enrolled subjects

Period Safety
. Down-
Evaluation o (Drug-
Titration
free)
Visit Minimal Full Yearly Early Down-
- . . Evaluation | Unscheduled-| .. . . o Safety
Entry Visit | Evaluation | Evaluation el . . Discontinuation | Titration . .
.. .. Visit/Final Visit .. . . Visit
Visit Visit . Visit Visit
Visit
(EV) (MEYV) (FEV) (YEV/EV?) (UV) (EDV) (DTV)* (SY)
Subjects LTFU* | DE All
Assessment

endocrinology for all subjects and urinalysis for subjects >4 years of.age as described in Section 9.5.1. Female subjects with a Tanner stage >1 should have

a urine pregnancy test performed at all laboratory assessment visits, except for the\EDV-and the SV, when a serum pregnancy test will be performed.

Endocrinology testing will be performed at the YEV/FV.

Laboratory assessments are to be done only at the MEV.at V4 (M3)(and V6 (M9) and are to include only hepatic monitoring (ALE, AST, ALP,

total bilirubin, and GGT).

In addition to the scheduled assessments, a pharmacokinetic sample for determination of BRV plasma concentration should be taken whenever a

subject experiences an SAE.

The C-SSRS will be administered to subjects >6 years of age. The “Sinee Last Visit” version of the C-SSRS will be used, with the following exception:

If a subject turns 6 years of age during N01266, the “Already Enrolled” version of the C-SSRS should be completed at the first visit after the sixth

birthday, and the “Since Last Visit” version of the'C-SSRS should’'be completed at subsequent visits.

The cognition scale (Bayley-III) to be used in N01266 for subjects <18 months of age and enrolled in English-speaking countries will be the same as the

one used in the previous pediatric BRV study. If:the’subjectireaches 18 months of age in this study, the subject will still be assessed using the Bayley-III to

allow for an evaluation of the change from Baseline even if his/her age increases to >18 months.

' The version of the Achenbach CBCL (CBCL/1Y2-5 or CBCL/6-18) should be in accordance with the subject’s age, with the following exception: If a
subject completed the Achenbach CBCL/1'5-5 at.the Baseline assessment (previous pediatric BRV study for LTFU subjects and ScrV for directly
enrolled subjects) and turns 6 years of age between that assessment and the initial YEV, the CBCL/1'4-5 should be completed through and
including the initial YEV, and subsequently'the CBCL/6-18 should be completed.

$ The BRIEF-P should be used for-subjects >2 years to <5 years of age and the BRIEF should be used for subjects >5 years of age, with the following
exception: For subjects who_completed'the BRIEF-P at the Baseline assessment (previous pediatric BRV study for LTFU subjects and ScrV for
directly enrolled subjects) and turn 6'years of age between that assessment and the initial YEV, the BRIEF-P should be completed through and
including the initial YEV, and subsequently the BRIEF should be completed.

* The version of the PedsQL used should be consistent with the subject’s age at each visit when it is administered with the following exception: If a
subject ages up to-the next PedsQL between the Baseline assessment (previous pediatric BRV study for LTFU subjects and ScrV for directly

=

=)

=

=
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Schedule of all study assessments for LTFU subjects and assessments subsequent to the
final TV for directly enrolled subjects

Table 5-1:

Period Safety
. Down-
Evaluation o (Drug-
Titration
free)
Visit Minimal Full Yearly Early Down-
- . . Evaluation | Unscheduled-| .. . . o Safety
Entry Visit | Evaluation | Evaluation el . . Discontinuation | Titration . .
.. .. Visit/Final Visit .. . . Visit
Visit Visit . Visit Visit
Visit
(EV) (MEYV) (FEV) (YEV/EV?) (UV) (EDV) (DTV)* (SY)
Subjects LTFU* | DE All
Assessment

enrolled subjects) and the initial YEV, the PedsQL that was used at the Baseline assessment should be completed through and including the initial
YEV, and subsequently the PedsQL consistent with the age atithe time of.assessment should be completed.

" This refers to any hospital stay that occurs during the study. Data'recorded in"the eCRF,include the reason for the hospitalization, the admission ward,
transfers, and length of stay.
End of study status only for subjects who continue in the§tudy untihit ends and{for whom the visit corresponds to the final evaluation visit or FV.
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Change #22, Section 5.2, Schedule of study assessments
Table 5-2 has been added.
Change #23, Section 5.3, Visit sequence, Table 5:2

The following cells were added:

Directly enrolled subjects

Visit Type of visit
ServV Screening
W1 TV1? TY
w2 TV2? TV
W3 TV3a TV
All subjects

The following cells were deleted:

Subjects coming from any pediatric study providing)access-to'this LTFU

Month (M) Visit, (V) Type of visit

The following have been added to the abbreviations list:
BRV=brivaracetam; M=Month; ScrV=Screening Visit;"TV=Titration Visit; V=Visit; W=Week
The original footnotes:

2 The Entry Visit is the final evaluation visit.efithe previeus pediatric study.
b Subsequent years will follow the same visit'schedule.
¢ Liver function tests only will be performed as described in Section 9.5.1.

Have been changed to (and referenced in the table in accordance with the
updated lettering, as applicable):

2 All directly enrolled subjects must'participate in at least TV1, but may participate in fewer than 3 TVs
as described in Section 7.2.1.

b For LTFU subjects,the EV_ s the final evaluation visit of the previous pediatric BRV study. For directly
enrolled subjects, the EV(represents the point of entry into the Evaluation Period.

¢ Hepatic monitoring tests only will be performed as described in Section 9.5.1.

4 Subsequentiyears will follow the same visit schedule.
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Change #24, Section 5.4, Rationale for study design and selection of
dose

The original text:

This present study will allow additional BRV long-term safety and tolerability data to be
collected from pediatric subjects with epilepsy who will have participated in previous BRV
pediatric studies and now have the opportunity to continue BRV treatment. The safety and
efficacy data collected in this LTFU study will support the applications for BRV indications
in pediatric patients.

A physiologically-based PK model (NO1313) was developed to predict the doses ta be tested
in NO1263. For subjects aged >8 years, the approximate doses to be administeredare 0:4,70.8,
and 1.6mg/kg bid (0.8, 1.6, and 3.2 mg/kg/day corresponding to 50, 100, and.200mg/day in
adults). For subjects aged <8 years, the approximate doses to be administered are 0.5, 1.0,
and 2.0mg/kg bid (1.0, 2.0, and 4.0 mg/kg/day, respectively). Daily doses willbe adjusted by
body weight, but will not exceed maximums of 50mg/day, 100mg/day, and:200mg/day. The
dose selection was based on the following observations in adult,subjects:

e The PK of BRV is linear and of low variability in adults:up to 1-order of magnitude above
the therapeutic dose range.

e Efficacious doses in adults are expected to-be fromS50mg/day up to 200mg/day.

e Drug clearance is expected to be higher in children than in adults because of the
physiologically based PK simulations.

In this LTFU study, subjects will start on the individual BRV dose that they had reached at
the completion of the previous pediatric-study«(NO1263 or any future pediatric study).
Subjects entering this LTFU must.beable to tolerate the minimum dose and not exceed the
maximum dose from their previous pediatric study. The maximum dose allowed in this study
will be 200mg/day.

Has been changed to:

N01266 will allow BRV longzterm safety and tolerability data to be collected from pediatric
subjects with epilepsy whowill have participated in previous pediatric BRV studies and now
have the opportunity to ‘continue BRV treatment, and from directly enrolled subjects with
POS. The safety andefficacy data collected in this study will support the applications for
BRYV indications in-pediatric patients.

Each LTFU subject will begin treatment in N01266 at the individualized BRYV dose
he/she wasreceiving at the completion of the previous pediatric study. Directly enrolled
subjects will participate in up to 3 weeks of an Up-Titration Period. If a subject
demonstrates, in the opinion of the Investigator, acceptable tolerability and seizure
control on the same daily dose of BRV for 7+2 days during the Up-Titration Period, the
subject will be allowed to enter the Evaluation Period (subject must be able to tolerate
the minimum specified dose; see Section 7).

A physiologically-based PK model (NO1313) was developed to predict the doses to be tested
in NO1263. The same doses that were used for up titration in N01263 will be used for the
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3 consecutive weeks that comprise the Up-Titration Period of N01266. For subjects

>8 years of age, the approximate doses to be administered 0.4, 0.8, and 1.6mg/kg bid (0.8,
1.6, and 3.2mg/kg/day, respectively, corresponding to 50, 100, and 200mg/day in adults) for
Weeks 1, 2, and 3 of up titration, respectively. For subjects <8 years of age, the
approximate doses to be administered are 0.5, 1.0, and 2.0mg/kg bid (1.0, 2.0, and
4.0mg/kg/day, respectively) for Weeks 1, 2, and 3 of up titration, respectively. Daily doses
will be adjusted by body weight, but will not exceed maximums of 50mg/day, 100mg/day,
and 200mg/day. The dose selection was based on the following observations in adult
subjects:

e The PK of BRV is linear and of low variability in adults up to 1 order of magnitude above
the therapeutic dose range.

e Efficacious doses in adults are expected to be from 50mg/day up to 200mg/day-.

e Drug clearance is expected to be higher in children than in adults-because©f the
physiologically based PK simulations.

Brivaracetam (tablet and oral solution) should be administered twice daily (bid) in

2 equally divided doses. All LTFU subjects must'be ablejto tolerate the minimum dose
specified in the previous BRYV study to be eligible forentry into.the Evaluation Period of
N01266. This minimum tolerated BRYV dose for LTFU subjects from N01263 is
0.8mg/kg/day if >8 years of age and 1.0mg/kg/day.if <8 years of age. The same
minimums apply to directly enrolled subjects.

The maximum allowable BRV dosein N01266 is-3.2mg/kg/day for subjects >8 years of
age and 4.0mg/kg/day for subjects <8.years of.age. Younger subjects (<7 years of age)
will be administered BRYV oral solution. Subjects above 50kg will be dosed as adults, up
to a maximum total daily dose not'exceeding 200mg/day, and should transition from the
oral solution to the equivalent oral tablet dose, if appropriate.

The maximum BRYV dose allowed invthis study will be 200mg/day (100mg bid), which is the
maximum allowed dose for those subjects dosed as adults.

Change #25, Section 6.1, Inclusion criteria
The original text:
To be eligible to participate in this study, all of the following criteria must be met:

1. An Institutional Review Board (IRB)/Independent Ethics Committee (IEC) approved
wtitten Informed Consent form is signed and dated by the parent(s) or legal
representative(s). The Consent form or a specific Assent form, where required, will be
signed and dated by minors.

2. Subject/legal representative is considered reliable and capable of adhering to the protocol
(eg, able to understand and complete diaries), visit schedule, or medication intake
according to the judgment of the Investigator.

3. Male or female subjects having participated in a previous pediatric study in epilepsy with
BRYV, and having access to the present study, and for whom a reasonable benefit from
long-term administration of BRV is expected.
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4. Female subjects without childbearing potential are eligible.

5. Female subjects with childbearing potential who are not sexually active are eligible.
Subjects need to notify the Investigator if there is an anticipated change in status.

6. Female subjects with childbearing potential who are sexually active are eligible if they
use a medically accepted contraceptive method. Oral or depot contraceptive treatment
with at least ethinylestradiol 30ug per intake or ethinylestradiol 50ug per intake if
associated with any strong inducer (eg, carbamazepine, phenobarbital, primidone,
phenytoin, oxcarbazepine, St. John’s Wort, rifampicin), a monogamous relationship.with
a vasectomized partner, or double-barrier contraception, are acceptable methods:~The
subject must understand the consequences and potential risks of inadequately protected
sexual activity, be educated about and understand the proper use of contraceptive
methods, and undertake to inform the Investigator of any potential change in.status.

7. Female subjects with childbearing potential must have a negative pregnaney test at the
EV.

Has been changed to the following, which in¢cludes movement of some original
criteria under new headers and the addition of new sections:

To be eligible to participate in this study, all ef'the follewing criteria must be met as
specified. Criteria that were in place before-Protocol Amendment 3 have retained the
previous numbering.

6.1.1 Inclusion criteriafor-all subjects

1. An Institutional Review Board.(IRB)/Independent Ethics Committee (IEC) approved
written Informed Consent form is_signed and dated by the parent(s) or legal
representative(s). The Consent form or a-specific Assent form, where required, will be
signed and dated by minors.

2. Subject/legal representative-is considered reliable and capable of adhering to the protocol
(eg, able to understand and complete diaries), visit schedule, or medication intake
according to the judgment of the Investigator.

4. Female subjects'without childbearing potential are eligible.

5. Female subjects with-childbearing potential who are not sexually active are eligible.
Subjectsneed to'netify the Investigator if there is an anticipated change in status.

6. Female subjects with childbearing potential who are sexually active are eligible if they
use-a medically accepted contraceptive method. Oral or depot contraceptive treatment
with at least ethinylestradiol 30pg per intake or ethinylestradiol 50ug per intake if
associated with any strong inducer (eg, carbamazepine, phenobarbital, primidone,
phenytoin, oxcarbazepine, St. John’s Wort, rifampicin), a monogamous relationship with
a vasectomized partner, or double-barrier contraception, are acceptable methods. The
subject must understand the consequences and potential risks of inadequately protected
sexual activity, be educated about and understand the proper use of contraceptive
methods, and undertake to inform the Investigator of any potential change in status.

7. Female subjects with childbearing potential must have a negative pregnancy test.
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6.1.2 Inclusion criteria for LTFU subjects only

3. Male or female subjects having participated in a previous pediatric study in epilepsy with
BRYV and for whom a reasonable benefit from long-term administration of BRV is
expected.

6.1.3 Inclusion criteria for directly enrolled subjects only

8. Subject is a male or female >4 years to <17 years of age.

9. Subject has a clinical diagnosis of POS according to the ILAE classification.
10. Subject has an EEG compatible with the clinical diagnosis of POS.

11. Subject has been observed to have uncontrolled POS after an adequate-eourse.of
treatment (in the opinion of the Investigator) with at least 1 AED (concurrently or
sequentially).

12. Subject had at least 1 seizure (POS) during the 3 weeks before the ScrV.

13. Subject is taking at least 1 AED. All AEDs need to be ata stable«dose for at least
7 days before the ScrV. Vagal nerve stimulator-stable for at least 2 weeks before the
ScrV is allowed and will be counted as a concomitant AED: Benzodiazepines taken
more than once a week (for any indication)'will. be considered as a concomitant
AED.

Change #26, Section 6.2, Exclusion criteria

The original text:

Subjects are not permitted to entoll in the study-ifiany of the following criteria is met:
1. Subject is a pregnant or nursing-female.

2. Subject has developed hypersensitivity to any components of the investigational
medicinal product (IMP).or comparative drugs as stated in this protocol during the course
of the previous study:

3. Subject has severe.medical,\neurological, or psychiatric disorders or laboratory values,
which may havéan impact on the safety of the subject.

4. Subject had-poor eompliance with the visit schedule or medication intake in the previous
BRYV study.

5. Subject hasplanned participation in any clinical study of another investigational drug or
device.

6. Subject has any medical condition, which in the Investigator’s opinion, warrants
exclusion.

7. Subject has a lifetime history of suicide attempt (including an active attempt, interrupted
attempt, or aborted attempt), or has suicidal ideation in the past 6 months as indicated by
a positive response (“Yes”) to either Question 4 or Question 5 of the Columbia-Suicide
Severity Rating Scale (C-SSRS) at the EV.
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Has been changed to the following, with movement of some original criteria
under new headers and the addition of new sections:

Subjects are not permitted to enroll in the study if any of the following criteria are met as
specified. Criteria that were in place before Protocol Amendment 3 have retained the
previous numbering.

6.2.1 Exclusion criteria for all subjects
1. Subject is a pregnant or nursing female.

3. Subject has severe medical, neurological, or psychiatric disorders or laboratory. values;
which may have an impact on the safety of the subject.

5. Subject has planned participation in any clinical study of another investigational-dcug or
device.

6. Subject has any medical condition, which in the Investigator’s opinion, warrants
exclusion.

6.2.2 Exclusion criteria for LTFU subjects only

2. Subject has developed hypersensitivity to any.components of the investigational
medicinal product (IMP) or comparativedrugs as stated in this protocol during the course
of the previous BRYV study.

4. Subject had poor compliance with.the visit schedule-er-medication intake in the previous
BRYV study.

7. Subject has a lifetime histofy of suicide-attempt (including an actual attempt, interrupted
attempt, or aborted attempt), or has suicidalddeation in the past 6 months as indicated by
a positive response (“Yes”) to gither Question 4 or Question 5 of the Columbia-Suicide
Severity Rating Scale (C-SSRS) at the EV.

6.2.3 Exclusion criteria for directly enrolled subjects only
8. Subject has previously received BRV.

9. Subject had concomitant'use of LEV at the ScrV. In addition, the use of LEV is
prohibited for at least 4 weeks prior to the ScrV.

10. Subject has epilepsy secondary to a progressive cerebral disease or tumor, or any
other progressively neurodegenerative disease. Stable arteriovenous malformations,
meningiomas or other benign tumors may be acceptable according to Investigator’s
opinion.

11. Subject has a history of primary generalized epilepsy.

12. Subject has a history of status epilepticus in the month immediately prior to the
ScrV or during the Up-Titration Period.

13. Subject has a history or presence of pseudoseizures.

14. Subject is suffering only from febrile seizures.
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15.

16.

17.

18.

19.

20.

21.
22.

23.
24.
25.

26.

27.

28.

Subject is on felbamate with less than 18 months continuous exposure. Subject who
has taken felbamate for a combined duration of treatment and wash out of <18
months before the ScrV.

Subjects treated with vigabatrin who have visual field defects.

Subject has an allergy to pyrrolidone derivatives or investigational product
excipients or a history of multiple drug allergies.

Subject has any clinically significant acute or chronic illness as determined during
the physical examination or from other information available to the Investigator (eg,
bone marrow depression, chronic hepatic disease, severe renal impairment,
psychiatric disorder).

Subject has an underlying disease or is receiving a treatment that. may interfere with
the absorption, distribution, metabolism, and elimination of the study drug.

Subject has any medical condition that might interfere with-his/her study
participation (eg, serious infection or scheduled elective surgery):

Subject has a terminal illness.

Subject has any clinically significant deviations from reference range values for
laboratory parameters as determined by the Investigator.

Subject has a clinically relevant ECG abnermalitycaccording to the Investigator.
Subject had major surgery within 6 months prior to the ScrV.

Subject received any investigational drug or.device within the 30 days prior to the
ScrV. The use of AEDs marketed for adults but not approved for pediatric use is not
considered to be “investigational” for.the purposes of this study.

Investigators’ and co-Investigators’ children may not be included as subjects in the
study.

Subject has impaired hepatic function:

e Alanine aminotransferase/serum glutamic pyruvic transaminase (ALT/SGPT),
aspartate aminetransferase/serum glutamic oxaloacetic transaminase
(AST/SGOT), alkaline phosphatase of more than 2x the upper limit of normal
(UEN), or-total bilirubin of more than 2xULN.

o . Gamma-glutamyltransferase (GGT) values of more than 3xULN. A result of
GGT.exceeding 3xULN can be accepted only if attributable to hepatic enzyme
induction caused by concomitant antiepileptic treatment and if other hepatic
enzymes are below 2xULN.

Subject has a lifetime history of suicide attempt (including an actual attempt,
interrupted attempt, or aborted attempt), or has suicidal ideation in the past
6 months as indicated by a positive response (“Yes”) to either Question 4 or
Question 5 of the C-SSRS-Baseline/Screening at the ScrV.
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Change #27, Section 6.3, Withdrawal criteria, criterion 9, 10, and 11

The original text:

9. Subject has the following findings based on liver function tests (LFT):

If the subject has LFT results of transaminases (aspartate aminotransferase [AST]
and/or alanine aminotransferase [ALT]) >3x the upper limit of normal (ULN) to
<5xULN or total bilirubin >2xULN, the measurements will be repeated within a few
days. If the repeat testing confirms the abnormality (eg, transaminases are >3xWULN to
<5xULN), then monitoring of LFTs should continue at subsequent study visits. until
resolved (eg, <3xULN or stable condition). The Investigator is to decide whether or
not to stop the study medication.

If the subject has LFT results of transaminases (AST and/or ALT)=5xULN,‘study
medication should be tapered off immediately and the subject must be withdrawn
from the study.

10. Criteria for subjects who completed a C-SSRS assessment at the EV:

Subject has active suicidal ideation as indicated by a positive response (“Yes”) to
either Question 4 or Question 5 of the “Since Last Visit” version of the C-SSRS. The
subject should be referred immediately to a Mental Healthcare Professional and must
be withdrawn from the study.

11. Criteria for already enrolled subjects who did'not complete a C-SSRS assessment at the
EV:

Subject has a lifetime history (prior to study entry or since study start) of suicide
attempt (including an active attempt, interrupted attempt, or aborted attempt) of the
“Already Enrolled Subjects’-version;of the C-SSRS. The Investigator must withdraw
the subject from the study and immediately refer the subject to a Mental Healthcare
Professional.

Subject had activesuicidalideation prior to study entry or since study start as
indicated by @ positiverresponse (“Yes”) to either Question 4 or Question 5 of the
“Already Enrolled Subjects” version of the C-SSRS. The Investigator must
immediately refer the subject to a Mental Healthcare Professional and use clinical
judgment asto. whether to withdraw the subject from the study.

Subject has active suicidal ideation as indicated by a positive response (“Yes”) to
either Question 4 or Question 5 of the “Since Last Visit” version of the C-SSRS. The
subject should be referred immediately to a Mental Healthcare Professional and must
be withdrawn from the study.
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Has been changed to:

9. Subject has the following findings based on liver function tests (LFT):

If the subject has LFT results of transaminases (AST and/or ALT) >3x the upper limit
of normal (ULN) to <5xULN or total bilirubin >2xULN, the measurements will be
repeated within a few days. If the repeat testing confirms the abnormality (eg,
transaminases are >3xULN to <5xULN), then monitoring of LFTs should continue at
subsequent study visits until resolved (eg, <3xULN or stable condition). The
Investigator is to decide whether or not to stop the study medication.

If the subject has LFT results of transaminases (AST and/or ALT) >5xULN, study
medication should be tapered off immediately and the subject must be.withdrawn
from the study.

10. Criteria for subjects who completed a C-SSRS assessment at the final-visit of the
previous BRYV study (LTFU subjects) or at the ScrV (directly enrolled’subjects):

Subject has active suicidal ideation as indicated by a positive response (“Yes”) to
either Question 4 or Question 5 of the “Since Last Visit” wersion-of the C-SSRS. The
subject should be referred immediately to-a‘Mental’ Healtheare Professional and must
be withdrawn from the study.

11. Criteria for subjects who become 6 yéars of age during N01266 and for whom the
"Already Enrolled Subjects" version of the €C-SSRS’'was completed at the first visit
after the sixth birthday:

Subject has a lifetime history (priorto study-entry or since study start) of suicide
attempt (including an actual attempt, interrupted attempt, or aborted attempt) of the
“Already Enrolled Subjects”yersion of the C-SSRS. The Investigator must withdraw
the subject from the studyand immediately refer the subject to a Mental Healthcare
Professional.

Subject had active suicidal.ideation prior to study entry or since study start as
indicated by a positivetesponse (“Yes”) to either Question 4 or Question 5 of the
“Already Enrolled Subjects” version of the C-SSRS. The Investigator must
immediately refer.the subject to a Mental Healthcare Professional and use clinical
judgment as to.whether to withdraw the subject from the study.

Subject has.active suicidal ideation as indicated by a positive response (“Yes”) to
either Question 4 or Question 5 of the “Since Last Visit” version of the C-SSRS. The
subject should be referred immediately to a Mental Healthcare Professional and must
be withdrawn from the study.

Change #28, Section 7.2, Treatments to be administered, paragraphs
1 through 4

The original text:

At study entry (EV), subjects will ordinarily start on the individualized BRV dose that they
had reached at the completion of the previous study.
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Subjects entering this study from NO1263 must be able to tolerate at least 0.4mg/kg of BRV
bid if >8 years of age or at least 0.5mg/kg if <8 years of age. The maximum BRYV dose for
subjects >8 years of age is 3.2mg/kg/day and 4.0mg/kg/day for subjects <8 years of age.
Subjects above 50kg will be dosed as adults, up to a maximum total daily dose not exceeding
200mg/day, and should transition from the oral solution to the equivalent oral tablet dose,
unless the subject’s condition prevents him/her from swallowing oral tablets. Subjects

<7 years of age should not transition to oral tablet treatment. Oral solution should not be
mixed with other liquids prior to administration.

The maximum dose allowed in this study is 200mg/day, given bid in 2 equally divided doses.

The mg dosage for the oral tablet treatment should be calculated to match as clesely as
possible the mg/kg oral solution treatment and should be a combination of th¢ BRV 10mg,
25mg, and 50mg tablets (given bid in 2 equally divided doses). Only the following exact
dosages are allowed for the oral tablet administration: BRV 20, 40, 50,70, 100, 150, and
200mg/day. Subjects should be dosed with either oral tablets or oral‘solution-and not a
combination of both.

Has been changed to:

The LTFU subjects will ordinarily start dosing on the individualized BRV dose they were
receiving at the completion of the previous pediatricc BRV study. The directly enrolled
subjects will participate in an Up-Titration Period as described in Section 7.2.1 before
entry into the Evaluation Period.

The LTFU subjects must be able.to.tolerate the minimum BRYV dose specified in their
previous study to be eligible for ‘entry into the Evaluation Period of N01266. For subjects
entering N01266 from N01263, the minimum ‘BRYV dose is 0.8mg/kg/day if >8 years of age
or at least 1.0mg/kg/day if <8 years-of age; directly enrolled subjects must also tolerate at
least these dosages for 7+2 days'during the Up-Titration Period before entry into the
Evaluation Period.

The maximum BRV dose-for subjects >8 years of age is 3.2mg/kg/day and 4.0mg/kg/day for
subjects <8 years of age:Subjectsabove 50kg will be dosed as adults, up to a maximum total
daily dose not exceeding 200mg/day, and should transition from the oral solution to the
equivalent oral tablet dose, tnless the subject’s condition prevents him/her from swallowing
oral tablets. Subjects <7.years of age should not transition to oral tablet treatment. Oral
solution should not-be'mixed with other liquids prior to administration.

The maximumdose allowed in this study is 200mg/day (100mg bid).

Brivaracetam should be given bid approximately 12 hours apart in 2 equally divided
doses. The mg dosage for the oral tablet treatment should be calculated to match as closely as
possible the mg/kg-based dosage and should be a combination of the BRV 10mg, 25mg, and
50mg tablets. Only the following exact dosages are allowed for the oral tablet administration:
BRYV 20, 40, 50, 70, 100, 150, and 200mg/day. Subjects should be dosed with either oral
tablets or oral solution and not a combination of both.
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Change #29, Section 7.2, Treatments to be administered, paragraph 6
The original text:

All subjects who prematurely discontinue the study, should complete an EDV and have their
BRYV dose down titrated by a maximum of half the dose every week until a dose of
1.0mg/kg/day is reached.

Has been changed to:

All subjects who prematurely discontinue the study should complete an EDV and haye their
BRYV dose down titrated by a maximum of half the dose every week until a dose of.
1.0mg/kg/day is reached for subjects <8 years of age or until a dose of 0.8mg/kg/day is
reached for subjects >8 years of age.

Change #30, Section 7.2, Treatments to be administered
The following section has been added:
7.21 Up-Titration Period for directly enrolled subjects

Beginning with Protocol Amendment 3, at TV1; eligible directly enrolled subjects will
initiate treatment with BRYV (oral solution ortablet, as chosen/by the Investigator and
subject/caregiver).

The BRYV dose will be titrated to optimize tolerability and-seizure control. Table 7-1
provides the recommended titration steps for the oralsolution and tablet formulations.
Subjects must be on the same daily dose for7+2 days before the dose is titrated to the
next dosing level. Subjects may enter the Evaluation Period after they have remained on
the same daily dose (no lower than theyminimum specified dose) for 7+2 days that, in the
opinion of the Investigator, has demonstrated acceptable tolerability and seizure
control. Fewer than 3 TVs may-be needed before entry into the Evaluation Period,
depending on the BRV dose at'which acceptable tolerability and seizure control is
demonstrated.

Based on tolerability.and seizure control, a subject’s BRV dose may be reduced to no
lower than the age-designated minimum dose indicated in Table 7-1. If a subject had
previously received the reduced BRYV dose for 7+2 days with acceptable tolerability and
seizure control, then. the subject may enter directly into the Evaluation Period.

Table 7-1: Recommended BRV dosing schedule for directly
enrolled subjects during the Up-Titration Period

Visit BRY dose per dosing occasion BRY dose per day
(Week) (mg/kg) (mg/kg/day)

>8 years <8 years >8 years <8 years
TV1 (1) ~0.4 ~0.5 ~0.8 ~1.0
TV2 (2) ~0.8 ~1.0 ~1.6 ~2.0
TV3 (3) ~1.6 ~2.0 ~3.2 ~4.0
BRV=brivaracetam; TV=Titration Visit; “~”=approximately
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Change #31, Section 7.7, Procedures for monitoring subject compliance,
paragraph 1

The original text:

The IMP (oral solution or oral tablets) will be supplied to the subject/parent(s)/legal
representative(s) at the EV, MEV, FEV, YEV, and at the EDV in the case of early
discontinuation.

Has been changed to:

The IMP (oral solution or oral tablets) will be supplied to the subject/parent(s)/legal
representative(s) at the TV(s) (directly enrolled subjects only), EV, MEV, FEV, YEV,@and
at the EDV in the case of early discontinuation.

Change #32, Section 7.7, Procedures for monitoring subject compliance,
paragraph 5
The original text:

Study drug compliance will be assessed at the MEV,"EEV, YEV; FV, and at the EDV and the
Down-Titration Visit (DTV) in the case of early-diScontinuation.

Has been changed to:

Study drug compliance will be assessed.at the TVi(s)<and EV-(directly enrolled subjects
only), MEV, FEV, YEV, FV, and atthe EDV ,and the Down-Titration Visit (DTV) in the
case of early discontinuation.

Change #33, Section 7.8,,Concomitant medications/treatments,
paragraphs 1 through 3

The original text:

For any treatment other than(the IMR,\including over-the-counter products, an accurate
record, must be kept in the elinic'chart (source documentation) and in the eCRF.

Ongoing medications-at the time the subject completed the previous pediatric study, should
not be recorded on' the eCRF at the EV, unless there is a change regarding the administration
of the medication=In this event, the start date corresponding to the date of change in
administration should be recorded on the eCRF.

All changes in concomitant AEDs and nonAEDs will be recorded on the AED or nonAED
concomitant medication page in the eCRF, respectively. This record should include the name
of(the’drug (preferably the brand name), the dose, the date(s) of administration, and the
indication for use.

Has been changed to:

For any treatment other than the IMP, including over-the-counter products, an accurate record
must be kept in the clinic chart (source documentation) and in the eCRF.

For LTFU subjects, ongoing medications at the time the subject completed the previous
pediatric BRV study should not be recorded in the eCRF at the EV, or any subsequent visit,
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unless there is a change regarding the administration of the medication. For directly enrolled
subjects, all concomitant medications should be recorded in the eCRF at the ScrV and
subsequently be recorded only if there is a change regarding the administration of the
medication. For all subjects, new medications should be recorded in the eCRF at only
the first visit at which they are reported and subsequently only if there is a change. For
any change, the start date corresponding to the date of change in administration should be
recorded in the eCRF.

For all subjects, all changes in concomitant AEDs and non-AEDs will be recorded on(the
AED or non-AED concomitant medication page, respectively, in the eCRF This record
should include the name of the drug (preferably the brand name), the dose, the date(s) of.
administration, and the indication for use.

Change #34, Section 7.8.1.1, Permitted concomitant medications
The following text has been added:

Levetiracetam is allowed after the EV.

Felbamate is allowed as follows:

e LTFU subjects:

— At the established dose if a stable dose was.maintained during the previous
pediatric BRV study

e Directly enrolled subjects:
— At a stable dose during the Screening and-Up-Titration Periods

— At the established dose from/the EV'onwards if a stable dose was maintained
during the Screening and\Up-Titration Periods

Change #35, Section 7.8:2, Prohibited concomitant medications
The original text:
The following concomitant AED medication is prohibited during the study:
e Felbamate (except.ifon a stable dose during the previous study)
Has been changed to:
The following coneomitant AED medication is prohibited during the study:
e LTFU subjects:
— Felbamate (except if on a stable dose during the previous pediatric BRV study)
e Directly enrolled subjects:

— Felbamate (except if on a stable dose during the Screening and Up-Titration
Periods)

— LEV (from the ScrV until the EV)
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Change #36, Section 7.9, Blinding

The original text:

This is an open-label LTFU study and therefore, no blinding is required.

Has been changed to:

This is an open-label study and therefore, no blinding is required.

Change #37, Section 7.10, Randomization and numbering of subjects
The original text:

Subjects will not be randomized in this study, as each subject will start on the individualized
BRYV dose that they had reached at the completion of the previous study.

To enroll a subject (EV, V1), the Investigator will call the IVRS and provide brief.details
about the subject to be enrolled. Subjects will continue with the 5-digit'subjectnumber
assigned by the IVRS in the previous pediatric study. The subjecthumber,will be required in
all communication between the Investigator (or designee) and the IVRS‘regarding a particular
subject. Subjects’ status and the dispensing of IMP (bottle numbers) will be tracked via the
IVRS.

Has been changed to:

Subjects will not be randomized in this study, as-each LTFU subject will start on the
individualized BRV dose that he/she)was receiving at-the completion of the previous study,
and directly enrolled subjects will start the Evaluation Period on the dose established
during the Up-Titration Period.

To enroll a LTFU subject (EV, V1), the Investigator will call the IVRS and provide brief
details about the subject to be enrolled. Subjects will continue with the 5-digit subject number
assigned by the IVRS in the previous pediatric BRV study.

Directly enrolled subjects will be assigned unique numbers for the purpose of study and
subject identification;-as-well-as-for subject confidentiality. To enroll these subjects, at
the ScrV, the Investigator will call the IVRS and provide information about the subject
to be enrolled. Subjects will then be assigned a 5-digit subject number by the IVRS.

For all subjects, the subject number will be required in all communication between the
Investigator'(or designee) and the IVRS regarding a particular subject. Subjects’ status and
the dispensing of IMP (bottle numbers) will be tracked via the IVRS.

Change #38, Section 8, STUDY PROCEDURES BY VISIT, paragraph 1,
final sentence

The original text:

Additionally, if applicable (according to subject’s age and local requirements), the subject
will sign an IRB/IEC Assent form.
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Has been changed to:

Additionally, if applicable (according to subject’s age and local requirements), the subject
will sign an IRB/IEC-approved Assent form.

Change #39, Section 8, STUDY PROCEDURES BY VISIT

The following sections were added and the subsequent numbering of headers
in this section increased accordingly:

8.1 Screening Visit for directly enrolled subjects only

The ScrV is applicable only to directly enrolled subjects (ie, subjects >4 years to

<17 years of age with POS who have not previously participated in a pediatric BRV
study). Beginning with Protocol Amendment 3, up to 100 directly enrolled subjects will
be allowed to participate in N01266. The Screening Period will serve as the Baseline
Period for directly enrolled subjects.

The ScrV is not applicable for LTFU subjects; the first N01266. visit for LTFU subjects
is the Entry Visit (Section 8.3.1).

The ScrV assessments will be conducted 7+2 days prior to the first administration of
BRYV. It is acceptable for the ScrV assessments.to be.conducted-on more than 1 day.

The ScrV assessments are as follows:
¢ Signing and dating of written Informed Consentby-parent(s)/legal representative(s)

e Signing and dating of Assent form by the subject (if applicable, according to age and
local requirements)

e Subject identification card dispensing

e Demographic data

e Childbearing potential

e Verification of inclusion/exclusion criteria

e Physical (including Tanner Scale, as applicable) and neurological (including
measurementof head size) examinations

e Psychiatric and mental status

e General medical and procedures history

e ~Epilepsy and AED history

¢~ Vital signs (blood pressure, pulse rate, and body temperature)
e Body weight and height

e ECG

e EEG (A previous EEG documenting the POS diagnosis must be available at the
ScrV for directly enrolled subjects. If an EEG is not available at the ScrV, it must be
scheduled during the Screening Period.)
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e Neuro-imaging procedure (brain magnetic resonance imaging/brain computerized
tomography scan [except in Germany]/ultrasounds or any other imaging test) should
be performed if no report is available within the previous 2 years

e DRC dispensed
e Recording of medications
e Recording of procedures
e Recording of AEs
e IVRScall
e Laboratory assessments for safety including:
— Hematology
— Biochemistry including hepatic monitoring
— Urinalysis
— Endocrinology
— Serum pregnancy test (if applicable)
e Phenytoin plasma concentrations (if applicable)
¢ Suicidality assessment (C-SSRS-Baseline/Screening) (for subjects >6 years of age)
e Achenbach CBCL (version'consistent with age at the visit)

e BRIEF-P (<5 years of age)/BRLEE-(>5 years of age) (version consistent with age at
the visit)

e PedsQL (version consistent with age at the visit)

e Appointment for the'next visit(TV1) 7+2 days later

8.2 TitrationVisit(s) (TV1, TV2, and TV3) for directly enrolled subjects
only

Directly enrolled-subjécts will initiate treatment with BRV at TV1 (see Section 7.2.1 for
dosing information). The TVs are not applicable for LTFU subjects; the first visit in
N01266 for-these 'subjects is the EV (Section 8.3.1).

The first dose of BRYV at each titration level will be administered at the clinic during the
TV.Subjects will remain on the BRV dose administered at the clinic for 72 days before
titrating up to the next dose. The BRV up-titration schedule is provided in Section 7.2.1.

A total of up to 3 TVs may be required; however, based on tolerability and seizure
control, a subject’s BRV dose may be titrated to a lower dose level and 3 TVs would not
be needed.

The following assessments are required at each TV:

e Verification of inclusion/exclusion criteria (TV1 only)
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Vital signs (blood pressure, pulse rate, and body temperature)
Body weight

ECG

DRC dispensed

DRC retrieved

Seizure count

Recording of medications

Recording of procedures

Recording of AEs

IVRS call

Hepatic monitoring of ALT, AST, ALP, total bilirubin, and-GGT (TV3 only unless
the Investigator anticipates that TV2 will be the final TV, in which case hepatic
monitoring assessments are to be done at TV2)

Study drug dispensed

Study drug returned (TV2 and TV3 only)

Study drug compliance (TV2 and TV3 only)

Suicidality assessment (C-SSRS) (for'subjects=6 years of age)
Healthcare provider consultation not foreseen by the protocol
Hospital stays

Appointment for the nextvisit 72 days later

Change #40, Section 8.1, Entry Visit

The original section:

8.1

Entry Visit
Signing.and dating of written Informed Consent by parent(s)/legal representative(s)

Signing and dating of Assent form by the subject (if applicable, according to age and
local requirements)

Subject'tdentification card dispensing
Demographic data

Childbearing potential

Verification of inclusion/exclusion criteria
DRC dispensed

Recording of medications
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Any ongoing medications (AEDs and nonAEDs) at the time the subject completed the
previous pediatric study should not be recorded on the eCRF for NO1266, unless there is a
change regarding the administration of the medication. In this event, the start date
corresponding to the date of change in administration should be recorded on the eCRF.

e Recording of procedures
e Recording of AEs

Any ongoing AEs at the time the subject completed the previous pediatric study should hot
be recorded on the eCRF for N0O1266, unless there is a change in intensity or seriousness. In
this event, the AE should be recorded on the eCRF for N01266, with the onset date

corresponding to the date of change in condition.

e VRS call

e Study drug dispensed

e Appointment for the next visit according to the schedule desctibed in Section 5.3

The EV is also the final evaluation visit of the preyious pediattic, study; The following data
will be obtained from Baseline of the previous pediatric study and should not be recorded on
the eCRF for NO1266:

e General medical and procedures history
e Epilepsy history

e AED history

e Height

e Bayley-III scales for subjects, <18 months of age at Baseline of N01263 or other pediatric
studies and only for subjects enrolled.in English-speaking countries

e Achenbach CBCL score for subjects >18 months of age at Baseline of N01263

The following data will be obtained from the last visit of the previous pediatric study and
should not be recorded on the’¢CRF for NO1266:

e Seizure count
e EEG

— _“For subjects >2 years of age on the day of the study visit and with typical absence
seizures:'an EEG of at least 1 hour of recording (including hyperventilation and
intermittent photic stimulation) must be performed

— For subjects >1 month to <2 years of age on the day of the study visit: an EEG of at
least 24 hours of recording (including sleeping and awakening periods) must be
performed

e ECG

e Laboratory assessments for safety (including hepatic monitoring)
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¢ Suicidality assessment (C-SSRS) for subjects >6 years of age
e Phenytoin plasma concentrations (if applicable)

e Vital signs

e Body weight

e Physical examination

e Neurological examination

e Psychiatric and mental status

e Health care provider consultations not foreseen by the protocol
e Hospital stays

Has been changed to (with addition of third-level section headers and
reorganization of the EV for LTFU subjects):

8.3Entry Visit

At the EV, the progress of directly enrolled subjects will become-aligned with LTFU
subjects; for all subjects, the EV is the time-of entry.into the-Evaluation Period. For
LTFU subjects, the EV is the first visit in N01266. For directly enrolled subjects, the EV
will occur after subjects have attended the ScrV-and at least 1 TV and achieved, in the
opinion of the Investigator, acceptable tolerability and seizure control on the same daily
dose of BRV (no lower than the minimum specified-dose) for 7+2 days.

8.3.1 LTFU subjects
e Signing and dating of written Informed Consent by parent(s)/legal representative(s)

e Signing and dating of Assent form by the subject (if applicable, according to age and
local requirements)

e Subject identification.card dispensing

e DRC dispensed

e Verification of inclusion/exclusion criteria
e IVRS call

e Study drug dispensed

¢ (Recording of medications (Any ongoing medications [including AEDs and
non-AEDs] at the time the subject completed the previous pediatric BRV study
should not be recorded in the eCRF for N01266, unless there is a change regarding
the administration of the medication. In this event, the start date corresponding to
the date of change in administration should be recorded in the eCRF.)

e Recording of AEs (Any ongoing AEs at the time the subject completed the previous
pediatric BRV study should not be recorded in the eCRF for N01266, unless there is
a change in intensity or seriousness. In this event, the AE should be recorded in the
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eCREF for N01266, with the onset date corresponding to the date of change in
condition.)

e Appointment for the next visit according to the schedule described in Section 5.3

The following data will be obtained from Baseline of the previous pediatric BRV study
and should not be recorded in the eCRF for N01266:

e Demographic data

e General medical and procedures history
e Epilepsy history

e AED history

e Height

e Bayley-III scales (for LFTU subjects <18 months of age at Baseline of N01263 or
other pediatric BRYV studies and only for subjects enrolled in"English-speaking
countries)

e Achenbach CBCL score (see Section 10.3.3)
e Laboratory assessments
— Endocrinology

The following data will be obtained-from thefinal yisit of the previous pediatric BRV
study and should not be recorded)in the eCRF for N01266:

e Childbearing potential

¢ Recording of medications
e Recording of procedures
e Seizure count

e EEG

— For subjécts >2 years of age on the day of the study visit and with typical absence
seizures: an EEG of at least 1 hour of recording (including hyperventilation and
intérmittent photic stimulation) must be performed

— _“For subjects >1 month to <2 years of age on the day of the study visit: an EEG of
at least 24 hours of recording (including sleeping and awakening periods) must
be performed

e ECG
e Laboratory assessments for safety
— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin,
and GGT)
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— Urinalysis (for subjects >4 years of age)
— Urine pregnancy test (if applicable)
e Phenytoin plasma concentrations (if applicable)
e Suicidality assessment (C-SSRS) (for subjects >6 years of age)
e Vital signs
e Body weight
e Physical examination
e Neurological examination
e Psychiatric and mental status
e Health care provider consultations not foreseen by the protocol
e Hospital stays
8.3.2 Directly enrolled subjects

Directly enrolled subjects will finish the Up-Titration:Period and attend the EV when
the same BRYV dose (no lower than the minimum specified dose) has been maintained
for 7+2 days at a level that, in the opinion of the Investigator, achieves acceptable
tolerability and seizure control.

e Childbearing potential

e Physical examination

e Neurological examination

e Psychiatric and mental status
e Vital signs (blood pressure, pulse rate, and body temperature)
e Body weight and ‘height

e DRC dispensed

e DRC retrieved

¢ Recording of medications

e Recording of procedures

o Recording of AEs

e ECG

e Seizure count

e IVRS call

e Study drug dispensed

e Study drug returned
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Study drug compliance
Laboratory assessments for safety
— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin,
and GGT)

— Urinalysis

— Urine pregnancy test (if applicable)

Suicidality assessment (C-SSRS) (for subjects >6 years of age)
Health care provider consultations not foreseen by the protocol
Hospital stays

Appointment for the next visit according to the schedule described in Section 5.3

Change #41, Section 8.2, Minimal Evaluation Visit

The following original bullets:

Liver function tests will be performed at'V4 (M3)and V6(M9) as described in
Section 9.5.1

EEG
Suicidality assessment (C-SSRS) for subjects >6-years of age

Have been changed to:

Hepatic monitoring of ALT, AST, AL:P, total bilirubin, and GGT (performed only at
V4 [M3] and V6 [M9])

EEG (LTFU subjects.only)
Suicidality assessment (C-SSRS) (for subjects >6 years of age)

Change #42, Section-8.3, Full Evaluation Visit

The following.original bullets:

Suicidality assessment (C-SSRS) for subjects >6 years of age

Laboratory assessments for safety (hematology and biochemistry including hepatic
monitofing of ALT, AST, ALP, total bilirubin, and GGT for all subjects, and urinalysis
for subjects >4 years of age)

Bayley-III scales for subjects <18 months of age at Baseline of N01263 or other pediatric
studies and only for subjects enrolled in English-speaking countries

Achenbach CBCL (the version used in this study, CBCL/1%%-5 or CBCL/6-18, should be
the same as the one used in the previous study)
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Have been changed to:
e Suicidality assessment (C-SSRS) (for subjects >6 years of age)
e Laboratory assessments for safety

— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin,
and GGT)

— Urinalysis (for subjects >4 years of age)
— Urine pregnancy test (if applicable)

e Bayley-IlI scales (for LTFU subjects <18 months of age at Baseline ofNO1263,or-other
pediatric BRV studies and only for subjects enrolled in English-speakinig countries)

e Achenbach CBCL (see Section 10.3.3)

The following bullets have been added:

e BRIEF-P (<5 years of age)/BRIEF (=5 years of age) (see Section'9.6.8)
e PedsQL (see Section 10.3.5)

Change #43, Section 8.4, Yearly Evaluation Visit

The following original bullets:

¢ Suicidality assessment (C-SSRS) for subjects >6-years of age

e Laboratory assessments for safety.(hematology, biochemistry including hepatic
monitoring of ALT, AST, ALPgtotal bilitubin, and GGT, and endocrinology for all
subjects, and urinalysis for subjects >4“years of age)

e Bayley-IlI scales for subjects <18 months of age at Baseline of N01263 or other pediatric
studies and only for subjects enrolled in English-speaking countries

e Achenbach CBCL.(the version used in this study, CBCL/1%2-5 or CBCL/6-18, should be
the same as thé One used in the previous study, if age appropriate)

Have been changed to (and now appear in Section 8.6, Yearly Evaluation Visit):
e Suicidality assessment (C-SSRS) (for subjects >6 years of age)
e Laboratoryassessments for safety

~ Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin,
and GGT)

— Urinalysis (for subjects >4 years of age)
— Urine pregnancy test (if applicable)

— Endocrinology
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e Bayley-III scales (for LTFU subjects <18 months of age at Baseline of N01263 or other
pediatric BRV studies and only for subjects enrolled in English-speaking countries)

e Achenbach CBCL (see Section 10.3.3)

The following bullets have been added (and now appear in Section 8.6, Yearly
Evaluation Visit):

e BRIEF-P (<5 years of age)/BRIEF (=5 years of age) (see Section 9.6.8)
e PedsQL (see Section 10.3.5)

Change #44, Section 8.6, Early Discontinuation Visit

The following original bullets:

¢ Suicidality assessment (C-SSRS) for subjects >6 years of age

e Laboratory assessments for safety (hematology, biochemistry including hepatic
monitoring of ALT, AST, ALP, total bilirubin, and GGT, and(eéndocrinology for all
subjects, and urinalysis for subjects >4 years of age)

e Bayley-IlI scales for subjects <18 months of-age at Baseline of N01263 or other pediatric
studies and only for subjects enrolled in English-spéaking countries

e Achenbach CBCL (the version used i this study, CBCL/1%5-5 or CBCL/6-18, should be
the same as the one used in the previous study,if age appropriate)

Have been changed to (and now appear’in Section 8.8, Early Discontinuation
Visit)

e Suicidality assessment (C-SSRS)\(for subjects >6 years of age)

e Laboratory assessments for safety

— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin,
and GGT)

— Urinalysis (for subjects >4 years of age)
— Serum pregnancy test (if applicable)

e Bayley-III seales (for LTFU subjects <18 months of age at Baseline of N01263 or other
pediatric BRV studies and only for subjects enrolled in English-speaking countries)

o ~Achenbach CBCL (see Section 10.3.3)

The following bullets have been added (and now appear in Section 8.8, Early
Discontinuation Visit):

e BRIEF-P (<5 years of age)/BRIEF (=5 years of age) (see Section 9.6.8)
e PedsQL (see Section 10.3.5)
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Change #45, Section 8.7, Down-Titration Visit

The following original bullet:

¢ Suicidality assessment (C-SSRS) for subjects >6 years of age
Has been changed to:

e Suicidality assessment (C-SSRS) (for subjects >6 years of age)
Change #46, Section 8.8, Safety Visit

The following original bullets:

e Suicidality assessment (C-SSRS) for subjects >6 years of age

e Laboratory assessments for safety (hematology, biochemistry including hepatic
monitoring of ALT, AST, ALP, total bilirubin, and GGT, and endockinology-for all
subjects, and urinalysis for subjects >4 years of age) performed only if abhormal at the
EDV

Have been changed to (and now appear in Section 8.10, Safety Visit):

e Suicidality assessment (C-SSRS) (for subjects,>6 years‘of age)

e Laboratory assessments for safety (to be performed only if abnormal at the EDV)
— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin,
and GGT)

— Urinalysis (for subjects >4 years of age)
— Serum pregnancy test (if. applicable)
Change #47, Section 8.9, Final Visit
The following text and)original bullets:
Subjects, who continue in the/study until it ends, should complete a FV.
e Suicidality asséssment(C-SSRS) for subjects >6 years of age

e Laboratory assessmients for safety (hematology, biochemistry including hepatic
monitoring of ALT, AST, ALP, total bilirubin, and GGT, and endocrinology for all
subjects, and'urinalysis for subjects >4 years of age).

. Bayley-lI scales for subjects <18 months of age at Baseline of N01263 or other pediatric
studies and only for subjects enrolled in English-speaking countries

e Achenbach CBCL (the version used in this study, CBCL/1}5-5 or CBCL/6-18, should be
the same as the one used in the previous study, if age appropriate)

Have been changed to (and now appear in Section 8.11, Final Visit):

Subjects who continue in the study until it ends should complete a FV.
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e Suicidality assessment (C-SSRS) (for subjects >6 years of age)
e Laboratory assessments for safety
— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin,
and GGT)

— Urinalysis (for subjects >4 years of age)
— Urine pregnancy test (if applicable)
— Endocrinology

e Bayley-IlI scales (for LTFU subjects <18 months of age at Baseline ofNO1263 o1 other
pediatric BRYV studies and only for subjects enrolled in English-speaking countties)

e Achenbach CBCL (see Section 10.3.3)

The following bullets have been added (and now appear.in-Section 8.11,
Final Visit):

e BRIEF-P (<5 years of age)/BRIEF (=5 years of age) score (see Section 9.6.8)
e PedsQL (see Section 10.3.5)

Change #48, Section 9, ASSESSMENT OF SAFETY, first sentence
The original text:

The safety variables will be evaluated during the Evaluation Period.

Has been changed to:

The safety variables will be evaluated during the Up-Titration Period (directly enrolled
subjects only) and the Evaluation Period.

Change #49, Section 9.1.2, Procedures for reporting and recording
adverse events

The following paragraph has been added to the end of the section:

For LTFU subjects;;AEs ongoing at the time the subject completed the previous
pediatric BRV study should not be recorded in the eCRF at the EV, or any subsequent
visit, unless there is a change in intensity or seriousness. For all subjects, new AEs
should be récorded in the eCRF at only the first visit at which they are reported and
subsequently only if there is a change.
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Change #50, Section 9.1.6, Pregnancy, first sentence
The original text:

Should a subject become pregnant after the first intake of any IMP, UCB’s Global Clinical
Safety and Pharmacovigilance (GCSP) department should be informed immediately.

Has been changed to:

Should a subject become pregnant after the first intake of any IMP, UCB’s Drug Safety
department should be informed immediately.

Change #51, Section 9.1.8, Safety signal detection, paragraph 2
The original text:

The Study Physician or medically qualified designee/equivalent will conduct an efigoing
review of SAEs and perform ongoing SAE reconciliations in collaboration with the GCSP
representative.

Has been changed to:

The Study Physician or medically qualified desighee/equivalent will.conduct an ongoing
review of SAEs and perform ongoing SAE reconciliations. in collaboration with the Drug
Safety representative.

Change #52, Section 9.2, Serious-adverse events
The following text was added immediately under the header:

A blood sample for determination of BRV plasma concentration should be obtained for
any subject who has an SAE.

Change #53, Section 9.2.3, Follow-up of serious adverse events,
paragraph 2

The original text:

Information on SAEs.obtained‘after clinical database lock will be captured through the GCSP
database without litnitation oftime.

Has been changed to:

Informatiofr on SAES-obtained after clinical database lock will be captured through the Drug
Safety.database without limitation of time.

Change #54, Section 9.5.1, Laboratory assessments for safety

The following have been added to the list of abbreviations under the table:
ScrV=Screening Visit; TV=Titration Visit

The original footnotes:

2 Urinalysis will be performed in subjects >4 years of age.

b In addition, liver function tests will be assessed at the MEVs at V4 (M3) and V6 (M9), as described in
Section 9.5..1.

¢ Includes bacteria, cells, casts, and crystals for all samples.
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4 Female subjects with a Tanner stage >1 should have a urine pregnancy test at all laboratory assessment visits,
except the EDV and the SV, when a serum pregnancy test will be performed.
¢ Endocrinology testing will be performed once a year at the YEV.

Have been changed to:

 Urinalysis will be performed in subjects >4 years of age.

® This assessment is used for hepatic monitoring.

¢ Includes bacteria, cells, casts, and crystals for all samples.

4 Female subjects with a Tanner stage >1 should have urine pregnancy tests at the EV (directly enrolled
subjects only), YEVs/FV, and FEVs and serum pregnancy tests at the ScrV (directly enrolled subjects
only), EDV, and SV.

¢ Endocrinology testing will be performed at the ScrV (directly enrolled subjects only) and at theyYEV/FV.

Change #55, Section 9.5.1, Laboratory assessments for safety,
paragraphs 5 and 6

The original text:

Laboratory safety assessments at the EV will be obtained from the{ast visit ef the previous
pediatric study and should not be recorded on the eCRF for NO1266. Laboratory safety
assessments will be performed at the FEV, YEV, FV, and atthe EDV.in the case of early
discontinuation. Laboratory assessments will also\be mandatory at the SV if the laboratory
results at the EDV are abnormal. In additionTiver funetion tests will be performed at the
MEVs at V4 (M3) and V6 (M9) during the first year. \Endoctinology testing will be
performed once a year at the YEV.

Female subjects who have a Tannerstage >1 should have a urine pregnancy test at all
laboratory assessment visits, exeept'the EDV and.the SV, when a serum pregnancy test (beta-
human chorionic gonadotropin [B-hCG])ywill be’performed. A serum pregnancy test will be
performed as backup if a urine sample-is not-available. A urine pregnancy test should be
performed at any time during the'study if a‘pregnancy is suspected.

Has been changed to:

For LTFU subjects, laboratory safety assessments at the EV will be obtained from the final
visit of the previous pédiatric BRV study and should not be recorded in the eCRF for
NO01266. Laboratory,safety assessments (hematology, biochemistry [including hepatic
monitoring: totalbilirubin, ALP, AST, ALT, and GGT], urinalysis [for subjects

>4 years of age, and pregnancy testing [as applicable]) will be performed at the ScrV and
EV (directly enroll¢d subjects only), FEV, YEV, FV, and at the EDV in the case of early
discontinuation:-Laboratory assessments will also be mandatory at the SV if the laboratory
results at the(EDV are abnormal. Only hepatic monitoring assessments will be performed
at the final'TV (directly enrolled subjects only), and the MEVs at V4 (M3) and V6 (M9)
during the first year; no laboratory safety assessments will be performed at other
MEYVs. Endocrinology testing will be performed at the ScrV (directly enrolled subjects
only) and once a year at the YEV. For LTFU subjects, the Baseline endocrinology data
will be taken from Baseline of the previous pediatric BRV study.

Female subjects who have a Tanner stage >1 should have urine pregnancy tests at the EV
(directly enrolled subjects only), YEVs/FV, and FEVs, and serum pregnancy tests at the
ScrV (directly enrolled subjects only), EDV, and the SV. A serum pregnancy test will be
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performed as backup if a urine sample is not available. A urine pregnancy test should be
performed at any time during the study if a pregnancy is suspected.

Change #56, Section 9.5.2.1, BRV plasma concentrations, paragraph 2
The original text:

A PK blood sample should be taken whenever the subject experiences an SAE.

Has been changed to:

A blood sample for determination of BRV plasma concentration should be taken
whenever the subject experiences an SAE.

Change #57, Section 9.5.2.2, Phenytoin plasma concentrations-(if
applicable), sentence 1

The original text:

Subjects receiving phenytoin as a concomitant AED during the study will have blood samples
collected at the FEV, YEV, FV, and at the EDV in the case of .carly disc¢ontinuation to
monitor phenytoin plasma concentrations.

Has been changed to:

Subjects receiving phenytoin as a concomitant AED during the 'study will have blood samples
collected at the SerV (directly enrolled'subjects only), FEV, YEV, FV, and at the EDV in
the case of early discontinuation tomonitor phenytoin-plasma concentrations.

Change #58, Section 9.6.1, ECG,paragraph 1
The original text:

A standard 12-lead ECG will be performed at the YEV, FV, and at the EDV in the case of
early discontinuation. An ECGwill be.performed at the SV only if the ECG results at the
EDV are abnormal. At the EV, ECG data will be obtained from the last visit of the previous
pediatric study and shouldyniot be recorded in the eCRF for N01266. The Investigator will
determine whether the results.of the ECG are normal or abnormal and assess the clinical
significance of any abnormalities.

Has been changed to:

A standardd2-lead"ECG will be performed at the ScrV, TV(s), and EV (directly enrolled
subjects. only),-YEV, FV, and at the EDV in the case of early discontinuation. An ECG will
be performed at'the SV only if the ECG results at the EDV are abnormal. At the EV, for
LTFU subjects, ECG data will be obtained from the final visit of the previous pediatric
BRY study and should not be recorded in the eCRF for N01266. The Investigator will
determine whether the results of the ECG are normal or abnormal and assess the clinical
significance of any abnormalities.
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Change #59, Section 9.6.2, Vital signs, paragraph 1
The original text:

Vital signs, including measurements of blood pressure, supine or sitting pulse rate, and body
temperature, will be performed after 5 minutes of rest at the MEV, FEV, YEV, FV, and at the
EDV, DTV, and the SV in the case of early discontinuation. At the EV, vital sign data will be
obtained from the last visit of the previous pediatric study and should not be recorded in the
eCRF for N0O1266.

Has been changed to:

Vital signs, including measurements of blood pressure, supine or sitting pulse rate,and body
temperature, will be performed after 5 minutes of rest at the SerV, TV(s), and EV (directly
enrolled subjects only), MEV, FEV, YEV, FV, and at the EDV, DTV, and'the SV i the
case of early discontinuation. For LTFU subjects, at the EV, vital sign-data will be obtained
from the final visit of the previous pediatric BRV study and should not'be recorded in the
eCRF for N01266.

Change #60, Section 9.6.3, Body weight.and height
The original text:

Body weight (subject wearing light clothing without-shoes) will be measured at the MEV,
FEV, YEV, FV, and at the EDV and the SV/in the case of-eatly discontinuation. At the EV,
body weight will be obtained from the.last visit'and height data will be obtained from
Baseline of the previous pediatric study and-should not'be recorded in the eCRF for N01266.

Has been changed to:

Body weight (subject wearing light.clothing-without shoes) will be measured at the SerV,
TV(s), and EV (directly enrolled subjects-only), MEV, FEV, YEV, FV, and at the EDV
and the SV in the case of earlydiscontiniuation. For LTFU subjects, at the EV, body weight
will be obtained from the final visit and height data will be obtained from Baseline of the
previous pediatric BRYV study andshould not be recorded in the eCRF for N01266.

Body height will bé recorded-at the ScrV (directly enrolled subjects only), MEV, FEV,
YEV, FV, and at the EDV-and the SV in the case of early discontinuation.

Change #61, Section 9.6.4, Physical examination, paragraphs 1 and 2
The original text:

A standard physical examination will be performed at the FEV, YEV, FV, and at the EDV
and-the SV an the case of early discontinuation.

At the EV, physical examination data will be obtained from the last visit of the previous
pediatric study and should not be recorded in the eCRF for N01266. Clinically significant
new or worsened abnormalities must be reported as AEs.

Has been changed to:

A standard physical examination will be performed at the ScrV and EV (directly enrolled
subjects only), FEV, YEV, FV, and at the EDV and the SV in the case of early
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discontinuation. For LTFU subjects, at the EV, physical examination data will be obtained
from the final visit of the previous pediatric BRV study and should not be recorded in the
eCRF for N0O1266.

Clinically significant new or worsened abnormalities discovered at the physical
examination must be reported as AEs.

Change #62, Section 9.6.5, Neurological examination
The original text:

A standard neurological examination will be performed at the FEV, YEV, FV, and-at.the
EDV and the SV in the case of early discontinuation. At the EV, neurological examination
data will be obtained from the last visit of the previous pediatric study and should not:be
recorded in the eCRF for N01266.The neurological examination will include a meastirement
of the head size (occipital-frontal circumference). Clinically significantsnew or worsened
abnormalities must be reported as AEs.

Has been changed to:

A standard neurological examination will be performed at the SerV.and EV (directly
enrolled subjects only), FEV, YEV, FV, and at the EDV and the SV in the case of early
discontinuation. For LTFU subjects, at the EV, neurological examination data will be
obtained from the final visit of the previous, pediatric BRV study and should not be recorded
in the eCRF for N01266. The neurological examination will include a measurement of the
head size (occipital-frontal circumférenice). Chnically significant new or worsened
abnormalities must be reported as AEs.

Change #63, Section 9.6.6, Psychiatric and mental status
The original text:

Psychiatric and mental status will be reported by recording the presence or absence of
psychiatric symptoms, mental'impairment, and behavioral problems at FEV, YEV, FV, and at
the EDV and the SV in.the case ofjearly discontinuation. At the EV, psychiatric and mental
status data will be obtained from the last visit of the previous pediatric study and should not
be recorded in the @CRF for N01266. Clinically significant new or worsened abnormalities
must be reported as AES.

Has been_changed to:

Psychiatric and-mental status will be reported by recording the presence or absence of
psychiatric symptoms, mental impairment, and behavioral problems at the SerV and EV
(directly enrolled subjects only), FEV, YEV, FV, and at the EDV and the SV in the case of
early discontinuation. For LTFU subjects, at the EV, psychiatric and mental status data will
be obtained from the final visit of the previous pediatric BRV study and should not be
recorded in the eCRF for NO1266. Clinically significant new or worsened abnormalities must
be reported as AEs.
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Change #64, Section 9.6.7, Assessment of suicidality, sentence 3
The original text:

The C-SSRS will be completed according to the tabular schedule of study procedures,
Section 5.2.

Has been changed to:

The C-SSRS will be completed according to the tabular schedules of study procedures,
Section 5.2.

Change #65, Section 9.6.7, Assessment of suicidality
The following text was added:

The “Since Last Visit” version of the C-SSRS will be used, with the following
exceptions:

e For directly enrolled subjects, the “Baseline/Screening””.version-of the C-SSRS
should be completed at the ScrV.

e If a subject turns 6 years of age during the study, the “Already Enrolled” version
of the C-SSRS should be completed-at.the firstwisit after the sixth birthday.

Change #66, Section 9, ASSESSMENT OF SAFETY
The following section has beenadded:
9.6.8 BRIEF-P and BRIEF

The BRIEF-P and the BRIEF:are validated tools that will be used for the evaluation of
subjects >2 years to <5 years of age‘and >S5 years of age, respectively. The BRIEF-P and
BRIEF include rating forms used by parents to assess subjects’ executive functioning.
Executive functions broadly encompass a set of cognitive skills that are responsible for
the planning, initiation, sequencing, and monitoring of complex goal-directed behavior.

The BRIEF-P rating form consists of items that measure various aspects of executive
functioning: Inhibit, Shift, Emotional Control, Working Memory, and Plan/Organize.
The clinical scales‘form 3 broad indexes (Inhibitory Self-Control, Flexibility, and
Emergent Metacognition) and 1 composite score (Global Executive Composite).

The BRIEFE rating form contains items in nonoverlapping clinical scales. These
theoretically and statistically derived scales form 2 broader Indexes: Behavioral
Regulation (3)scales) and Metacognition (5 scales), as well as a Global Executive
Compositeiscore.

Both the BRIEF-P and the BRIEF include validity scales to measure negativity and
inconsistency of responses.

The BRIEF-P/BRIEF will be completed at the ScrV (directly enrolled subjects only),
FEV, YEV, FV, and the EDV in the case of early discontinuation. For LTFU subjects, at
the EV, the BRIEF-P/BRIEF score will be obtained from Baseline of the previous
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pediatric BRV study and should not be recorded in the eCRF for N01266. For directly
enrolled subjects, the Baseline BRIEF-P/BRIEF should be completed at the ScrV.

The BRIEF-P or BRIEF appropriate for each subject’s age should be completed, with
the following exception: For subjects who completed the BRIEF-P at the Baseline
assessment and turn 6 years of age between that assessment and the initial YEV, the
BRIEF-P should be completed through and including the initial YEV, and subsequently
the BRIEF should be completed.

Change #67, Section 10, ASSESSMENT OF EFFICACY
The original text:

Efficacy variables will be assessed using the seizure count information recorded on thedDRC
and EEG data. Seizure count information will be evaluated over the Evaluation Period by
3-month periods based on the DRC (EV until EDV or FV). The EEG data will be.reviewed
by 3-month periods for the first 6 months and then yearly, thereafter:

Has been changed to:

Efficacy variables will be assessed using the seizufe count information‘recorded on the DRC
and EEG data. Seizure count information will be evaluated ‘over the Evaluation Period by
3-month periods based on the DRC (EV until EDV orEV). For directly enrolled subjects,
seizure count information collected during the Up-Titration Period will be summarized
separately. The EEG data will be reviewed by 3=month.periods for the first 6 months and
yearly thereafter.

Change #68, Section 10.2, Efficacy assessments for seizure data based
on EEG, paragraph 1

The original text:

At the EV, seizure data based.on an EEG of at least 24 hours of recording (including sleeping
and awakening periods) for subjects /<2 years of age and data on absence seizure count (based
on an EEG of at least 1.hour of recording for subjects >2 years of age suffering from
absences) will be obtained from the last visit of the previous pediatric study and should not be
recorded in the eCRF for NO1266.

All EEGs specific to this-study will be recorded in the eCRF modules specifically designed
for this purpose.

Has been changed to:

Atthe EV sseizure data based on an EEG of at least 24 hours of recording (including sleeping
and awakening periods) for subjects <2 years of age and data on absence seizure count (based
on an EEG of at least 1 hour of recording for subjects >2 years of age suffering from
absences) will be obtained from the final visit of the previous pediatric BRV study and
should not be recorded in the eCRF for N01266. All EEGs specific to this study will be
recorded in the eCRF modules specifically designed for this purpose.
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Change #69, Section 10.3.1.1, Concomitant medications/treatments,
paragraphs 1 and 2

The original text:

Concomitant medications will be collected and recorded in the eCRF at the following visits:
MEV, FEV, YEV, UV, FV, and at the EDV, DTV, and the SV in the case of early
discontinuation. Any ongoing medications (AEDs and nonAEDs) at the time the subject
completed the previous pediatric study should not be recorded on the eCRF for NO1266.at the
EV, unless there is a change regarding the administration of the medication. In this event, the
medication should be recorded on the eCRF for NO1266 with the start date corresponding‘to
the date of change in administration.

Has been changed to:

Concomitant medication information will be collected and recorded in the eCREat the
following visits: ScrV and TV(s) (directly enrolled subjects only); EV, MEV, FEV, YEV,
UV, FV, and at the EDV, DTV, and the SV in the case of early discontinuation.

For LTFU subjects, any ongoing medications (including AEDs and non-AEDs) at the time
the subject completed the previous pediatric BRV. study should not)be recorded in the eCRF
for NO1266, unless there is a change regarding the administration‘of the medication. In this
event, the medication should be recorded in the eCRE-for N01266 with the start date
corresponding to the date of change in administration:

Change #70, Section 10.3.1:2,-Medical procedures, paragraph 2
The original text:

Medical procedures will be recorded ‘at'the following visits: EV, MEV, FEV, YEV, UV, FV,
and at the EDV, DTV, and the SV'in'the case of early discontinuation.

Has been changed to:

Medical procedures will be.recorded-at the following visits: SerV and TV(s) (directly
enrolled subjects only); EV, MEV, FEV, YEV, UV, FV, and at the EDV, DTV, and the SV
in the case of early-discontinuation.

Change #71, Section10.3.1.3, Health care provider consultations not
foreseen by the protocol

The original text:

At the MEV, FEV, YEV, UV, FV, and at the EDV, DTV, and the SV in the case of early
diseontinuation, health care provider consultations not foreseen by the protocol will be
recorded in the eCREF. It will include the type of provider (general practitioner, specialist
physician, nurse), the site of care (office-private, office-hospital, home, emergency room),
and the reason leading to the consultation. At the EV, information on the health care provider
consultations not foreseen by the protocol will be obtained from the final visit of the previous
pediatric study and should not be recorded in the eCRF for N01266.
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Has been changed to:

At the TV(s) and EV (directly enrolled subjects only), MEV, FEV, YEV, UV, FV, and at
the EDV, DTV, and the SV in the case of early discontinuation, health care provider
consultations not foreseen by the protocol will be recorded in the eCRF. It will include the
type of provider (general practitioner, specialist physician, nurse), the site of care
(office-private, office-hospital, home, emergency room), and the reason leading to the
consultation. For LTFU subjects, at the EV, information on the health care provider
consultations not foreseen by the protocol will be obtained from the final visit of the previous
pediatric BRV study and should not be recorded in the eCRF for N01266.

Change #72, Section 10.3.1.4, Hospital stays
The original text:

Atthe MEV, FEV, YEV, UV, FV, and at the EDV, DTV, and the SV inthe case.of early
discontinuation, data on hospital stays will be collected in the eCRF /It will include the
reason leading to the hospitalization, the admission ward, transferS;and lefigth of stay. At the

EV, information on hospital stays will be obtained from the last\visit of the previous pediatric
BRYV study and should not be recorded in the eCRE for N0 1266.

Has been changed to:

During the TV(s) and EV (directly enrolled subjects only), MEV, FEV, YEV, UV, FV,
and at the EDV, DTV, and the SV in the'case of early diseontinuation, data on hospital stays
will be collected in the eCRF. It will include the reason,leading to the hospitalization, the
admission ward, transfers, and length of stay! For LTFU subjects, at the EV, information on
hospital stays will be obtained from thefinal visit.of the previous pediatric BRV study and
should not be recorded in the eCRF forrN01266.

Change #73, Section 10.3.2, Bayley Scales of Infant and Toddler
Development, Third Edition, paragraph 2

The original text:

This scale is validated\as a toolfor assessment of neurological development in young children
and 1s therefore considered-appropriate for NO1266. The same scale has been completed by
the Investigator or'designee at Baseline (V1) of N01263 for children from 1 month to

<18 months.of age at:Baseline enrolled in English-speaking countries. Children started on the
Bayley-IIl'scales.at Baseline of N01263 will also be assessed using the Bayley-III scales in
NO01266.even if their age increases to >18 months.
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Has been changed to:

This scale is validated as a tool for assessment of neurological development in young children
and 1s therefore considered appropriate for NO1266. The same scale has been completed by
the Investigator or designee at Baseline (V1) of N01263 for children from 1 month to

<18 months of age at Baseline enrolled in English-speaking countries. Children started on the
Bayley-III scales at Baseline of N01263 will also be assessed using the Bayley-III scales in
NO01266 even if their age increases to >18 months. Bayley-III scale assessments are not
applicable to directly enrolled subjects due to age-based considerations.

Change #74, Section 10.3.2, Bayley Scales of Infant and Toddler
Development, Third Edition, paragraph 5

The original text:

At the EV, the Bayley-III scales will be obtained from Baseline of the previous pediatric
study if the subject was enrolled in an English-speaking country, and data sheuld not be
recorded in the eCRF in N01266. The Bayley-III scales will be completed at the FEV, YEV,
FV, and at the EDV in the case of early discontinuation. The Bayley-1H scales should be
completed by the same person who completed the!Bayley-HI'scales in-the previous pediatric
study.

Has been changed to:

At the EV, the Bayley-III scales will be obtainedfrom Basgline of the previous pediatric
BRY study if the subject was enrolledyin an English-speaking country, and data should not be
recorded in the eCRF in NO1266:The Bayley-I1I scales will be completed at the FEV, YEV,
FV, and at the EDV in the case'0f early discontinuation. The Bayley-III scales should be
completed by the same person who cempleted'the Bayley-III scales in the previous pediatric
BRY study.

Change #75, Section 10.3.3, Achenbach Child Behavior Checklist,
paragraph 2 through.end of section

The original text:

The version of the' Achenbach CBCL (CBCL/1%2-5 or CBCL/6-18) used should be the same
as the one used inthe previous pediatric study. However, if the subject reaches 6 years of age
in this LTEU study, the'version of the Achenbach CLCB should not be changed until at least
after thefirst assessment in N01266.

The Achenbach<CBCL should be completed by the same parent(s)/legal representative(s)
who completed the CBCL in the previous pediatric study. The completion of the Achenbach
CBCL will require approximately 45 minutes.

In both questionnaires, the occurrence of certain problems and behaviors in the past 6 months
will be scored on the following scale:

O=not true (as far as known)
I=somewhat or sometimes true

2=very true or often true

Confidential Page 190 of 346



UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam N01266

Eight syndrome scores will be calculated from these questions, which will in turn be
summarized by 2 composite scores. Additionally, for each score on the question, syndrome,
and total level, categorizations based on a normative sample will be used to evaluate normal,
borderline, or clinically relevant behavior.

In addition, the Achenbach CBCL/6-18 includes ratings related to performance in school,
activities in leisure time, and special interests.

At the EV, the Achenbach CBCL score will be obtained from Baseline of the previous
pediatric study and should not be recorded in the eCRF in N01266. The Achenbach CBCL
will be completed at the FEV, YEV, FV, and at the EDV in the case of early discontinuation.

Has been changed to the following:

The Achenbach CBCL should be completed by the same parent(s)/legal representative(s)
who completed the CBCL in the previous pediatric BRV study. The completionof the
Achenbach CBCL will require approximately 45 minutes.

In both questionnaires, the occurrence of certain problems and behaviors.n-the past 6 months
will be scored on the following scale:

O=not true (as far as known)
l=somewhat or sometimes true
2=very true or often true

Eight syndrome scores will be calculated from-these questions, which will in turn be
summarized by 2 composite scores./Additionally,.for each score on the question, syndrome,
and total level, categorizations based ofi a normative sample will be used to evaluate normal,
borderline, or clinically relevant behavior.

In addition, the Achenbach CBCL/6-18 includes ratings related to performance in school,
activities in leisure time, and-special interests.

The Achenbach CBCL will'be completed at the ScrV (directly enrolled subjects only),
FEV, YEV, FV and the EDV in the case of early discontinuation. For LTFU subjects, at the
EV, the Achenbachiscore will-be obtained from Baseline of the previous pediatric BRV study
and should not be recorded in the eCRF for NO1266. For directly enrolled subjects, the
Achenbach CBCL will-be completed at the ScrV will be the Baseline assessment.

The version of the. Achenbach CBCL appropriate to each subject’s age should be
administered with the following exception: If a subject completed the Achenbach
CBCL/1%-5 at the Baseline assessment and turns 6 years of age between that assessment
and the initial YEV, the CBCL/1':-5 should be completed through and including the
initial YEV, and subsequently the CBCL/6-18 should be completed.
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Change #76, Section 10, ASSESSMENT OF EFFICACY
The following section has been added:
10.3.5 PedsQL

The PedsQL is a validated instrument that consists of generic core scales suitable for
use with pediatric populations, including those with acute or chronic health conditions
(Varni et al, 1999). The PedsQL Measurement Model consists of developmentally
appropriate forms for pediatric subjects 1 month to 24 months, >2 years to <4 years,

>5 years to <7 years, >8 years to <12 years, and >13 years to <18 years of age. Self-
report is measured for pediatric subjects >5 years to <18 years of age, and parent proxy
report of child HRQoL is measured for pediatric subjects >2 years to <18.years of age.

The multidimensional PedsQL generic core scales encompass the essential core‘<domains
for pediatric HRQoL measurement: Physical Functioning, Emotional Functioning,
Social Functioning, and School Functioning. The PedsQL assessment is retrospective to
the prior 4 weeks, and individual items are scored using a S5-point Likert scale (never,
almost never, sometimes, often, or always). A total health summary score ranging
between 0 and 100 is calculated from the sum of the raw;scores, with higher scores
indicating higher HRQoL.

The PedsQL will be completed at the ScrV-(directly-enrolled subjects only), FEV, YEV,
FV, and the EDV in the case of early discontinuation. For LTFU subjects, at the EV, the
PedsQL score will be obtained from'Baseline of the previous pediatric BRV study and
will not be recorded in the eCRF\in-N01266. For directly enrolled subjects, the Baseline
PedsQL will be completed attheScrV.

The version of the PedsQL appropriate for each subject’s age should be completed, with
the following exception: If a subject agesup to the next version of the PedsQL between
the Baseline assessment and the initial. YEV, the version that was used at the Baseline
assessment should be completed through and including the initial YEV, and
subsequently the version,consistent with his/her age at the time of assessment should be
completed.

Change #77, Section11.2.1, Definition of source data, paragraph 5
The following-text:

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

Has been changed to:

Electronic data records, such as Holter monitor records or EEG records must be saved and
stored as instructed by UCB (or designee).
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Change #78, Section 12.1, Definition of analysis sets
The following bullet:

e The Safety Set (SS) will consist of all enrolled subjects who took at least 1 dose of study
medication in the LTFU study. All safety analyses will be performed on the SS.

Has been changed to:

e The Safety Set (SS) will consist of all enrolled subjects who took at least 1 dose of study
medication in this long-term study. All safety analyses will be performed on the SS.

Change #79, Section 12.2, General statistical considerations
The following sentence has been added to the end of the section:

Data collected during the Up-Titration Period for directly enrolled subjects will be
summarized separately.

Change #80, Section 12.5, Other analyses
The original text:

The Achenbach CBCL, the Bayley-III scores, ahd,change from previous study Baseline
scores will be analyzed in a descriptive manter;

Has been changed to:

The Achenbach CBCL, the Bayley-Ill scores (ILTFU subjects only), BRIEF-P/BRIEF,
PedsQL, and change from Baseline,scores(previous BRYV study for LTFU subjects and
ScrV for directly enrolled subjects) will be analyzed in a descriptive manner.

Change #81, Section 12.9, Determination of sample size
The original text:

No formal sample size calculation was performed for this study. Up to 500 subjects may
possibly enroll in this study, based upon the assumption that 90% of the subjects having
completed a previous-pediatric'study with BRV as adjunctive treatment in epilepsy will

rollover into the présent study-

Has been changed to:

No formal samplesize calculation was performed for this study. Originally, up to

500 subjeets might have possibly enrolled in this study. The original number was based
upomn the assumption that 90% of the subjects having completed a previous pediatric study
with BRV ‘asradjunctive treatment in epilepsy will rollover into the present study. With
Protocol Amendment 3, enrollment is expanded to include up to 100 directly enrolled
subjects (>4 years to <17 years of age) with POS, thus increasing possible enrollment to
up to 600 subjects.
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Change #82, Section 13.1, Informed consent, paragraph 3, final sentence
The original text:

Any subject who is over 16 years of age during the LTFU study must sign and date the
Informed Consent form according to local regulations.

Has been changed to:

Any subject who is over 16 years of age during N01266 must sign and date the Informed
Consent form according to local regulations.

Change #83, Section 15, REFERENCES
The following reference has been added

Varni JW, Seid M, Rode CA. The PedsQL: measurement model for the pediatric
quality of life inventory. Med Care. 1999;37:126-39.
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16.4 Protocol Amendment 4
Rationale for the amendment

As a result of the PK analyses performed on the plasma samples collected at N01263
completion, the plasma concentrations approximating the concentrations for adults receiving
BRYV 200mg/day were not achieved by the dosing scheme initially included in NO1266. Thus;
NO01266 was amended to allow a maximum BRYV dose of 5.0mg/kg/day (not to exceed a total
dose of BRV 200mg/day).

The number of directly enrolled subjects has been increased from “up to” to “at least™
100 subjects with the planned total enrollment of approximately 600 subjects to allow
flexibility in the number of patients reaching 1 year of exposure.

Demographics and childbearing potential will be captured at the EV for L'TEU subjects,
instead of using the data recorded from either the Baseline or the final visit of the.previous
study.

The handling of protocol deviations has been made consistent with the updated statistical
analysis process.

In addition, it was clarified that although no formal‘interim ‘analysis'will be performed, the
data may be reported prior to the completion ofithis study to support the ongoing data
cleaning, annual reports, regulatory submissions, and publications.

Modifications and changes
Global changes
The following changes were made throughout the protocol:

e For all subjects, the titration dosage fotpediatric subjects has been aligned without age
limitations.

e The maximum allowable BRV dose has been changed from 3.2mg/kg/day for subjects
>8 years of age and-4.0mg/kg/day for subjects <8 years of age to 5.0mg/kg/day (2.5mg/kg
bid) for all subjects'(not to.exceed a total dose of BRV 200mg/day).

e For administfative putposes and to ensure consistency with other documents,
demographies and:childbearing potential will be assessed at the EV for LTFU subjects,
instead(of using the data captured from either the Baseline or the final visit of the
previous study: ITn addition, for the same reason, the age that triggers the switch from
BRIEF-Pto-BRIEF between the Baseline and the initial YEV has been changed from 6 to
5 years of age.

e Visit windows have been added for clarity.

e Minor administrative and editorial changes.
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Specific changes
Change #1, SPONSOR DECLARATION

The original text:

Study Physician
|

Date/Signature
Clinical Program Director
|

Date/Signature
Exploratory Development Director
I

Date/Signature

Has been changed to:

Study Physician
|

Date/Signature
Clinical Program Director
I

Date/Signature
Clinical Pharmacology Director
L

Date/Signature
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Change #2, STUDY CONTACT INFORMATION

The original text:

Sponsor Study Physician

Name: C

Address: 8010 Arco Corporate Drive, ||l N
Raleigh, NC 27617
United States

Phone: ]

Fax: I

Clinical Monitoring Contract Research Organization

Name: Pharma-Research Associates (UK) Ltd.
Address: Imperial Way
Reading, Berkshire
RG2 OTD
United Kingdom
Phone: +44 118 918.1000
Fax: +44 118918 1001

Has been changed to:

Sponsor Study Physician

Name: C
Address: 8010 Arco-Corporate Drive, |l R
Raleigh; NC 27617
United States
Phone: ]
Fax: I
Clinical Monitoring Contract Research Organization
Name: Pharma-Research Associates (UK) Ltd.
Address: Green Park
500 South Oak Way
Reading, RG2 6AD
United Kingdom
Phone: +44 118 918 1000
Fax: +44 118 918 1001
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Change #3, SERIOUS ADVERSE EVENT REPORTING

The original text:

Serious adverse event reporting (24h) and safety related issues

Europe and Rest of the World (except Japan): +32 2 386 2421

Fax US: +1 800 880 6949
Canada: +1 877 582 8842

Europe, US, and Rest of the World (except Japan): DS _ICT@ucb.com

Email

Has been changed to:
SERIOUS ADVERSE EVENT REPORTING

Serious adverse event reporting (24h) and safety related issues

Europe and Rest of the World (except Japan): +32 2 3862421

Fax US: +1 800 880 6949
Canada: +1 877 582 8842

Europe, US, and Rest of the World (except Japan): DS-ICT@ucb.com

Email

Change #4, LIST OF ABBREVIATIONS

The following abbreviation-has been deleted:
DRM data review.meeting

The following abbreviation-has been added:

uv Unscheduled Visit
Change #5, Section 1, SUMMARY, paragraph 1

The original text:

This is a Phase.3, open-label, single-arm, multicenter, long-term study to evaluate the safety
and efficacy of brivaracetam (BRV) in children with epilepsy. This study was initially
designed. for pediatric subjects who had completed N01263 or would complete other future
pediatric BRVistudies (herein referred to as “long-term follow-up” [LTFU] subjects). With
Protocol Amendment 3, enrollment was expanded to include up to 100 subjects >4 years to
<17 years of age with POS who had not previously enrolled in a pediatric BRV study (herein
referred to as “directly enrolled subjects”).

Has been changed to:

This is a Phase 3, open-label, single-arm, multicenter, long-term study to evaluate the safety
and efficacy of brivaracetam (BRV) in children with epilepsy. This study was initially
designed for pediatric subjects who had completed N01263 or would complete other future
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pediatric BRV studies (herein referred to as “long-term follow-up” [LTFU] subjects). With
Protocol Amendment 3, enrollment was expanded to include up to 100 subjects >4 years to
<17 years of age with POS who had not previously enrolled in a pediatric BRV study (herein
referred to as “directly enrolled subjects”). With Protocol Amendment 4, the number of
directly enrolled subjects is increased to at least 100 subjects with the planned total
enrollment of approximately 600 subjects. In addition, the dosing scheme was aligned so
that it is no longer age-dependent; previously, subjects >8 or <8 years of age were dosed
under different dosing schemes.

Change #6, Section 1, SUMMARY, paragraphs 3 to 5
The original text:

The LTFU subjects will enter directly into the Evaluation Period at the Entry Visit (EV) and
will continue BRV treatment at the individualized dose they were receiving at the'.completion
of their previous pediatric BRV study. Directly enrolled subjects will.enter NQ1266 at the
Screening Visit (ScrV) and then participate in up to 3 weeks of an.Up-Titration Period. If a
directly enrolled subject demonstrates, in the opinionof the Investigator,‘aeceptable
tolerability and seizure control on the same daily dese.of BRV.(no lower than the minimum
specified dose) for 7+2 days during the Up-Titration Period; the subject will attend the EV
and enter the Evaluation Period on that dose;

Brivaracetam (tablet and oral solution) should be administered twice daily (bid) in 2 equally
divided doses. All LTFU subjects must be able to,tolerate the minimum dose specified in the
previous BRV study to be eligible forentry into' the-Evaluation Period. This minimum
tolerated dose for LTFU subjects\from N01263 is 0-8mg/kg/day if >8 years of age and
1.0mg/kg/day if <8 years of age. The same mintmums apply to directly enrolled subjects as
indicated in Section 7.2.

The maximum allowable BRV dose¢ is 3:2mg/kg/day for subjects >8 years of age and
4.0mg/kg/day for subjects <8-years of age. Younger subjects (<7 years of age) will be
administered BRV oral solution..Subjects above 50kg will be dosed as adults, up to a
maximum total daily desenot exceeding 200mg/day, and should transition from the oral
solution to the equivalent oraltablet dose, if appropriate. With the exception of dose
adjustments for BRV during the Up-Titration Period, which should be made in accordance
with the protocol-specified guidelines, dose adjustments of BRV and any concomitant
antiepileptie drugs (AEDs) are allowed at any time based on clinical judgment.
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Has been changed to:

The LTFU subjects will enter directly into the Evaluation Period at the Entry Visit (EV) and
will continue BRV treatment at the individualized dose they were receiving at the completion
of their previous pediatric BRV study. Directly enrolled subjects will enter NO1266 at the
Screening Visit (ScrV) and then participate in up to 3 weeks of an Up-Titration Period. If a
directly enrolled subject demonstrates, in the opinion of the Investigator, acceptable
tolerability and seizure control on the same daily dose of BRV (no lower than 1.0mg/kg/day)
for 7+2 days during the Up-Titration Period, the subject will attend the EV and enter the
Evaluation Period on that dose.

Brivaracetam (tablet and oral solution) should be administered twice daily (bid)«in 2 equally
divided doses. All LTFU subjects must be able to tolerate the minimum dose(speeified in the
previous BRV study to be eligible for entry into the Evaluation Period of N01266.-A1
directly enrolled subjects must be able to tolerate at least 1.0mg/kg/day during the
Up-Titration Period prior to entering the Evaluation Period of N01266,as indicated in
Section 7.2.

The maximum allowable BRV dose is 5.0mg/kg/day (2.5mg/kg bid), not to exceed a dose
of 200mg/day for subjects with body weight >40kg. Subjects <7)years of age will receive
oral solution. Subjects >7 years of age will receive tablets, as-appropriate. With the
exception of dose adjustments for BRV during‘the Up-Titration Period, which should be
made in accordance with the protocol-specified guidelines,.dose adjustments of BRV and any
concomitant antiepileptic drugs (AEBDs).are allowed at.any time based on clinical judgment.

Change #7, Section 2.5, Rationale for the study, paragraphs 3 and 4
The original text:

NO01263 is the first study of BRV, in pediatrie'subjects. This is an open-label, fixed 3-step
up-titration, PK, safety and efficacy study to evaluate BRV as adjunctive therapy in children
(aged >1 month to <16 years) with epilepsy using an oral solution. The safety and PK data
from this study will be used-for BRV dose adaptation in pediatric subjects with epilepsy.

NO01266 was originally designed to give subjects who complete NO1263 or other future
pediatric BRV studies (ie,LTFU subjects) an opportunity to continue BRV treatment for
approximately:3 years, tntil approval of BRV is granted for pediatric subjects in their age
range, or until the investigational product development is stopped by the Sponsor. With
Protocol Amendment 3, enrollment is expanded to include up to 100 eligible subjects

>4 yeats to <17 years of age with POS who have not participated in another pediatric BRV
study.(ie, directly enrolled subjects). Thus, NO1266 will gather additional long-term safety
andtolerability data on BRV in pediatric subjects with epilepsy while providing access to
BRYV for subjects who may benefit from long-term treatment.

Has been changed to:

NO01263 is the first study of BRV in pediatric subjects. This was an open-label, fixed 3-step
up-titration, PK, safety and efficacy study to evaluate BRV as adjunctive therapy in children
(aged >1 month to <16 years) with epilepsy using an oral solution. The safety and PK data
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from this study will be used for BRV dose adaptation in pediatric subjects with epilepsy. A
total of 100 subjects were enrolled into this study.

NO01266 was originally designed to give subjects who complete N01263 or other future
pediatric BRV studies (ie, LTFU subjects) an opportunity to continue BRV treatment for
approximately 3 years, until approval of BRV is granted for pediatric subjects in their age
range, or until the investigational product development is stopped by the Sponsor. With
Protocol Amendment 3, enrollment was expanded to include up to 100 eligible subjects

>4 years to <17 years of age with POS who have not participated in another pediatric BRV
study (ie, directly enrolled subjects). Thus, NO1266 will gather additional long-term safety
and tolerability data on BRV in pediatric subjects with epilepsy while providing access to
BRYV for subjects who may benefit from long-term treatment. With Protocol. Amendment 4,
the number of directly enrolled subjects is increased to at least 100 subjects with, the
planned total enrollment of approximately 600 subjects. In addition; based on the PK
analyses performed on the plasma samples collected in N01263, the dosing-scheme for
Protocol Amendment 4 was aligned so that it is no longer age-dependent; previously,
subjects >8 or <8 years of age were dosed under different dosing schemes.

Change #8, Section 5.1, Study description, paragraphs 3 to 4
The original text:

Brivaracetam (tablet and oral solution) should be administered bid in 2 equally divided doses.
All LTFU subjects must be able to tolerate the minimum BRV dose specified in the previous
study to be eligible for entry into the-Evaluation Period)of N01266. For LTFU subjects from
NO01263, this minimum tolerated' BRV dose.is 0.8mg/kg/day if >8 years of age and
1.0mg/kg/day if <8 years of age. The same minimums apply to directly enrolled subjects.

For all subjects enrolled in N01266;-the magimum BRYV dose is 3.2mg/kg/day for subjects
>8 years of age and 4.0mg/kg/day-for subjects <8 years of age. Younger subjects (<7 years of
age) will be administered BRV-oral solution. Subjects above 50kg will be dosed as adults, up
to a maximum total daily dose not exceeding 200mg/day, and should transition from the oral
solution to the equivalent-oral tablet dose. Dose adjustments of BRV and/or concomitant
AEDs are allowed at any timebased on clinical judgment; however, during the Up-Titration
Period, dose adjustments for BRV should be made only as specified in Section 7.2.1.
Additional information en BRV administration is presented in Section 7.2. Subjects will
continue to-receive BRV treatment in this study for approximately 3 years, until approval for
BRYV has'been obtained for pediatric subjects in their age range, or until the investigational
productidevelopment is stopped by the Sponsor.

Has beenchanged to:

Brivaracetam (tablet and oral solution) should be administered bid in 2 equally divided doses.
All LTFU subjects must be able to tolerate the minimum BRYV dose specified in the previous
study to be eligible for entry into the Evaluation Period of N01266. All directly enrolled
subjects must be able to tolerate at least 1.0mg/kg/day during the Up-Titration Period
prior to entering the Evaluation Period of N01266, as indicated in Section 7.2.

For all subjects enrolled in N01266, the maximum BRYV dose is 5.0mg/kg/day (2.5mg/kg
bid), not to exceed a dose of 200mg/day for subjects with body weight >40kg. Subjects
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<7 years of age will receive oral solution. Subjects >7 years of age will receive tablets, as
appropriate. Dose adjustments of BRV and/or concomitant AEDs are allowed at any time
based on clinical judgment; however, during the Up-Titration Period, dose adjustments for
BRYV should be made only as specified in Section 7.2.1. Additional information on BRV
administration is presented in Section 7.2. Subjects will continue to receive BRV treatment in
this study for approximately 3 years, until approval for BRV has been obtained for pediatric
subjects in their age range, or until the investigational product development is stopped by the
Sponsor.

Change #9, Section 5.1, Study description, paragraph 7
The original text:

No formal interim analysis is planned (see Section 12.8).

Has been changed to:

No formal interim analysis is planned; however, data may be reported prior to the
completion of this study (see Section 12.8).

Change #10, Section 5.1.2, Planned number of subjects-and sites,
paragraph 2

The original text:

With Protocol Amendment 3, enrollment.is expanded to.include up to 100 eligible directly

enrolled subjects >4 years to <17 years of age‘with POS; which will allow up to 600 subjects
to enroll in NO1266 instead of the up to 500 originally planned.

Has been changed to:

With Protocol Amendment 3, enrollment was expanded to include up to 100 eligible directly
enrolled subjects >4 years to <17 years.of age with POS, which allowed up to 600 subjects to
enroll in N01266 instead of'the up to, 500 originally planned. With Protocol Amendment 4,
the number of directly enrolled.subjects is increased to at least 100 subjects with the
planned total enrollment of approximately 600 subjects.
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Change #11, Section 5.2, Schedules of study assessments

Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent to the final TV
for directly enrolled subjects

Footnote a appended to childbearing potential at EV for LTFU subjects has been deleted and the following
assessment has been added:

Period Safety
. Down-
Evaluation o (Drug-
Titration
free)
Visit . . Yearly
- Mlmm.a ! Full. Evaluation ([\Unscheduled . Ea.rly . I?OWI.I- Safety
Entry Visit Evaluation | Evaluation N7 . . . Discontinuation | Titration . .
. W\ Visit/Final Visit - . Visit
Visit Visit .. Visit Visit
Visit
(EV) (MEYV) (FEY) (YEV/FV") (UV) (EDV) (DTV)* (SY)
Subjects LTFU* | DE All
Assessment
Demographic data X

Change #12, Section 5.2, Schedules of study assessments, abbreviations
The original text:

AE=adverse event; AED=antiepileptic dtug; ALP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate
aminotransferase; Bayley-IlI=Bayley-Scales of Infant and Toddler Development, Third Edition; BRIEF=Behavior Rating Inventory
of Executive Function; BRIEF-P<Behavior Rating Inventory of Executive Function-Preschool Version; BRV=brivaracetam;
CBCL=Child Behavior‘Checklist; C-SSRS=Columbia-Suicide Severity Rating Scale; DE=directly enrolled; DRC=daily record
card; ECG=electrocardiogram; eCRF=electronic case report form; EEG=electroencephalogram; GGT=gamma-glutamyltransferase;
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IVRS=interactive voice response system; LTFU=long-term follow-up; M=Month; PedsQL=Pediatric Quality of Life Inventory;
SAE=serious adverse event; TV=Titration Visit; V=Visit

Has been changed to:

AE=adverse event; AED=antiepileptic drug; ALP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate
aminotransferase; Bayley-III=Bayley Scales of Infant and Toddler Development, Third Edition; BRIEF=Behavior Rating Inventory of
Executive Function; BRIEF-P=Behavior Rating Inventory of Executive Function-Preschool Version; BRV=brivaracetam,;
CBCL~=Child Behavior Checklist; C-SSRS=Columbia-Suicide Severity Rating Scale;-DE=directly enrolled; DRC=daily record card;
DTV=Down-Titration Visit; ECG=electrocardiogram; eCRF=electronic case report.form;-EDV=Early Discontinuation Visit;
EEG=electroencephalogram; EV=Entry Visit; FEV=Full Evaluation-Visit; FV=Final Visit; GGT=gamma-glutamyltransferase;
IVRS=interactive voice response system; LTFU=long-term follow-up; M=Month; MEV=Minimal Evaluation Visit;
PedsQL=Pediatric Quality of Life Inventory; SAE=serious adverse event; SV=Safety Visit; TV=Titration Visit; UV=Unscheduled
Visit; V=Visit; YEV=Yearly Evaluation Visit

Change #13, Section 5.2, Schedules of study assessments, footnote a
The original text:

a For LTFU subjects, the following data will be‘obtained from Baseline of the previous pediatric BRV study and should not be
recorded on the eCRF for N01266: demographics, general medieal and procedure history, epilepsy history, AED history, height,
Bayley-III scales, the Achenbach CBCL, BRIEF-P/BRIEFE;and PedsQL scores. The following data will be obtained from the final
visit of the previous pediatric BRV study and should not\be recorded in the eCRF for N01266: AEs, childbearing potential,
recording of medications, recording of procedures, scizure count, EEG, ECG, laboratory assessments for safety, including
phenytoin plasma concentrations (if applicable), the‘C-SSRS, vital signs, body weight, physical and neurological examinations,
psychiatric and mental status, and data’on health.care provider consultations not foreseen by the protocol and hospital stays. The
EV is also the final evaluation visit-0f the prévious pediatric BRV study.

Has been changed to:

a For LTFU subjects, the following data will be obtained from Baseline of the previous pediatric BRV study and should not be
recorded on the eCRF for N01266:-general medical and procedure history, epilepsy history, AED history, height, Bayley-I11
scales, the Achenbach CBCL; BRIEF-P/BRIEF, and PedsQL scores. The following data will be obtained from the final visit of
the previous pediatric BRV study and should not be recorded in the eCRF for N01266: AEs, recording of medications, recording
of procedures, seizure count, EEG, ECG, laboratory assessments for safety, including phenytoin plasma concentrations (if
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applicable), the C-SSRS, vital signs, body weight, physical and neurological examinations, psychiatric and mental status,
and data on health care provider consultations not foreseen by the protocol and hospital stays. The EV is also the final
evaluation visit of the previous pediatric BRV study.

Change #14, Section 5.2, Schedules of study assessments, footnote q
The original text:

q The cognition scale (Bayley-III) to be used in N01266 for subjects <18 months of age.and enfelled in English-speaking countries
will be the same as the one used in the previous pediatric BRV study. If the subject reaches. 18 months of age in this study, the
subject will still be assessed using the Bayley-III to allow for an evaluation of the change from Baseline even if his/her age
increases to >18 months.

Has been changed to:

q The cognition scale (Bayley-III) to be used in NO1266 for-subjects <18 months to 42 months of age and enrolled in
English-speaking countries will be the same as the one uised in theé.previous, pediatric BRV study. If the subject reaches 18 months
of age in this study, the subject will still be assessed using theBayley-Il to allow for an evaluation of the change from Baseline
even if his/her age increases to >18 months.

Change #15, Section 5.2, Schedules of study @ssessments, footnote s
The original text:

s The BRIEF-P should be used for subjects >2 years to <5-years of age and the BRIEF should be used for subjects >5 years of age,
with the following exception: For subjects who completed the BRIEF-P at the Baseline assessment (previous pediatric BRV study
for LTFU subjects and ScrV for directly(enrolled subjects) and turn 6 years of age between that assessment and the initial YEV, the
BRIEF-P should be completed through.and including the initial YEV, and subsequently the BRIEF should be completed.

Has been changed to:

s The BRIEF-P should be used for subjects >2 years to <5 years of age and the BRIEF should be used for subjects >5 years of age,
with the following exception: For subjects who completed the BRIEF-P at the Baseline assessment (previous pediatric BRV study
for LTFU subjects and.ScrV for directly enrolled subjects) and turn 5 years of age between that assessment and the initial YEV, the
BRIEF-P should be completed, through and including the initial YEV, and subsequently the BRIEF should be completed.
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Change #16, Section 5.3, Visit sequence, Table 5-3: Visit sequence

The original table:

Directly enrolled subjects

Visit Type of visit
ScrV Screening

W1 TV1? TV
w2 TV2? TV
W3 TV3? TV

All subjects
First year follow-up

MO V1 EV®
Ml V2 MEV
M2 V3 FEV

M3 V4 MEV*®

M4 - -

M5 - -

M6 V5 FEV
M7 £ -

M8 - -

M9 V6 MEV®
M10 - -
M1l - -

Sécond and subsequent years follow-up?
M2 V7 YEV
M15 V8 MEV
M{18 V9 FEV
M21 V10 MEV
and every 3 months V11, V12, etc YEV, MEV, etc
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Has been changed to:
Table 5-3: Visit sequence
Directly enrolled subjects
Visit Type of visit
ScrV Screening
Wi TV1? vV
w2 Tv2® vV
W3 TV3? TV
All subjects
First year follow-up
MO \! EV®
Ml V2 MEV
M2 V3 FEV
M3 v4 MEV*
M4 - -
M5 - -
M6 NS FEV
M7 - -
M8 4 -
M9 V6 MEV®
M10 - -
Ml11 - -
Second and subsequent years follow-u
M12 V7 YEV
MI15 V8 MEV
M18 \E FEV
M21 V10 MEV
and every 3 months thereafter V11, V12, etc YEV, MEV, etc
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Change #17, Section 5.3, Visit sequence, Table 5-3: Visit sequence, note
The original text:

Note: “-” denotes that no visit is scheduled in that month.

Has been changed to:

Note: Visits at W1, W2, W3, and MO0 will occur 7+2 days after the previous visit; visits-at
M1, M2, and M3 will occur 30+7 days after the previous visit; visits at M6, M9,
M12, M15, M18, M21, and every 3 months thereafter will occur 9015 days after
the previous visit.
“.” denotes that no visit is scheduled in that month.

Change #18, Section 5.4, Rationale for study design and selection.of
dose, paragraphs 2 through 5

The original text:

Each LTFU subject will begin treatment in NO1266 at the individualized"BRV dose he/she
was receiving at the completion of the previous pediatric study. Directly-enrolled subjects
will participate in up to 3 weeks of an Up-Titration/Period! If a subject demonstrates, in the
opinion of the Investigator, acceptable tolerability and seizure control on the same daily dose
of BRV for 7+2 days during the Up-Titration*Periods.the subjeet will be allowed to enter the
Evaluation Period (subject must be able.te.tolerat¢ the minimum specified dose; see

Section 7).

A physiologically-based PK model (NO13.13) was developed to predict the doses to be tested
in N01263. The same doses that' were used for up-titration in NO1263 will be used for the

3 consecutive weeks that comprise the Up-Titration Period of N01266. For subjects >8 years
of age, the approximate doses to be administered are 0.4, 0.8, and 1.6mg/kg bid (0.8, 1.6, and
3.2mg/kg/day, respectively, corresponding to 50, 100, and 200mg/day in adults) for Weeks 1,
2, and 3 of up titration, respectively~For subjects <8 years of age, the approximate doses to
be administered are 0.5, 1:0; and.2.0mg/kg bid (1.0, 2.0, and 4.0mg/kg/day, respectively) for
Weeks 1, 2, and 3 of up titration; respectively. Daily doses will be adjusted by body weight,
but will not exceed'maximums of 50mg/day, 100mg/day, and 200mg/day. The dose selection
was based on the.following observations in adult subjects:

e The PK-of BRV/is hnear and of low variability in adults up to 1 order of magnitude above
the therapeutic.dose range.

e Efficacious'doses in adults are expected to be from 50mg/day up to 200mg/day.

¢ . Drug clearance is expected to be higher in children than in adults because of the
physiologically based PK simulations.

Brivaracetam (tablet and oral solution) should be administered twice daily (bid) in 2 equally
divided doses. All LTFU subjects must be able to tolerate the minimum dose specified in the
previous BRV study to be eligible for entry into the Evaluation Period of NO1266. This
minimum tolerated BRV dose for LTFU subjects from N01263 is 0.8mg/kg/day if >8 years
of age and 1.0mg/kg/day if <8 years of age. The same minimums apply to directly enrolled
subjects.
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The maximum allowable BRV dose in N01266 is 3.2mg/kg/day for subjects >8 years of age
and 4.0mg/kg/day for subjects <8 years of age. Younger subjects (<7 years of age) will be
administered BRV oral solution. Subjects above 50kg will be dosed as adults, up to a
maximum total daily dose not exceeding 200mg/day, and should transition from the oral
solution to the equivalent oral tablet dose, if appropriate.

Has been changed to:

Each LTFU subject will begin treatment in NO1266 at the individualized BRV dose he/she
was receiving at the completion of the previous pediatric study. Directly enrolled subjects
will participate in up to 3 weeks of an Up-Titration Period. If a subject demonstrates;-in the
opinion of the Investigator, acceptable tolerability and seizure control on the same daily dose
of BRV for 7+2 days during the Up-Titration Period, the subject will be allowed-to enter the
Evaluation Period (subject must be able to tolerate the minimum dose of 1.0mg/kg/day; see
Section 7.2).

A physiologically-based PK model (NO1313) was developed to prediet the doses to be tested
in NO1263. The same doses that were used for up-titration in N01263 will‘be used for the

3 consecutive weeks that comprise the Up-Titration Period of NQ1266./Based on the PK
analyses performed on the plasma samples collected in W01263; the plasma
concentrations approximating the concentrations for adults receiving BRV 200mg/day
were not achieved by the dosing scheme.initially ineluded-in N01266; as a result, it was
recommended that the same doses are to-be administered in all pediatric subgroups,

>1 month to <16 years of age. For allsubjects, the approximate doses to be administered are
0.5, 1.0, and 2.0mg/kg bid (1.0, 2.0, and 4.0mg/kg/day; respectively), with the daily doses
not exceeding the maximums/of 50mg/day, 100mg/day, and 200mg/day for Weeks 1, 2,
and 3 of up-titration, respectively. The-dose seléction was based on the following
observations:

e The PK of BRYV is linear and of low-variability in adults up to 1 order of magnitude above
the therapeutic dose range.

e Efficacious doses in.adults areexpected to be from 50mg/day up to 200mg/day.

e In the recently completed N01263, BRV was eliminated more rapidly in pediatric
subjects than in adult.subjects, resulting in a lower plasma concentration. Therefore,
clearance of BRV.was shown to be higher in pediatric subjects than in adult
subjects.

Brivaracetam (tablet and oral solution) should be administered twice daily (bid) in 2 equally
divided doses:“All LTFU subjects must be able to tolerate the minimum dose specified in the
previous BRV study to be eligible for entry into the Evaluation Period of N01266. All
directly enrolled subjects must be able to tolerate at least 1.0mg/kg/day during the
Up-Titration Period prior to entering the Evaluation Period of N01266, as indicated in
Section 7.2.

The maximum allowable BRV dose in N01266 is 5.0mg/kg/day (2.5mg/kg bid), not to
exceed a dose of 200mg/day for subjects with body weight >40kg. Subjects <7 years of
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age will receive oral solution. Subjects >7 years of age will receive tablets, as
appropriate.

Change #19, Section 7.2, Treatments to be administered
The original text:

The LTFU subjects will ordinarily start dosing on the individualized BRV dose they were
receiving at the completion of the previous pediatric BRV study. The directly enrolled
subjects will participate in an Up-Titration Period as described in Section 7.2.1 before entry
into the Evaluation Period.

The LTFU subjects must be able to tolerate the minimum BRYV dose specified in their
previous study to be eligible for entry into the Evaluation Period of N01266. Fer-subjects
entering N01266 from N01263, the minimum BRYV dose is 0.8mg/kg/dayif'=8 years.of age
or at least 1.0mg/kg/day if <8 years of age; directly enrolled subjects mustalso tolerate at
least these dosages for 7+2 days during the Up-Titration Period befote.entry-into the
Evaluation Period.

The maximum BRYV dose for subjects >8 years of age.s 3.2mg/kg/day and 4.0mg/kg/day for
subjects <8 years of age. Subjects above 50kg willdbe dosed as adults, up to a maximum total
daily dose not exceeding 200mg/day, and sheuld.transition from-the oral solution to the
equivalent oral tablet dose, unless the subject’s’condition prevents him/her from swallowing
oral tablets. Subjects <7 years of age should not transition-to oral tablet treatment. Oral
solution should not be mixed with other liquids prior to‘administration.

The maximum dose allowed in this study.is 200mg/day (100mg bid).

Brivaracetam should be given bid appreximately;12 hours apart in 2 equally divided doses.
The mg dosage for the oral tablet treatment should be calculated to match as closely as
possible the mg/kg-based dosage and should be a combination of the BRV 10mg, 25mg, and
50mg tablets. Only the following exact.dosages are allowed for the oral tablet administration:

BRYV 20, 40, 50, 70, 100,150, and 200mg/day. Subjects should be dosed with either oral
tablets or oral solution(and not@.combination of both.

The dose of oral solution will'be measured using the appropriate syringes (1mL, 3mL, and/or
10mL) with an.adaptor able to fit both bottle sizes. Dose adjustments of IMP and/or
concomitant‘AEDs ar¢.allowed at any time based on clinical judgment.

All subjects who prematurely discontinue the study should complete an EDV and have their
BRV.dose down'titrated by a maximum of half the dose every week until a dose of
1.0mg/kg/day-is reached for subjects <8 years of age or until a dose of 0.8mg/kg/day is
reached for subjects >8 years of age.

Subjects should take their BRV treatment according to instructions provided by the
Investigator.

Dispensation of IMP will be done by an interactive voice response system (IVRS).
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Has been changed to:

Brivaracetam (tablet and oral solution) should be administered bid approximately 12 hours
apart in 2 equally divided doses. Subjects should be dosed with either oral tablets or oral
solution and not a combination of both. The mg dosage for the oral tablet treatment should
be calculated to match as closely as possible the mg/kg based dosage and should be a
combination of the BRV 10mg, 25mg, and 50mg tablets. Only the following exact dosages
are allowed for the oral tablet administration: BRV 20, 40, 50, 70, 100, 150, and 200mg/day.

The dose of oral solution will be measured using the appropriate syringes (ImL, 3mL;.and/or
10mL) with an adaptor able to fit both bottle sizes. Oral solution should not be mixed with
other liquids prior to administration.

All subjects who prematurely discontinue the study should complete an EDV.and haye their
BRYV dose down titrated by a maximum of half the dose every week until'a'dose of
1.0mg/kg/day is reached.

Subjects should take their BRV treatment according to instructions\provided- by the
Investigator. Dose adjustments for concomitant AEDs are allowed at-any time based on
clinical judgment.

Dispensation of IMP will be done by an interactive voice'response system (IVRS).

Change #20, Section 7.2.1, Up-Titration Period for directly enrolled
subjects, paragraph 3 and Table.7-1

The original text:

Based on tolerability and seizure control, a subject’s BRV dose may be reduced to no lower
than the age-designated minimum dose¢ indicated in Table 7—1. If a subject had previously
received the reduced BRV dose for. 742 days ‘with acceptable tolerability and seizure control,
then the subject may enter directly into-the Evaluation Period.

Table 7-1: Recommended BRV dosing schedule for directly enrolled subjects
during the'Up-Titration Period

Visit (Week) BRV.dose per dosing occasion BRY dose per day
(mg/kg) (mg/kg/day)
>8 years <8 years >8 years <8 years
TVI1 (1) ~0.4 ~0.5 ~0.8 ~1.0
TV2(2) ~0.8 ~1.0 ~1.6 ~2.0
TV3 (3) ~1.6 ~2.0 ~3.2 ~4.0

Has been changed to:

Based on tolerability and seizure control, a subject’s BRV dose may be reduced to no lower
than the designated minimum dose indicated in Table 7—1. If a subject had previously
received the reduced BRV dose for 7+2 days with acceptable tolerability and seizure control,

then the subject may enter directly into the Evaluation Period.
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Table 7-1: Recommended BRYV dosing schedule for directly enrolled subjects
during the Up-Titration Period

Visit (Week) BRY dose per dosing occasion (mg/kg) BRY dose per day
(mg/kg/day)

TV1 (1) ~0.5 ~1.0

TV2(2) ~1.0 ~2.0

TV3 (3) ~2.0 ~4.0

Change #21, Section 7.2.1, Up-Titration Period for directly enrolled
subjects

The following paragraph has been added:

Daily doses will not exceed the maximums of S0mg/day, 100mg/day, and 200mg/day for
Weeks 1, 2, and 3 of up-titration, respectively.

Change #22, Section 7.2.2, Evaluation Period for-all subjects
The following section has been added:
7.2.2 Evaluation Period for all subjects

The maximum BRYV dose will be 5.0mg/kg/day(2.5mg/kg bid), not to exceed a dose of
200mg/day for subjects with body weight >40kg. Subjects <7 years of age will receive
oral solution. Subjects >7 years of‘age will receive tablets, as appropriate.

The LTFU subjects will ordinarily start dosing on the individualized BRYV dose they
were receiving at the completion of the previous pediatric BRV study. They must be
able to tolerate the minimum BRV- dosespecified in their previous study to be eligible
for entry into the Evaluation-Period of N01266.

Dose can be adjusted at any-time @s-considered necessary by the Investigator and
required by the subject’s medical condition. The newly adjusted dose must not exceed
the maximum allowed dose(Smg/kg/day [2.5mg/kg bid], not to exceed a dose of
200mg/day).

Change #23;.Section 8.1, Screening Visit for directly enrolled subjects
only, paragraph d

The original text:

The\ScrV i§'applicable only to directly enrolled subjects (ie, subjects >4 years to <17 years of
age with POS who have not previously participated in a pediatric BRV study). Beginning
with Protocol Amendment 3, up to 100 directly enrolled subjects will be allowed to
participate in NO1266. The Screening Period will serve as the Baseline Period for directly
enrolled subjects.

Has been changed to:

The ScrV is applicable only to directly enrolled subjects (ie, subjects >4 years to <17 years of
age with POS who have not previously participated in a pediatric BRV study). Beginning
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with Protocol Amendment 3, up to 100 directly enrolled subjects were allowed to participate
in NO1266. The Screening Period will serve as the Baseline Period for directly enrolled
subjects. With Protocol Amendment 4, the number of directly enrolled subjects is
increased to at least 100 subjects with the planned total enrollment of approximately
600 subjects.

Change #24, Section 8.1, Screening Visit for directly enrolled subjects
only, bullet point 21

The original text:
e Laboratory assessments for safety including:
— Hematology
— Biochemistry including hepatic monitoring
— Urinalysis
— Endocrinology
— Serum pregnancy test (if applicable)
Has been changed to:
e Laboratory assessments for safety including:
— Hematology
— Biochemistry including hepatic monitoring
— Urinalysis
— Endocrinology
— Serum pregnancy test-(see Section 9.5.1)
Change #25, Section 8.3.1; LTFU subjects
The original text:
e Signing and dating of written Informed Consent by parent(s)/legal representative(s)

o Signing.and dating-of Assent form by the subject (if applicable, according to age and
local requirements)

e Subject identification card dispensing

o -DRC dispensed

e Verification of inclusion/exclusion criteria
e [VRS call

e Study drug dispensed

e Recording of medications (Any ongoing medications [including AEDs and non-AEDs] at
the time the subject completed the previous pediatric BRV study should not be recorded
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in the eCRF for NO1266, unless there is a change regarding the administration of the
medication. In this event, the start date corresponding to the date of change in
administration should be recorded in the eCRF.)

e Recording of AEs (Any ongoing AEs at the time the subject completed the previous
pediatric BRV study should not be recorded in the eCRF for N01266, unless there is a
change in intensity or seriousness. In this event, the AE should be recorded in the eCRF
for N01266, with the onset date corresponding to the date of change in condition.)

e Appointment for the next visit according to the schedule described in Section 5.3

The following data will be obtained from Baseline of the previous pediatric BRV study and
should not be recorded in the eCRF for N01266:

e Demographic data

e General medical and procedures history
e Epilepsy history

e AED history

e Height

e Bayley-IlI scales (for LTFU subjects <18months.ef ageat Baseline of N01263 or other
pediatric BRV studies and only for subjects enrolled in English-speaking countries)

e Achenbach CBCL score (see Section 10.3'3)
e Laboratory assessments
— Endocrinology

The following data will be obtained from the final visit of the previous pediatric BRV study
and should not be recorded.in.thé eCRE for N01266:

e Childbearing potential Recording of medications
e Recording of procedures

e Seizure count

e EEG

— _For'subjects>2 years of age on the day of the study visit and with typical absence
seizuresian EEG of at least 1 hour of recording (including hyperventilation and
intérmittent photic stimulation) must be performed

— For subjects >1 month to <2 years of age on the day of the study visit: an EEG of at
least 24 hours of recording (including sleeping and awakening periods) must be
performed

e ECG
e Laboratory assessments for safety

— Hematology
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— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

— Urinalysis (for subjects >4 years of age)

— Urine pregnancy test (if applicable)

Phenytoin plasma concentrations (if applicable)

Suicidality assessment (C-SSRS) (for subjects >6 years of age)
Vital signs

Body weight

Physical examination

Neurological examination

Psychiatric and mental status

Health care provider consultations not foreseen by the protocol

Hospital stays

Has been changed to:

Signing and dating of written Informed Consent by parent(s)/legal representative(s)

Signing and dating of Assent fotm,by the subject (if applicable, according to age and
local requirements)

Subject identification card dispensing
DRC dispensed

Verification of inclusion/exclusion-ctiteria
Demographic data

Childbearing potential

IVRS call

Study drug-dispensed

Recording of medications (Any ongoing medications [including AEDs and non-AEDs] at
the.time the-subject completed the previous pediatric BRV study should not be recorded
in the eCRF for NO1266, unless there is a change regarding the administration of the
medication. In this event, the start date corresponding to the date of change in
administration should be recorded in the eCRF.)

Recording of AEs (Any ongoing AEs at the time the subject completed the previous
pediatric BRV study should not be recorded in the eCRF for N01266, unless there is a
change in intensity or seriousness. In this event, the AE should be recorded in the eCRF
for NO1266, with the onset date corresponding to the date of change in condition.)

Appointment for the next visit according to the schedule described in Section 5.3
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The following data will be obtained from Baseline of the previous pediatric BRV study and
should not be recorded in the eCRF for N01266:

e General medical and procedures history
e Epilepsy history

e AED history

e Height

e Bayley-IlI scales (for LTFU subjects <18 months of age at Baseline of N01263 or,other
pediatric BRV studies and only for subjects enrolled in English-speaking countries)

e Achenbach CBCL score (see Section 10.3.3)
e Laboratory assessments
— Endocrinology

The following data will be obtained from the final visit of the previous pediatric BRV study
and should not be recorded in the eCRF for N01266:

e Recording of medications
e Recording of procedures
e Seizure count

e EEG

— For subjects >2 years of:age on the day ofthe study visit and with typical absence
seizures: an EEG of at least 1(hour ofirecording (including hyperventilation and
intermittent photic stimulation) must;be performed

— For subjects >1 month.to'<2 years of age on the day of the study visit: an EEG of at
least 24 hours of recording (ineluding sleeping and awakening periods) must be
performed

e ECG
e Laboratory.assessments for safety
— Hematology

— _“Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

— Urinalysis (for subjects >4 years of age)

— Urine pregnancy test (see Section 9.5.1)
e Phenytoin plasma concentrations (if applicable)
e Suicidality assessment (C-SSRS) (for subjects >6 years of age)
e Vital signs
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e Body weight
e Physical examination
e Neurological examination
e Psychiatric and mental status
e Health care provider consultations not foreseen by the protocol
e Hospital stays
Change #26, Section 8.3.2, Directly enrolled subjects, bullet point 18
The original text:
e Laboratory assessments for safety
— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST; ALP, total bilirubin, and
GGT)

— Urinalysis

— Urine pregnancy test (if applicable)
Has been changed to:
e Laboratory assessments for safety

— Hematology

— Biochemistry (including hepatic monitering of ALT, AST, ALP, total bilirubin, and
GGT)

— Urinalysis
— Urine pregnancy test (see-Section 9.5.1)
Change #27, Section 8.4; Minimal Evaluation Visit, header
The original text:
8.4 Minimal Evaluation Visit
Has been changed to:
8.4 ,"Minimal Evaluation Visit (all subjects)
Change #28, Section 8.5, Full Evaluation Visit, header
The original text:
8.5 Full Evaluation Visit
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Has been changed to:
8.5 Full Evaluation Visit (all subjects)
Change #29, Section 8.5, Full Evaluation Visit, bullet point 20
The original text:
e Laboratory assessments for safety
— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

— Urinalysis (for subjects >4 years of age)
— Urine pregnancy test (if applicable)
Has been changed to:
e Laboratory assessments for safety
— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

— Urinalysis (for subjects >4 years of age)
— Urine pregnancy test (see.Section,9.5.1)
Change #30, Section 8.6, Yearly Evaluation Visit, header
The original text:
8.6 Yearly Evaluation Visit
Has been changed to:
8.6 Yearly Evaluation Visit (all subjects)
Change #31, Section 8.6, Yearly Evaluation Visit, bullet point 21
The original text:
e Laboratory assessments for safety
£ y"Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

— Urinalysis (for subjects >4 years of age)
— Urine pregnancy test (if applicable)

— Endocrinology
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Has been changed to:

e Laboratory assessments for safety

Hematology

Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

Urinalysis (for subjects >4 years of age)
Urine pregnancy test (see Section 9.5.1)

Endocrinology

Change #32, Section 8.7, Unscheduled Visit, header
The original text:

8.7

Unscheduled Visit

Has been changed to:

8.7

Unscheduled Visit (all subjects)

Change #33, Section 8.8, Early Discontinuation Visit, header

The original text:

8.8

Early Discontinuation Visit

Has been changed to:

8.8

Early Discontinuation Visit,(all subjects)

Change #34, Section 8.8, Early Discontinuation Visit, bullet point 20

The original text:

e Laboratory assessments for safety

Hematology.

Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

Urinalysis\(for subjects >4 years of age)

Serum pregnancy test (if applicable)

Has been changed to:

e Laboratory assessments for safety

Hematology

Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

Urinalysis (for subjects >4 years of age)

Confidential Page 219 of 346



UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam N01266

— Serum pregnancy test (see Section 9.5.1)

Change #35, Section 8.9, Down-Titration Visit, header

The original text:

8.9 Down-Titration Visit

Has been changed to:

8.9 Down-Titration Visit (all subjects)

Change #36, Section 8.10, Safety Visit, header

The original text:

8.10 Safety Visit

Has been changed to:

8.10 Safety Visit (all subjects)

Change #37, Section 8.10, Safety Visit, bullet point 14

e Laboratory assessments for safety (to be performed only if abnormal at the EDV)
— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

— Urinalysis (for subjects’>4 years of'age)
— Serum pregnancy test (if applicable)

Has been changed to:

e Laboratory assessments for safety (to be performed only if abnormal at the EDV)
— Hematology

— Biochemistry(including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

— Uripalysis (for subjects >4 years of age)

— _Serum pregnancy test (see Section 9.5.1)
Change #38, Section 8.11, Final Visit, header
The original text:

8.11 Final Visit
Has been changed to:
8.11 Final Visit (all subjects)
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Change #39, Section 8.11, Final Visit, bullet point 18
The original text:
e Laboratory assessments for safety

— Hematology

— Biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and
GGT)

— Urinalysis (for subjects >4 years of age)
— Urine pregnancy test (if applicable)
— Endocrinology
Has been changed to:
e Laboratory assessments for safety
— Hematology

— Biochemistry (including hepatic monitoring of ALT,)AST,ALP, total bilirubin, and
GGT)

— Urinalysis (for subjects >4 years of age)
— Urine pregnancy test (see Section 9.5.1)
— Endocrinology

Change #40, Section 9.5.1, Laboratory assessments for safety, table
footnote d

The original text:

4 Female subjects with asTanner stage >1 should have urine pregnancy tests at the EV
(directly enrolled subjects only); YEVs/FV, and FEVs and serum pregnancy tests at the
ScrV (directly enrolled subjects only), EDV, and SV.

Has been changed to:

4 All femalé subjects'with a Tanner stage >1 should have urine pregnancy tests at the EV,
YEVs/EV; and FEVs and serum pregnancy tests at the ScrV (directly enrolled subjects
only),EDVyand SV.

Change #41, Section 9.5.1, Laboratory assessments for safety,
paragraphs 5 and 6

The original text:

For LTFU subjects, laboratory safety assessments at the EV will be obtained from the final
visit of the previous pediatric BRV study and should not be recorded in the eCRF for
NO01266. Laboratory safety assessments (hematology, biochemistry [including hepatic
monitoring: total bilirubin, ALP, AST, ALT, and GGT], urinalysis [for subjects >4 years of
age, and pregnancy testing [as applicable]) will be performed at the ScrV and EV (directly

Confidential Page 221 of 346



UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam N01266

enrolled subjects only), FEV, YEV, FV, and at the EDV in the case of early discontinuation.
Laboratory assessments will also be mandatory at the SV if the laboratory results at the EDV
are abnormal. Only hepatic monitoring assessments will be performed at the final TV
(directly enrolled subjects only), and the MEVs at V4 (M3) and V6 (M9) during the first
year; no laboratory safety assessments will be performed at other MEVs. Endocrinology
testing will be performed at the ScrV (directly enrolled subjects only) and once a year at the
YEV. For LTFU subjects, the Baseline endocrinology values will be taken from Baseline of
the previous pediatric BRV study.

Female subjects who have a Tanner stage >1 should have urine pregnancy tests at the\EV
(directly enrolled subjects only), YEVs/FV, and FEVs and serum pregnancy tests ‘at'the ScrV
(directly enrolled subjects only), EDV, and the SV. A serum pregnancy test will.be
performed as backup if a urine sample is not available. A urine pregnancy test should be
performed at any time during the study if a pregnancy is suspected.

Has been changed to:

For LTFU subjects, pregnancy testing (if applicable) will be performed-at the EV and
other laboratory safety assessments at the EV will.be obtained. from' the/final visit of the
previous pediatric BRV study and should not be-recorded in the eCRF for N01266.
Laboratory safety assessments (hematology, biochemistry-[including hepatic monitoring:
total bilirubin, ALP, AST, ALT, and GGT], urinalysis-{for subjects >4 years of age, and
pregnancy testing [as applicable]) will be'performied at the.ScrV and EV (directly enrolled
subjects only), FEV, YEV, FV, and.at'the EDV¥ in the case of early discontinuation.
Laboratory assessments will also be mandatery at the.SV if the laboratory results at the EDV
are abnormal. Only hepatic mehitoring-assessments will be performed at the final TV
(directly enrolled subjects only), and the-MEVsdat V4 (M3) and V6 (M9) during the first
year; no laboratory safety assessments will-be performed at other MEVs. Endocrinology
testing will be performed at the SerV (directly enrolled subjects only) and once a year at the
YEV. For LTFU subjects, the-Baseline‘endocrinology values will be taken from Baseline of
the previous pediatric BRV,_ study.

All female subjects whohave 4 Tanner stage >1 should have urine pregnancy tests at the EV,
YEVs/FV, and FEVs and seram pregnancy tests at the ScrV (directly enrolled subjects only),
EDV, and the SV..A serum pregnancy test will be performed as backup if a urine sample is
not available A urine‘pregnancy test should be performed at any time during the study if a
pregnancy. is/suspected.

Change #42, Section 9.6.8, BRIEF-P and BRIEF, paragraph 6
The original text:

The BRIEF-P or BRIEF appropriate for each subject’s age should be completed, with the
following exception: For subjects who completed the BRIEF-P at the Baseline assessment
and turn 6 years of age between that assessment and the initial YEV, the BRIEF-P should be
completed through and including the initial YEV, and subsequently the BRIEF should be
completed.
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Has been changed to:

The BRIEF-P or BRIEF appropriate for each subject’s age should be completed, with the
following exception: For subjects who completed the BRIEF-P at the Baseline assessment
and turn S years of age between that assessment and the initial YEV, the BRIEF-P should be
completed through and including the initial YEV, and subsequently the BRIEF should be
completed.

Change #43, Section 12.6, Handling of protocol deviations
The original text:

After all eCRFs have been entered and queries addressed, and prior to locking the clinical
database, a data review meeting (DRM) will be held. The purpose of this DRM will beto
assess the quality of the data for subsequent database lock, identify protoceldeviatiens, and
finalize analysis sets.

Has been changed to:

Important protocol deviations are deviations from the protocol, which potentially could
have a meaningful impact on either the primary efficacy outcome.or key safety
outcomes for an individual subject. The criteria for identifying/important protocol
deviations and the classification of important protecol deviations will be defined within
the project Data Cleaning Plan. To the‘extent feasible, the rules for identifying protocol
deviations will be defined without review of the .data and without the consideration of
the frequency of occurrence of such-deviations. Whenever possible, criteria for
identifying important protocol-deyiations will be.implemented algorithmically to ensure
consistency in the classification of importantprotocol deviations across all subjects.

Important protocol deviations will-be reviewed as part of the ongoing data cleaning
meetings prior to database lockto confirm exclusion from analysis sets.

Change #44, Section 12,8, Planned interim analysis and data monitoring
The original text:

Due to the single-artn open-label design of this study, no formal interim analysis as such will
be performed. However, interim database locks will be performed to allow safety and
efficacy analyses in support of submission activities and to allow optimization of the
development, program:

Has been changed to:

Noformalinterim analysis is planned; however, data may be reported prior to the
completion of this study to support ongoing data cleaning, annual reports, regulatory
submissions, and publications.

Change #45, Section 12.9, Determination of sample size
The original text:

No formal sample size calculation was performed for this study. Originally, up to
500 subjects might have possibly enrolled in this study. The original number was based upon
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the assumption that 90% of the subjects having completed a previous pediatric study with
BRYV as adjunctive treatment in epilepsy will rollover into the present study. With Protocol
Amendment 3, enrollment is expanded to include up to 100 directly enrolled subjects

(>4 years to <17 years of age) with POS, thus increasing possible enrollment up to

600 subjects.

Has been changed to:

No formal sample size calculation was performed for this study. Originally, up to

500 subjects might have possibly enrolled in this study. The original number was based-upon
the assumption that 90% of the subjects having completed a previous pediatric study-with
BRYV as adjunctive treatment in epilepsy will rollover into the present study. With Protocol
Amendment 3, enrollment was expanded to include up to 100 directly enrolléd-subjects

(>4 years to <17 years of age) with POS, thus increasing possible enrollment up to

600 subjects. With Protocol Amendment 4, the number of directly enrolled subjects is
increased to at least 100 subjects with the planned total enrollment of approximately
600 subjects.

16.5 Protocol Amendment 5
Rationale for the amendment

The main purposes of this amendment are-to:
e Add an updated list of Anticipated SAEs.

e Add a section on AEs of special interest-in accordance with the Sponsor template
requirement.

e Update of the schema for down-titration to-align with N01263 and provide uniformity
across the BRV pediatric developmentprogram.

e Removal of requirement that subjecetsi<7 years of age receive oral solution and, as
appropriate, subjects >7 years of/age receive tablets in recognition of individual subject
preferences to allow. subjectsadditional flexibility in treatment options.

e Provide Entry Visit information specific to subjects who enroll from core studies under
development.

e Provide-additional clarity regarding enrolled subjects who participate in EP0065 and then
resupie.participation in N01266. Protocol Amendment 3 had allowed for subjects to
participatedn what was called a “substudy.”

e (_Clarified'requirement that subjects >2 years of age with typical absence seizures have at
least a 24-hour EEG, instead of a 1-hour EEG.

¢ Eliminate the EEG at the 3-month visit (V4) and the requirement for subjects to have
EEGs after they reach 2 years of age (exception: subjects with typical absence seizures)
and allow the EDV EEGs to be done at the Investigator’s discretion. This change was
made due to the limited clinical utility of these assessments and to unburden the
Investigator, subject, and subject’s caregiver/family.
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e Replace serum pregnancy tests with urine pregnancy tests and inclusion of urine
pregnancy tests at all MEVs.

e Update according to the current Sponsor protocol template. This includes:

— The addition of text regarding PDILI; these changes were strictly template-driven.
They do not reflect a change in the liver safety signal for BRV and are included only
for alignment with updated standard Sponsor text across programs.

— The streamlining of Introduction with reference to the availability of additional
information in the Investigator’s Brochure.

e Update of Introduction text to include more current literature references and'to include
information about the marketing authorization of BRV.

e Revision of the duration of the study for an individual subject from approximately 3 years
to at least 3 years, with the addition of the possibility of subjects entering a-managed
access program, if available.

e Removal of the BRV 1.0mg/mL oral solution from the deseription-ofithe IMP as the
BRYV 10mg/mL oral solution is adequate for dosing.

Modifications and changes
Global changes

These following changes are considered administrative in'nature and are not included as
separate listings in the table of specifi¢ changes below:

e BRYV 1.0mg/kg/day, 2.0mg/kg/day, and4.0mg/kg/day have been changed to
Img/kg/day, 2mg/kg/day, anddmg/kg/day, respectively, for consistency across the
BRYV pediatric development program.

e “Drug Safety” has beenreplaced with “Patient Safety” as an administrative change to
a departmental name.

e Stylistic changes‘and minor editorial changes have been made and are of no
consequence,to the meaning of content.

Specific changes

The following table provides a list of specific changes to the protocol. Specific changes to the
tables in Section 3.2 (Table 5-1, Table 5-2, Table 5-3, and Table 5-4) are provided
immediately after the table and are not included in the table itself.
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Section Impacted

Key components of previous text

Key components of amended text

Rationale

Sponsor
Declaration

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.

Clinical Project Manager

Clinical Trial
Biostatistician

Study Physician

Clinical Program Director

Clinical Pharmacology
Director

Date/Signature
Date/Signature
Date/Signature

Date/Signature

Date/Signature

Removed text and signatures/dates (not showi).

Update per template.
Required signatures

are now provided as
the final page of the

protocol.
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Section Impacted Key components of previous text Key components of amended text Rationale

Study Contact Sponsor Study Physician: Sponsor Study Physician: Update with

Information Name: Name: administrative
Address: Address: changes.

8010 Arco Corporate Drive, ||l N
Raleigh, NC 27617
United States

Phone: |

Fax:

Clinical Project Manager:
Name: |
Address: UCB Center Bruxelles

Phone: I

UCB Biosciences GmbH
Alfred Nobel Strabe 10
40789 Monheim
Germany

Phone: [
Fax: [
Clinical ProjectManager:
Natne

Address{UCB BioPharma sprl

Phond: I

Serious Adverse

Serious adverse event reporting (24h) and safety
related issues

Serious adverse event reporting (24h)

Update to Sponsor

Event Reporting Fax: template.
Fax: Europe and Rest of the World: +32 2 386 2421
Europe and Rest of the World (exeept Japan)™” | jS'and Canada: +1 800 880 6949 or +1 866 890
+32 2 386 2421 3175
US: +1 800 880 6949 Email:
Canada: +1 877 582 8842 Global: DS_ICT@ucb.com
Email:
Europe, US, and Rest of the.World.(exeept
Japan): DS-ICT@ucb.com
List of ICH: International Eonferencelon ICH: International Council for Harmonization Revise abbreviation.
Abbreviations Harmonisation iv: intravenous Provide
PND: postnatal day PDILI: potential drug-induced liver injury intradocument
ULD: Unverticht-Lundborg disease PS: Patient Safety consistency.
SV2A: synaptic vesicle protein 2A
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Section 1
Section Impacted Key components of previous text Key components of amended text Rationale
Section 1 This is a Phase 3, open-label, single-arm, This is a Phase 3, open-label, single-atm, Update to Sponsor
multicenter, long-term study to evaluate the multicenter, long-term study to gvaluate the'safety | template to provide
safety and efficacy of brivaracetam (BRV) in and efficacy of brivaracetam(BRV) in-children focus on current
children with epilepsy. This study was initially | with epilepsy. This study is'designed for pediatric | study design.
designed for pediatric subjects who had subjects >1 month to <17 years of age who have Update to provide
completed NO1263 or would complete other completed other pediattic BRY studies (herein clarification/
future pediatric BRV studies (herein referred to | referred to as “long-term follow-up” [LTFU] additional
as “long-term follow-up” [LTFU] subjects). subjects) and for.at least-100 subjects >4 years to information for
With Protocol Amendment 3, enrollment was <{ryears of-age with(POS who had not subjiects enterin
expanded to include up to 100 subjects >4 years | previously enrolled‘ina pediatric BRV study NO{2 66 from cogre
to <17 years of age with POS who had not (herein-referred-to as “directly enrolled subjects”), studies (previous]
previously enrolled in a pediatric BRV study with a planned total enrollment of approximately referred %30 as Y
(herein referred to as “directly enrolled 600)subjects, revious BRY
subjects”). With Protocol Amendment-4,the Is)tu dies) and for
number of directly enrolled subjects‘is‘increased ; T .
. ) The primary objective is to document the long- enrolled subjects
to at least 100 subjects with the planned total o . .
. . term safety and tolerability of BRV. The who participate in
enrollment of approximately 600 subjects. In L
. . . secondary objective is to assess the efficacy of EP0065 then resume
addition, the dosing scheme was aligned-so that . AT
o . BRYV during long-term exposure. The other participation in
it is no longer age-dependent; previously, - .
. objectives are to explore direct cost parameters NO1266.
subjects >8 or <§ years of age were dosed-under .
. : and to assess the effect of BRV 1) on behavior Removal of
different dosing schemes. o . .
and cognition using the age-appropriate age-based
Achenbach Child Behavior Checklist requirements for use
The primary objective.is,to document the long- | (CBCL/1%%-5 or CBCL/6-18) for LTFU subjects of oral solution and
term safety and tolerability of BRV. The >18 months of age at Baseline of their initial BRV' | aplets in recognition
secondary objective is toassess the efficacy of | study (herein referred to as their “core study™) and | of individual subject
BRYV during Jleng-termeexposure. The other for all directly enrolled subjects, 2) on cognition preferences.
objectives @re'to explore direct cost parameters | using the Behavior Rating Inventory of Executive Revise duration of
and to assess the.effect of BRV on behavior and | Function® (BRIEF®)/BRIEF®-Preschool Version individual subiect
cognition using the age-appropriate Achenbach | (BRIEF®-P), and 3) on quality of life using the articipation tg) at
Child Behayier Checklist (CBCL/1%2-5 or Pediatric Quality of Life Inventory™ (PedsQL™) {)eas ¢ 3p cars
CBCL/6-18) for LTFU subjects >18 months of | for LTFU subjects >1 month of age at the years.
age at Baseline of the previous BRV study and | Baseline of the core study and for all directly Add managed access
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for all directly enrolled subjects. With Protocol
Amendment 3, the effect of BRV on cognition
will also be assessed using the Behavior Rating
Inventory of Executive Function®
(BRIEF®)/BRIEF®-Preschool Version
(BRIEF®-P) and the effect of BRV on quality of
life will be assessed using the Pediatric Quality
of Life Inventory™ (PedsQL™) for LTFU
subjects >1 month of age at the Baseline of the
previous BRV study and for all directly enrolled
subjects. The Bayley Scales of Infant and
Toddler Development®, Third Edition
(Bayley-IIT®) will be used to assess LTFU
subjects enrolled in English-speaking countries
and <18 months of age at Baseline of the
previous pediatric BRV study; the Bayley-I11
will not be used to access directly enrolled
subjects since all are to be >4 years of age.

The LTFU subjects will enter directlyinto the
Evaluation Period at the Entry Visit(EV) and
will continue BRV treatment, at.the
individualized dose they were receiving-at the
completion of their previous pediatric BRV
study. Directly enrolled‘subjects'will enter
NO1266 at the Screening Visit (ScrV) and then
participate in up to/3 weeks of an Up-Titration
Period. If a direetly enrolled subject
demonstrates, in the ‘@pinion of the Investigator,
acceptable tolerability and seizure control on the
samedaily dose of BRV (no lower than
1:.0mg/kg/day) for 7+2 days during the
Up-Titration Period, the subject will attend the
EV and enter the Evaluation Period on that

enrolled subjects. The Bayley Scales of Infant and
Toddler Development®, Third Edition
(Bayley-1II®) will be used to assess 'TFU
subjects enrolled in English-speaking countries
and <18 months of age at Baseline of the. core
study; the Bayley-III will notf.be used to assess
directly enrolled subjects since all ar¢ to be

>4 years of age.

The LTFU subjects will énter directly into the
Evaluation Period atthe Entry Visit (EV) and will
continue¢ BRYV treatment at the individualized dose
they were receiving at the completion of their core
study: Directly“enrolled subjects will enter
NO01266.at the Screening Visit (ScrV) and then
participate in up to 3 weeks of an Up-Titration
Period. If a directly enrolled subject demonstrates,
in the opinion of the Investigator, acceptable
tolerability and seizure control on the same daily
dose of BRV (no lower than 1mg/kg/day) for

742 days during the Up-Titration Period, the
subject will attend the EV and enter the
Evaluation Period on that dose.

Brivaracetam (tablet and oral solution) should be
administered twice daily (bid) in 2 equally divided
doses. All LTFU subjects must be able to tolerate
the minimum dose specified in the core study to
be eligible for entry into the Evaluation Period of
NO01266. All directly enrolled subjects must be
able to tolerate at least 1mg/kg/day during the
Up-Titration Period prior to entering the
Evaluation Period of N01266, as indicated in

as a factor for
determining length
of participation.
Change urinalysis
from age-based
requirement to
feasibility
requirement in
recognition
individual subject
capabilities.

Clarify that head
circumference is
included as a safety
variable (previously
included with
neurological
examination
variable).
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dose.

Brivaracetam (tablet and oral solution) should
be administered twice daily (bid) in 2 equally
divided doses. All LTFU subjects must be able
to tolerate the minimum dose specified in the
previous BRV study to be eligible for entry into
the Evaluation Period of N01266. All directly
enrolled subjects must be able to tolerate at least
1.0mg/kg/day during the Up-Titration Period
prior to entering the Evaluation Period of
NO01266, as indicated in Section 7.2.

The maximum allowable BRV dose is
5.0mg/kg/day (2.5mg/kg bid), not to exceed a
dose of 200mg/day for subjects with*body
weight >40kg. Subjects <7 years’of'age will
receive oral solution. Subjects >7'years of age
will receive tablets, as appropriate. With-the
exception of dose adjustments for BRV during
the Up-Titration Period, which should be made
in accordance with the protocolsspecificd
guidelines, dose adjustments.of BRYV and any
concomitant antiepileptic.drugs (AEDs) are
allowed at any time based on ¢linical judgment.

Subjects will rec€ive’ BR V' treatment in this
study for approximately.3-years, until approval
of BRV has;been obtained for pediatric subjects
in their dge range; or'until the investigational
product . development is stopped by the Sponsor.

Bor LTFU subjects, the EV is the first study

Section 7.2.

The maximum allowable BRV dose,is
5.0mg/kg/day (2.5mg/kg bid); notrto’exceed a
dose of 200mg/day for subjects with body weight
>40kg. Subjects will receive oral solution or
tablets, as appropriates With the ‘exception of dose
adjustments for BRV, during-the Up-Titration
Period, which should be made in accordance with
the-protocol-specified guidelines, dose
adjustments of BRV-and any concomitant
antiepileptic drugs (AEDs) are allowed at any
time.-based on-clinical judgment.

Subjects.will receive BRV treatment in this study
for atleast 3 years, until approval of BRV has
been-obtained for pediatric subjects in their age
range, until a managed access program is
established as allowed per country-specific
requirements in addition to legal and regulatory
guidelines, or until the investigational product
development in the related age range of the
pediatric population is stopped by the Sponsor,
whichever comes first.

For LTFU subjects, the EV is the first study visit.
For directly enrolled subjects, the EV occurs after
subjects have completed the ScrV and at least

1 Titration Visit (TV), and have maintained
acceptable tolerability and seizure control on the
same daily dose of BRV (no lower than the
minimum specified dose) for 7£2 days of the
Up-Titration Period. For subjects who continue in
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visit. For directly enrolled subjects, the EV
occurs after subjects have completed the ScrV
and at least 1 Titration Visit (TV), and have
maintained acceptable tolerability and seizure
control on the same daily dose of BRV (no
lower than the minimum specified dose) for
742 days of the Up-Titration Period. For
subjects who continue in this study until it ends,
the Evaluation Period will extend from the EV
until the final evaluation visit (Final Visit, FV).
For subjects who prematurely discontinue the
study, the Evaluation Period will last from the
EV until the Early Discontinuation Visit (EDV),
followed by a maximum 4-week
Down-Titration Period, a 2-week study
drug-free Safety Period, and a final Safety Visit
(SV). At selected sites, subjects may be.able to
participate in a substudy without'withdrawing
from N01266.

Safety variables include adverse events (AEs),
safety laboratory assessments (heématology,
biochemistry including hepatic'monitoting of
alanine aminotransferase [ALT], aspartate
aminotransferase [ AST]; alkaline phosphatase
[ALP], total bilirubin,‘and
gamma-glutamyltransferase.[GGT], and
endocrinology-fer all subjects and urinalysis for
subjects >4 yiears of age), plasma concentrations
of BRV and phénytoin (if applicable),
electrocardiograms (ECGs), vital signs, physical
and neurological examinations, psychiatric and
mental status, body weight, and height.

this study until it ends, the Evaluation Pétiod will
extend from the EV until the final evaluation yisit
(Final Visit, FV). For subjects who prematurely
discontinue the study, the Evaluation Period,;will
last from the EV until the Early.Discontinuation
Visit (EDV), followed by a‘maximum 4-week
Down-Titration Period, a 2-week-Safety
(Drug-Free) Period, and’a final Safety Visit (SV).
Subjects already enrolled in'N01266 may
participate in EP0065 (annintravenous [iv] BRV
study for pediatric subjects), if eligible, and then
resume participation(in N01266.

Safety variables include adverse events (AEs),
safety laboratory assessments (hematology,
biochémistry including hepatic monitoring of
alanine aminotransferase [ALT], aspartate
aminotransferase [AST], alkaline phosphatase
[ALP], total bilirubin, and
gamma-glutamyltransferase [GGT], and
endocrinology for all subjects and urinalysis for
subjects for whom sample collection is feasible),
plasma concentrations of BRV and phenytoin (if
applicable), electrocardiograms (ECGs), vital
signs, physical and neurological examinations,
psychiatric and mental status, body weight,
height, and head circumference.

Up to 600 subjects may possibly enroll in this
study. The number and location of sites will
depend on those participating in core studies from
which LTFU subjects will be enrolled, and those
participating in direct enrollment. Sites of direct
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Up to 600 subjects may possibly enroll in this enrollment will include, but not be limited to, sites

study. The number and location of sites will participating in core studies.

depend on those participating in N01263 and
other future pediatric BRV studies from which
LTFU subjects will be enrolled, and those
participating in direct enrollment. Sites of direct
enrollment will include, but not be limited to,
sites participating in N01263 and other pediatric

BRYV studies.

Section 2

Section Impacted Key components of previous text Key components of amended text Rationale

Section 2.1 Header: Background and epidemiology .of Header: Background regarding targeted disease. Update header to
targeted disease. Epilepsy is the second most prevalent Sponsor template.
Epilepsy is one of the most common and neurological disorder in the world. It is estimated | Update to provide
challenging neurological disorders. It hastbeen  [-that almost 70 million people suffer from epilepsy | more current and
estimated that over 50 million people ate (Ngugi et al, 2011). Epilepsy affects about 4 to 6 | concise background
affected worldwide (Engel and Pedley,/1998; out of 1,000 children aged less than 20 years old, | information.
Sander and Shorvon, 1996; Hauser et al, 1993; and the overall annual incidence rates of epilepsy
Loiseau et al, 1990). The prevalence of‘epilepsy | for all seizure types for all children aged less than
is around 1%. The annual incidence in 19 years range between 45 and 86 out of

developed countries is approximately 50 to 70 100,000 children. Long-term prognosis of
cases per 100,000. Indeveloping.countries, the | epilepsy varies across several factors such as
figure is higher du€ to more.limited obstetric types of syndromes, etiology, and presence of
services and the greater likelihood of cerebral co-morbidities.

infection and trauma. The incidence varies The existing treatment options for epilepsy in
greatly with’age, with-high rates occurring in childhood generally follow the treatment options
childhood, falling to low levels in early adult for adults, and clinical experience demonstrates
life, but witha second peak in those aged over | that children may benefit from the administration
65 years. lmany people, particularly children, | of conventional AEDs for the treatment of

the condition may remit, although a significant | hartial-onset seizures (POS) with comparable
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proportion will have epilepsy lifelong. The results to adults. Despite the availability ‘ofnew
disease duration is often determined by the AEDs, more than 25% of pediatric patients haye
underlying cause. Sudden unexpected death, a inadequate seizure control on currently available
complication of great concern, occurs in 1 to 5 AEDs, or experience significant-adverse drug
per 1000 patient years, particularly if the seizure | effects (Hadjiloizou and Bourgeois, 2007). Thus,
disorder remains uncontrolled. The treatment there remains a need for potent AEDs with a
for epilepsy remains difficult, and there is an positive benefit-risk profile in this population.
ongoing medical need for new AEDs. For a
considerable proportion (up to 30%) of patients,
seizure freedom can still not be reached with
currently available AEDs (Nasreddine et al,
2010; Kwan and Brodie, 2001).
Seizures encountered in adulthood may also be
experienced in childhood, including simplefand
complex partial seizures (Dulac, 1994). The
existing treatment options for partial €pilepsy in
childhood generally follow the treatment
options for adults, and clinical experience
demonstrates that children may benefit from the
administration of conventional AEDs for the
treatment of partial-onset seizures (POS) with
comparable results to adults.
Section 2.2 Brivaracetam is a chemical relative, ofthe AED | Brivaracetam ((2S)-2-[(4R)-2-0x0-4- Update to provide
levetiracetam (LEV, Keppra®). Like LEV, propyltetrahydro-1H-pyrrol-1-yl]butanamide) marketing approval
BRYV displays a high{and selective interaction displays a high and selective affinity for the status and to remove
with a novel brain-specific/binding site, synaptic | synaptic vesicle protein 2A (SV2A) in the brain. information
vesicle protein2 A-<(SV2A), However, the Binding to SV2A is believed to be the primary available in the
binding affinity of BRV.for SV2A is mechanism for BRV anticonvulsant activity. In Investigator’s
approximately 10-fold’higher. This binding site | 2016, marketing authorization for the use of oral Brochure.
appears\to be the'major target for its and iv BRV as adjunctive treatment of
pharmacological activity. Unlike LEV, BRV partial-onset seizures (POS) in patients 16 years
also reduces)voltage-dependent sodium currents. | of age and older with epilepsy was granted in the
Brivaracetam also reverses the inhibitory effects | EU, US, Australia, and Switzerland, and in
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of negative allosteric modulators on
gamma-aminobutyric acid- and glycine-induced
currents. Brivaracetam is extensively
metabolized, but seizure protection appears to
be associated with the parent compound.

The effects of long-term oral administration of
BRYV were evaluated in juvenile rats (9-week
study; up to 600mg/kg/day) and in juvenile dogs
(9-month study; up to 100mg/kg/day). In
juvenile rats and dogs, and consistent with adult
animals, the target organ was the liver with
different sensitivity across species. In the rat,
the highest dose tested (600mg/kg/day) was
considered to induce developmental adversé
effects (mortality, clinical signs, and decreased
body weights, mainly in preweaning pups). In
the younger age category (postnatal day

[PND] 4 in a rat and PND 4 in aldog
corresponds to a preterm human neonate),
exposure at the no-observed-adverseseffect level
was 17- to 38-fold higher in rats and.3- to 7-fold
higher in dogs than the anticipated exposure, in
the equivalent pediatric population (29ug.h/mL
or 63pug.h/mL, which are the area under the
curve [AUCo.4n] in adults at the'doses of 100 or
200mg/day, respectively). At later periods, the
exposure multiples;were similar to those seen in
adult toxicity.studies (atJeast 3-fold in rats and
1.2-fold indogs).

Brivaracetam is‘rapidly and completely
absorbed throughout the gastrointestinal tract.
The-extentof BRV absorption is not affected by
food. The pharmacokinetics (PK) are
dose-proportional (at least from 10mg to

Canada for patients 18 years and older with
epilepsy.

More detailed information regarding the
nonclinical and clinical development programs for
BRYV, including all completediand ongoing
studies, is provided in the Investigator’s Brochure.
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600mg). Brivaracetam is weakly bound to
plasma proteins (<20%). The volume of
distribution is 0.5L/kg, a value that is close to
that of total body water. The plasma half-life of
BRYV is approximately 8 hours in young healthy
male adults. The main metabolic pathway of
BRYV is by hydrolysis of the acetamide group to
the corresponding carboxylic acid, ucb-42145,
while a minor pathway is the o 1-hydroxylation
into ucb-100406-1 mediated by cytochrome
P450 (CYP)2C19. The combination of these

2 pathways results in the hydroxyacid terminal
metabolite ucb-107092-1. These metabolites are
not pharmacologically active. There is no
evidence of chiral inversion of BRV.
Brivaracetam is eliminated primarily by
metabolism and by excretion in the urine. More
than 95% of the dose, with less than'9% as
unchanged BRYV, is excreted in urine within

72 hours after dosing.

Pharmacokinetic studies in elderly‘and in
subjects with renal impairment showed a-similar
PK profile of BRV compared to'that invhealthy
subjects while the elimination of the,metabolites
was markedly slowed.down. A PK:study in
subjects with hepatie impairment showed a 50%
increase in exposure’to BRV ‘associated with
decreased hydrexylation.

Brivaracetam doesnot/impair the efficacy of
oral contraceptives containing
ethinylestradiol.30pg and levonorgestrel 150png.
Briyaracetamdoes not induce CYP3A4 using
midazolam as a marker probe. Brivaracetam has
no interaction on lamotrigine and topiramate.
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Brivaracetam plasma concentration is not
increased by gemfibrozil, a selective CYP2C8/9
inhibitor, but is increased in a nonclinically
relevant manner in subjects possessing defective
CYP2C19 mutations. Brivaracetam clearance is
doubled by rifampicin, a potent CYP inducer.

Trough levels of concomitant AEDs were
monitored in all efficacy studies. No significant
change from Baseline or dose-related trend was
observed for the plasma concentrations of’
carbamazepine, lamotrigine, LEV,
oxcarbazepine metabolite, phenobarbital,
phenytoin, topiramate, valproate, or zonisamide.
Carbamazepine epoxide was increased by

50% to 60% at BRV doses of 100 and
150mg/day due to inhibition of epoxide
hydrolase. There is no need for BRV'dose
adjustment in the presence of catbamazepine.

No longer Section 2.3 Efficacy with BRV (adultstadies) Deleted. Update to remove
applicable Following completion of the Phase.2)studies information now
(Section 2.3 of (NO1114 and N01193), clinical fesults available in the
Amendment 4) supported further development of BRV, for the prescribipg

adjunctive treatment of POS»Two adequate and 1nfomat10n and the

well-controlled fixed-dose studigs\(N01252 and Investigator’s

NO01253) were conducted to assess BRV across Brochure.

a dose range of 5t0“100mg/day.

NO01253 assessed BRV.doses of 5, 20, and

50mg/day and provided statistically significant

and clinically relevant evidence of the efficacy

of BRV.50mg/day. N01252 assessed BRV

doses' of 20,50, and 100mg/day. Although

N01252 was not positive, it provided supporting

evidence for the efficacy of BRV 100mg/day in
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subjects with epilepsy.

Two Phase 3 studies (NO1187 and N01236)
were conducted to evaluate the efficacy and
safety of BRV at doses of 5, 50, and 150mg/day
used as adjunctive treatment in adult subjects
with genetically ascertained Unverricht-
Lundborg disease (ULD). In both studies,
primary efficacy endpoints failed to reach
statistical significance.

Clinical photoparoxysmal response data (PPR,
N01069) suggested efficacy of BRV in subjects
with photosensitive epilepsy.

In addition, a subset of subjects (N=49) with
generalized epilepsy in the well-controlled,
flexible-dose, safety study (N01254) provides
further evidence of efficacy of BRV-against
generalized seizures.

No longer Section 2.4: Safety with BRV (adult studies) Deleted. Update to remove
applicable In Phase 2/3 studies, a favorable safety’and information now
(Section 2.4 of tolerability profile has been demonstrated for available in
Amendment 4) BRYV. The discontinuation rate-and the prescribipg )
discontinuation rate due to‘treatment-emergent information and in
adverse events (TEAEs). were low(and similar to the Investigator’s
placebo for all studiessThe mostfrequently Brochure.
reported TEAEs were headache; somnolence,
dizziness, and. fatigue. The oeverall incidence of
serious adverse events(SAEs) was low and
similar to placebo. There were no clinically
relevant changes.in lTaboratory values, vital
signs;. or ECG.abnormalities.
Safety results in ULD subjects indicate that
BRYV was well tolerated. The most frequently
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reported TEAEs were headache, somnolence,
and dizziness in NO1187 and headache,
myoclonus, and somnolence in N01236.

In addition, there are 3 ongoing open-label
LTFU studies (NO1125, N01199, and N01315)
that include subjects with POS, primary
generalized seizures, or ULD who completed

1 of the Phase 2/3 well-controlled studies. As of
08 Sep 2011, 1629 subjects have been enrolled
in these studies and 1624 subjects have received
study medication. The median duration of

BRYV exposure in LTFU studies was 119 weeks.
The most common TEAEs, based on interim
safety monitoring review, include headache;
dizziness, nasopharyngitis, convulsion,
somnolence, and fatigue. Overall, 272 subjects
reported SAEs. The only SAE occurring at a
frequency >1% was convulsion(2:5%). Overall,
142 subjects discontinued due to TEAEs: Fhe
most common TEAEs leading to premattre
discontinuation were convulsion and.depression.
For additional details on the safety and €fficacy

of BRYV, please refer to thexnvestigator’s
Brochure.

Section 2.3 Epilepsy affects about 4 to 6 out-of 1,000 NO01266 is designed for pediatric subjects >1 Eliminate repeated
(Section 2.5 of children aged less'than 20 years old, and the month to <17 years of age who have completed informational
Amendment 4) overall annualincidence'rates of epilepsy for all | core studies (LTFU subjects) and for at least content from
seizure typesfor all children aged less than 100 subjects >4 years to <17 years of age with Section 2.1.
19 yearsrange between 45 and 86 out of POS who have not participated in a core study Update in
100,000-children. Long-term prognosis of (directly enrolled subjects). The total enrollment accordance with
epilepsy varies)across several factors such as planned for N01266 is approximately 600 current study design.
types of syndromes, etiology, and presence of subjects.
co-morbidities. Despite the availability of new | N01266 will provide long-term safety and
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AEDs, more than 25% of pediatric patients have
inadequate seizure control on currently available
AEDs, or experience significant adverse drug
effects (Hadjiloizou and Bourgeois, 2007).
There remains a need for potent AEDs with a
positive benefit:risk profile in this population.

Generally, new treatments should be made
available to children through clinical studies as
soon as efficacy in adults is established. Studies
using BRV as adjunctive therapy in adults with
POS have shown promising results in terms of
both efficacy (Section 2.3) and safety

(Section 2.4). In addition, BRV has
demonstrated efficacy in a PPR study (N01069)
as well as in a subset of subjects with
generalized epilepsy in N01254.

NO01263 is the first study of BRV_in pediatrie
subjects. This was an open-label;fixed 3-step
up-titration, PK, safety and efficacy study; to
evaluate BRV as adjunctive therapy«in_children
(aged >1 month to <16 years) with epilepsy
using an oral solution. The safety-and PK data
from this study will be used for BRV ‘dose
adaptation in pediatric subjects withjepilepsy. A
total of 100 subjects were enrolled into this
study.

NO01266 was originally. designed to give subjects
who complete'N01263 or other future pediatric
BRYV studies/(ie,. LTFU subjects) an opportunity
to continue BRV treatment for approximately

3 years, until-approval of BRV is granted for
pediatric subjects in their age range, or until the
investigational product development is stopped

tolerability data on BRV in pediatric subjeets with
epilepsy, while providing access to BRV for
subjects who may benefit from long-term
treatment. The enrollment of divectly enrolled
subjects is intended to provide both long-term
safety and tolerably data and efficacy data for
subjects 4 years to <17 years of age with POS to
supplement data collected for subjects with POS
in N01263.

Subjects will receive BRV.treatment in this study
foraat least 3 years, until'approval of BRV has
been obtained for pediatric subjects in their age
range/until a managed access program is
established as.allowed per country-specific
requirements in addition to legal and regulatory
guidelings, or until the investigational product
development in the related age range of the
pediatric population is stopped by the Sponsor,
whichever comes first.

Subjects already enrolled in N01266 may
participate in EP0065, if eligible, and then resume
participation in N01266.
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by the Sponsor. With Protocol Amendment 3,
enrollment was expanded to include up to

100 eligible subjects >4 years to <17 years of
age with POS who have not participated in
another pediatric BRV study (ie, directly
enrolled subjects). Thus, N01266 will gather
additional long-term safety and tolerability data
on BRYV in pediatric subjects with epilepsy
while providing access to BRV for subjects who
may benefit from long-term treatment. With
Protocol Amendment 4, the number of directly
enrolled subjects is increased to at least 100
subjects with the planned total enrollment of
approximately 600 subjects. In addition, based
on the PK analyses performed on the plasma
samples collected in N01263, the dosing'scheme
for Protocol Amendment 4 was aligned.so that-it
is no longer age-dependent; preyviously, subjects
>8 or <8 years of age were dosed under
different dosing schemes.

Section 3

Section Impacted

Key components of previous text

Key components of amended text

Rationale

Section 3.3

e To assess the.effect of BRV on cognition
using the Bayley-1ll scales in subjects
<18 months of age (applicable only to
LTEU subjects.enrolled in English-speaking
countries)

To assess the effect of BRV on cognition
using the Bayley-III scales in subjects

<18 months of age (applicable only to LTFU
subjects enrolled in English-speaking
countries)

Clarification
regarding age.
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Section 4.1 Safety laboratory tests (hematology, Safety laboratory tests (hematology, Chan%e ofu.iinglysis
biochemistry including hepatic monitoring biochemistry including hepatic monitoring of (Siz:rsncr;ii)tgdcartl):\t;a as
of ALT, AST, ALP, total bilirubin, and ALT, AST, ALP, total bilirubin, and’GGT, Clarifv that h d
GGT, and endocrinology for all subjects and endocrinology for-all subjects and ciriﬁn}l]ffsrzilc:is
and urinalysis for subjects >4 years of age) urinalysis for subjects for whom sample included as
Body weight and height collection is feasible) (s€e)Section 9.2.1) described above.
Body weight, height/and head circumference
Section 4.2 Responder rate for total POS defined as the Responder rate\for total POS defined as the Claiit}t/ tha‘[l)yariables
percentage of subjects with a >50% pereentage.of subjects with a >50% reduction xlshyP CO)SSl; rjﬂe cts
reduction in ADF (average daily frequency) in. ADF (average daily frequency) of POS v
of POS recorded on EEG recorded on EEG (subjects with POS only)
Absolute and percent reduction, in) ADFof. Absolute and percent reduction in ADF of
POS POS (subjects with POS only)
Section 4.3 Change from Baseline in the Achenbach Change from Baseline in the Achenbach PrOVig,e clarification
CBCL score: the AchenbachCBCL/1.4-5 CBCL score: the Achenbach CBCL/1%-5 for rega.r g ages.
for children from 172 to 5'years old.and the children from 1% to 5 years old and the Rew(sie for
Achenbach CBCL/6-}8 for children 6 years Achenbach CBCL/6-18 for children 6 years g(l)t;:is(:gﬁzneg
and older and older (age at initiation of study drug in . Y
NO126e P terminology
Change from Baseline in the or core study) rega.rding core
BRIEF-P/BRIEF scare for subjects >2 years Change from Baseline in the BRIEF-P/BRIEF | Studies.
of age score for subjects >2 years of age (age at
Change from.previous BRV study Baseline 11;1téat10n of study drug in NO1266 or core
inthe Bayley-111 scales for children study)
<18 months of age (applicable only to Change from the Baseline in the Bayley-III
LTFU subjects enrolled in English-speaking scales for children <18 months of age at
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countries) baseline of the core study (applicabl&.only to
e  Change from Baseline in PedsQL for LTFItJ 'subj ects enrolled in English-speaking
subjects >1 month of age countries)
e Change from Baseline inPedsQL for'subjects
>1 month of age (age atdnitiation of study
drug in N01266 or.coere study)
Section 5
Section Impacted Key components of previous text Key components of amended text Rationale
Section 5.1 This is a Phase 3, open-label, single-arm, Thigis-a Phase 3, open-label, single-arm, Revise for
multicenter, long-term study to evaluate the multicenter, long-term study to evaluate the safety | intradocument
safety and efficacy of BRV in up to 600'subjects | ‘and efficacy of BRV in up to 600 subjects with consistency in
with epilepsy. Subjects who enroll in NO1266 epilepsy. Subjects who enroll in NO1266 from a terminology
from N01263 or another pediatriesBRV study; core’study (ie, LTFU subjects) must have been regarding core
(ie, LTFU subjects) must have been <16 years <16 years of age upon entry in the core study; studies.
of age upon entry in their previous study; eligible subjects who have POS and enroll in Update in
eligible subjects who have POS and‘enroll in N01266 without having participated in a core accordance with
N01266 without having participated in a study (ie, directly enrolled subjects) must be current study design.
previous pediatric BRV study((i¢; directly >4 years to <17 years of age.
enrolled subjects) must be.24 years to<17 years | Upon enrollment, eligible LTFU subjects will
of age. enter the Evaluation Period and continue their
Upon enrollment, eligible LTFU-subjects will BRYV treatment in accordance with their
enter the Evaluation-Period and continue their individualized dose at the completion of the core
BRYV treatment.in accordance with their study.
individualized dose atthe completion of their The subjects already enrolled in N01266 who then
previous(pédiatric BRV study. participate in EP0065 will resume dosing in
Brivaracetam (fablet and oral solution) should NO01266 in accordance with the individualized
be.administered bid in 2 equally divided doses. | dose they received at the completion of EP0065.
Al_l LTFU subjects must b.e able to tolerate the | Brivaracetam (tablet and oral solution) should be
minimum BRV dose specified in the previous administered bid in 2 equally divided doses. All
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study to be eligible for entry into the Evaluation
Period of NO1266. All directly enrolled subjects
must be able to tolerate at least 1.0mg/kg/day
during the Up-Titration Period prior to entering
the Evaluation Period of N01266, as indicated
in Section 7.2.

For all subjects enrolled in N01266, the
maximum BRYV dose is 5.0mg/kg/day
(2.5mg/kg bid), not to exceed a dose of
200mg/day for subjects with body weight
>40kg. Subjects <7 years of age will receive
oral solution. Subjects >7 years of age will
receive tablets, as appropriate.

Subjects will continue to receive BRV treatment
in this study for approximately 3 years, until
approval for BRV has been obtained for
pediatric subjects in their age range, or untibthe
investigational product development is stopped
by the Sponsor.

Following the EDV, subjects will have‘their
dose of BRV down titrated over,a maximum of
4 weeks (Down-Titration Petiod). After'2'weeks
free of study drug (Safety Period),subjects will
complete the SV.

LTFU subjects must be able to tolerate the
minimum BRYV dose specified in the core'study to
be eligible for entry into the Evaluation Period of
N01266. All directly enrolled subjects must be
able to tolerate at least 1mg/kg/day during the Up-
Titration Period prior to enteting the'Evaluation
Period of N01266, as indicated in Section 7.2.

For all subjects enrolled in NO1266, the maximum
BRYV dose is 5.0mg/kg/day~(2:5mg/kg bid), not to
exceed a doseof'200mg/day for subjects with
body weight >40kg. . Subjects will receive oral
solution,or oral tablets, as appropriate.

Following the. EDV, subjects will have their BRV
desereduced by a maximum of half the dose
every week-for a maximum of 4 weeks until a
dose of 1mg/kg/day (50mg/day for subjects with
bodyyweights >50kg) is reached.

Enrolled subjects who participate in EP0065 and
then resume participation N01266 will maintain
the visit schedule established for them in N01266
before participation in EP0065.
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Section 5.1.1

Subject participation will extend from study
entry for approximately 3 years, until approval
of BRV has been obtained for pediatric subjects
in their age range, or until the investigational
product development is stopped by the Sponsor.

Subject participation will extend from study entry
for at least 3 years, until approval of BRV has
been obtained for pediatric subjects, intheir age
range, until a managed access program is
established as allowed per country-specific
requirements in addition«t¢ legal and'regulatory
guidelines, or until thednvestigational product

Revise duration of
individual subject
participation to at
least 3 years.
Addition of managed
access as a factor for
determining length

development in the related age.range of the of participation.
pediatric population.is stopped by the Sponsor,
whichever comes first:

Section 5.1.2 As originally designed, up to 500 subjects (<16 [NQ1266 is planned for a total enrollment of Simplify text to

years of age upon entry in their previous
pediatric BRV study) might possibly enroll in
this study during the pediatric development
plan, based upon the assumption that 90% of
subjects having completed a previous pediatric
study with BRV as adjunctive treatment in
epilepsy would rollover into NO1266.

With Protocol Amendment 3, enrollment'was
expanded to include up to 100 eligible directly
enrolled subjects >4 years to <l7’years of age
with POS, which allowed up t0.600 subjects to
enroll in N01266 instead of the up,to 500
originally planned. With Protocol*Amendment
4, the number of directly enrolled subjects is
increased to at least“100 subjects with the
planned total enrollment of approximately 600
subjects.

approximately 600-subjects, including at least 100
eligible-directly enrolled subjects >4 years to
<17yyears of age with POS.

reflect current design
only and eliminate
repetition of sample
size estimates from
the study rationale
section.
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Section 5.1.3 As originally designed, the regions and The LTFU subjects will be enrolled in regions and | Simplify text to

countries participating in this study depended on
the location of the sites participating in the
previous pediatric BRV study/studies, as these
sites should have had access to the originally
planned LTFU study. Europe, US, and Mexico
were foreseen, with the possibility to extend to
other countries and regions if deemed necessary.

With Protocol Amendment 3, directly enrolled
subjects may be enrolled from sites participating
in NO1263 and possibly other sites, including,
but not limited to, those participating in other
pediatric BRV studies.

countries participating in the core studies.
Enrollment is planned for Europe,US, and
Mexico, with the possibility to ¢xtend toother
countries and regions if deemed necessany.
Directly enrolled subjects.imay be enrolled from

sites participating in core'studies-and possibly
other sites.

reflect current design
only.

Section 5.2 Once a directly enrolled subject demonstrates; Table'5-1 provides a schedule of assessments for | Update text to reflect
in the opinion of the Investigator, acceptable the EV.(all subjects). Table 5-2 provides a addition of new table
tolerability and seizure control on the,same schedule of assessments for the Evaluation, and update of
daily dose of BRV (no lower thafiithe’'minimum | Down-Titration, and Safety (Drug-Free) Periods existing tables.
specified dose) for 742 days during the (all subjects). Table 5-3 provides a schedule of
Up-Titration Period, the subject will attend the-|.["study assessments from the ScrV through the final
EV, enter the Evaluation Period on.that dose; TV (directly enrolled subjects only).
and follow the study assessments’in Table-5-1.

Table 5-1 provides a schedule‘ef all study
assessments for LTFU subjects and for
assessments subsequent.to the final TV for
directly enrolled subjects. Table'5-2 provides a
schedule of study assessments for directly
enrolled subjects fromithe-ScrV through the
final TV.

Section 5.4 NO01266.will allow*BRV long-term safety and N01266 will allow BRV long-term safety and Update for
tolerability datato be collected from pediatric tolerability data to be collected from pediatric intradocument
subjects with-epilepsy who will have subjects with epilepsy who will have participated | consistency in
participated in previous pediatric BRV studies in core studies and now have the opportunity to terminology
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and now have the opportunity to continue BRV
treatment, and from directly enrolled subjects
with POS. The safety and efficacy data
collected in this study will support the
applications for BRV indications in pediatric
patients.

Each LTFU subject will begin treatment in
NO1266 at the individualized BRV dose he/she
was receiving at the completion of the previous
pediatric study. Directly enrolled subjects will
participate in up to 3 weeks of an Up-Titration
Period. If a subject demonstrates, in the opinion
of the Investigator, acceptable tolerability and
seizure control on the same daily dose of BRV.
for 742 days during the Up-Titration Period, the
subject will be allowed to enter the Evaluation
Period (subject must be able to tolerate'the
minimum dose of 1.0mg/kg/day; see

Section 7.2).

For all subjects, the approximate doses'to be
administered are 0.5, 1.0, and 2.0mgrkg bid
(1.0, 2.0, and 4.0mg/kg/day, respectively), with
the daily doses not exceeding the maximums of
50mg/day, 100mg/day, and200mg/day for
Weeks 1, 2, and 3 of up-titration;.respectively.

In the recently<«completed N01263, BRV was
eliminated more rapidly-in pediatric subjects
than in adult’subjects, resulting in a lower
plasma eoncentration. Therefore, clearance of
BRYV jwas shown.to be higher in pediatric
subjects than'in adult subjects.

All directly enrolled subjects must be able to

continue BRV treatment, and from directly
enrolled subjects with POS. The safetyand
efficacy data collected in this study will support
the applications for BRV indications)in pediatric
patients.

Each LTFU subject will begin treatment in
NO01266 at the individualized BRV, dose he/she
was receiving at the/€ompletion of the core study.
Enrolled subjects who volunteer to participate in
EP0065 will resume dosing in NO1266 in
accordance Wwith the.individualized dose they
received-at the completion of EP0065. Directly
enrollédysubjects will participate in up to 3 weeks
of.an Up-Titration Period. If a subject
demonstrates, in the opinion of the Investigator,
acceptable tolerability and seizure control on the
same daily dose of BRV for 7+2 days during the
Up~Titration Period, the subject will be allowed to
enter the Evaluation Period (subject must be able
to tolerate the minimum dose of 1mg/kg/day; see
Section 7.2).

For all subjects, the approximate doses to be
administered are 0.5, 1, and 2mg/kg bid (1, 2, and
4mg/kg/day, respectively), with the daily doses
not exceeding the maximums of 50mg/day,
100mg/day, and 200mg/day for Weeks 1, 2, and 3
of up-titration, respectively.

In NO1263, BRV was eliminated more rapidly in
pediatric subjects than in adult subjects, resulting
in a lower plasma concentration. Therefore,
clearance of BRV was shown to be higher in
pediatric subjects than in adult subjects.

All directly enrolled subjects must be able to

regarding core
studies.

Provide dosing
information for
subjects who resume
dosing in N01266
after participation in
EP0065.

Remove age-based
requirement for oral
solution and tablet
dosing as described
above.
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tolerate at least 1.0mg/kg/day during the tolerate at least 1mg/kg/day during the
Up-Titration Period prior to entering the Up-Titration Period prior to entering thie
Evaluation Period of N01266, as indicated in Evaluation Period of N01266, as indic¢ated in
Section 7.2. Section 7.2.
Subjects <7 years of age will receive oral Subjects will receive oral solution or tablets, as
solution. Subjects >7 years of age will receive appropriate.
tablets, as appropriate.
Section 6
Section Impacted Key components of previous text Key components of amended text Rationale

Section 6 Not applicable. Themonconsecutive numbering and application of | Provide explanation
letters to some numbers in this section reflect of renumbering
changes(that have occurred with protocol required by Sponsor
amendments. template.

Section 6.1 Criteria that were in place before Protocol Deleted. Remove explanation

Amendment 3 have retained the previous
numbering.

no longer needed.

Section 6.1.1

2. Subject/legal representative is’eonsidered
reliable and capable of adhering to the
protocol (eg, able to understandand-complete
diaries), visit schedule, or medication intake
according to the judgment ofthe Investigator.

4. Female subjects-without childbearing
potential ate eligible.

S._) Female/subjects with childbearing potential
who are not sexually active are eligible.

2a. Subject/legal representative is considered
reliable and capable of adhering to the protocol
(eg, able to understand and complete diaries),
visit schedule, or medication intake (including
BRYV oral solution or tablets) according to the
judgment of the Investigator.

14. For female subjects, the subject is
e Not of childbearing potential
-OR-

Clarify (2a).
Update to BRV
pediatric
development
program standards

(14).
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Subjects need to notify the Investigator if
there is an anticipated change in status.

6. Female subjects with childbearing potential
who are sexually active are eligible if they
use a medically accepted contraceptive
method. Oral or depot contraceptive
treatment with at least ethinylestradiol 30ug
per intake or ethinylestradiol 50pg per intake
if associated with any strong inducer (eg,
carbamazepine, phenobarbital, primidone,
phenytoin, oxcarbazepine, St. John’s Wort,
rifampicin), a monogamous relationship with
a vasectomized partner, or double-barrier
contraception, are acceptable methods: The
subject must understand the consequences
and potential risks of inadequately protected
sexual activity, be educated about and
understand the proper use of contraceptive
methods, and undertake to infornrthe

Investigator of any potential*change in'status.

7. Female subjects with(childbearing potential
must have a negative pregnancy test.

e  Of childbearing potential, and
— Is not sexually active
— Has a negative pregnancy test
-OR-
e Of childbearingpotential; and
— Is sexually active
— Hasvanmegative pregnancy test

=\ Understands the consequences and
potential risks of inadequately
protected sexual activity, understands
and properly uses contraceptive
methods, and is willing to inform the
Investigator of any contraception
changes. Medically acceptable
contraceptive methods for the study
include, but are not limited to:

— Oral or depot contraceptive
treatment with at least
ethinylestradiol 30ug per intake
or ethinylestradiol 50pug per
intake if also taking one of the
following: carbamazepine,
phenobarbital, primidone,
phenytoin, oxcarbazepine, St.
John's Wort, or rifampicin

— Barrier contraception:
intrauterine device, diaphragm
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with spermicide, male ot female
condom with spermicide

— Abstinence from.sexual
intercourse

Section 6.1.2

3. Male or female subjects having participated
in a previous pediatric study in epilepsy with
BRYV and for whom a reasonable benefit
from long-term administration of BRV is
expected.

3a. Male or female subjects-having participated in

a core study and forwhom-a teasonable
benefit from lofig-term administration of BRV
islexpected.

Provide intra-
document
consistency with
“core study”
terminology.

Revise to allow
enrollment of
subjects from
NO01349 (a study in
neonates with
electroencephalo-
grahic neonatal
seizures).

Section 6.2.1

Not applicable.

29.

Subject has >1.5x upper limit of normal
(ULN) of any of the following: alanine
aminotransferase (ALT), aspartate
aminotransferase (AST), alkaline phosphatase
(ALP), or >1.0xULN total bilirubin
(>1.5xULN total bilirubin if known Gilbert’s
syndrome). If subject has elevations only in
total bilirubin that are >ULN and <1.5xULN,
fractionate bilirubin to identify possible
undiagnosed Gilbert’s syndrome (ie, direct
bilirubin <35%).

NO01349 subjects with a total bilirubin > ULN
may be considered for the study if benign
unconjugated hyperbilirubinemia is suspected

Update to Sponsor
template.
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30.

in the context of prolonged neonatal jaundice,
after discussion with the medical menitor

For randomized subjects with a baseline(result
>ULN for ALT, AST, ALPJortotal bilirubin,
a baseline diagnosis and/or the causeof any
clinically meaningful ¢léevationamust be
understood and recerded in the eCRF.

If subject has >UIN ALF,'AST, or ALP that
doees not meet the exclusion limit at the
baseline réferenced in/Table 5-1 for LTFU
subjects and the-Screening Visit for directly
enrolled subjects, repeat the tests, if possible,
prior to dosing to ensure there is no further
ongoing clinically relevant increase. In case of
a clinmically relevant increase, inclusion of the
subject must be discussed with the Medical
Monitor.

Tests that result in ALT, AST, or ALP up to
25% above the exclusion limit may be
repeated once for confirmation. This includes
re-screening.

Subject has chronic liver disease.

Section 6.2.2 Subject has developed-hypersénsitivity to 2a. Subject had hypersensitivity to BRV or Revise to provide
anv components 6Pthe invasticational excipients or comparative drugs as stated in consistency with the
yd' ; Ii dict (IMP & . this protocol during the course of the core BRYV Investigator’s
medicinal procie (. )or comparative study. Brochure and across
drugs as stated in this-protocol during the _ ) ) . BRYV pediatric
course/of'the previous BRV study. 4a. Subject had poor compliance with the visit program.
hedul dication intake in th Sy
Subject had-poor compliance with the visit z:ug Hie of medication tntake i He core Provide intra-
schedule(or medication intake in the v document .
previous BRV study. 7a. Subject > 6 years of age has a lifetime history | consistency with
of suicide attempt (including actual attempt, core study
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Subject has a lifetime history of suicide interrupted attempt, or aborted attempt), has terminology.
attempt (including an actual attempt, suicidal ideation in the past 6 months as
interrupted attempt, or aborted attempt), or indicated by a positive response (“Yes”).to
has suicidal ideation in the past 6 months as Question 5 of the Columbia-Suicide Severity
indicated by a positive response (“Yes”) to Rating Scale (C-SSRS)at the EV-.If"a subject
either Question 4 or Question 5 of the has active suicidal ideation without a specific
Columbia-Suicide Severity Rating Scale plan as indicated by)a positive’response
(C-SSRS) at the EV. (“Yes”) to Question 4-of Columbia-Suicide
Severity Rating Scale,(€-SSRS) at the EV,
the subject-should be referred immediately to
a Mental Healthcare Professional and may be
exXcluded from the study based upon the
Investigator’s judgment of benefit/risk of
continuing the subject in the study/on study
medication.
Section 6.2.3 Deleted. Replacement by

27. Subject has impaired hepaticfunction:

e Alanine aminotransferase/séram
glutamic pyruvic transaminase
(ALT/SGPT), aspartate
aminotransferase/serum glutamic
oxaloacetic transaminase
(AST/SGOT),-alkalineyphosphatase of
more than 2x the apper limit of normal
(ULN),, or total bilirubin of more than
2xULN.

e .\ Gammaxglutamyltransferase (GGT)
values ‘of more than 3xULN. A result
oftGGT exceeding 3xULN can be
accepted only if attributable to hepatic

template text for all
subjects (see
Section 6.2.3)
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enzyme induction caused by
concomitant antiepileptic treatment
and if other hepatic enzymes are below
2xULN.
Section 6.3 Subjects are free to withdraw from the study at | Subjects are free to withdraw from the study at Update to Sponsor
any time, without prejudice to their continued any time, without prejudice tojtheir continued template including
care. care. Withdrawal\criteria-are provided as follows, | movement of PDILI
Subjects should be withdrawn from the study if | With criteriafor potential-drug-induced liver criteria to dedicated
any of the following events occurs: injury provided in Section 6.3.1. section
1. Subject develops an illness that, in the Subjects must be withdrawn from the study if any (Section 6.3.1).
with his/her continued participation or would |, I\ Subject'dévelops an illness that, in the opinion speglﬁc to enrolled
potentially be detrimental to his/her of the\Investigator, would interfere with his/her subjects who
physical/mental health. eontinued participation or would potentially be Volaneer to

2. Subject presents with current ‘dépressive detrimental to his/her physical/mental health. participate in
symptoms, current suicidal ideation,(and/or 4. Subject takes prohibited concomitant EP0065.
behavior. medications as defined in the protocol.

3. Subject is noncompliant with the study. 5. Subject/parent(s)/legal representative(s)
procedures or medications.injthe opinion‘of withdraws his/her/their consent.
the Investigator. 6. There is confirmation of a pregnancy during

4. Subject takes prohibited concomitant the study, as evidenced by a positive pregnancy
medications as defined in the)protocol. test.

5. Subject/parent(s)/legal-representative(s) 7. The Sponsor or a regulatory agency requests
withdraws-his/her/their consent. withdrawal of the subject.

6. There is\confirmatien of a pregnancy during | 8a. Subject has an episode of convulsive status
the study, as.evidenced by a positive epilepticus, a prolongation of seizure duration,
pregnancy-test. a worsening of seizure frequency, or

7..The Sponsor or a regulatory agency requests emergence of a new type, that is considered by
withdrawal of the subject. the Investigator to require intervention.
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8. Subject has an episode of status epilepticus, a
prolongation of seizure duration, a worsening
of seizure frequency, or emergence of a new
type, that is considered by the Investigator to
require intervention.

9. Subject has the following findings based on
liver function tests (LFT):

e Ifthe subject has LFT results of
transaminases (AST and/or ALT) >3x
the upper limit of normal (ULN) to
<5xULN or total bilirubin >2xULN, the
measurements will be repeated within a
few days. If the repeat testing confirms
the abnormality (eg, transaminases are
>3xULN to <5xULN), thennonitoring
of LFTs should continue-atsubsequent
study visits until resolved.(eg, <3XULN
or stable condition). The Investigator is
to decide whether or not to.stop the
study medication.

e [fthe subject has LET results of
transaminases (AST and/er-ALT)
>5xULN, study medication should be
tapered off.immediately and the subject
must be withdrawn from the study.

10. CriteriaZfor subjects who completed a
C-SSRS assessment at the final visit of the
previous BRV study (LTFU subjects) or at
the ScrV/(directly enrolled subjects):

e Subject has active suicidal ideation as

12. Investigator decides that withdrawal*frem
further participation would be in the'subject’s
best interest.

13. Subject is unwilling or unable.to/continue, or
the parent/legal guardian issunwilling or unable
to allow the subject to.continue in‘this study.

14. If subject is >6 yeats.of age, ‘subject has active
suicidal ideation-with a specific plan as
indicated by a\positivetesponse (“Yes”) to
Question 5(0f the “Since Last Visit” or
“Already Enrolled.Subjects” (as applicable)
versionef the €:SSRS. The subject should be
referred immediately to a Mental Healthcare
Professional’and must be withdrawn from the
study:

Subjects may be withdrawn from the study if any
of .the following events occurs:

15. If subject is >6 years of age, subject has active
suicidal ideation without a specific plan as
indicated by a positive response (“Yes”) to
Question 4 of the “Since Last Visit” or
“Already Enrolled Subjects” version of C-
SSRS. The subject should be referred
immediately to a Mental Healthcare
Professional and may be withdrawn from the
study based on the Investigator’s judgment of
benefit/risk of continuing with the subject in
the study/on study medication.

If a subject from N01266 enrolls in EP0065 and
either withdraws consent solely due to route of
BRYV administration (iv) or if the subject requires
more than 10 iv doses of BRV, the subject may be
allowed to return to N01266 after discussion with
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indicated by a positive response (“Yes”)
to either Question 4 or Question 5 of the
“Since Last Visit” version of the
C-SSRS. The subject should be referred
immediately to a Mental Healthcare
Professional and must be withdrawn
from the study.

11. Criteria for subjects who become 6 years of
age during N0O1266 and for whom the
"Already Enrolled Subjects" version of the
C-SSRS was completed at the first visit after
the sixth birthday:

e Subject has a lifetime history (prior'to
study entry or since study start) of
suicide attempt (including an\actual
attempt, interrupted attetnpt, or aborted
attempt) of the “Already Enrolled
Subjects” version of the C-SSRS. The
Investigator must withdraw'the subject
from the study and immediately. refer
the subject to a Mental Healthcare
Professional.

e Subject hadyactive suicidal ideation
prior to study entryor since study start
as indicated by.a-positive response
(¥Yes”) toceither Question 4 or
Question*S of the “Already Enrolled
Subjects” version of the C-SSRS. The
Investigator must immediately refer the
subject to a Mental Healthcare

and agreement from the Medical Monitor, If a
subject from N01266 is advised to withdraw from
NO01266 after participation in EP0065}-the subject
will be required to return to the NO1266 to
complete the required EDV, DTV, and’'SV
assessments.

Refer to Table 5-2 for precedures-to be performed
at the time of withdrawal.
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Professional and use clinical judgment
as to whether to withdraw the subject
from the study.

e Subject has active suicidal ideation as
indicated by a positive response (“Yes”)
to either Question 4 or Question 5 of the
“Since Last Visit” version of the
C-SSRS. The subject should be referred
immediately to a Mental Healthcare
Professional and must be withdrawn
from the study.

Refer to Table 5-1 for procedures to be
performed at the time of withdrawal.

Section 6.3.1
(No parallel
section in
Amendment 4)

Not applicable.

Header: Potential drug-induced injury
investigational medicinal product discontinuation
griteria

Subjects with potential drug-induced liver injury
(PDILI) must be assessed to determine if the
investigational medicinal product (IMP) must be
discontinued. In addition, all concomitant
medications and herbal supplements that are not
medically necessary should also be discontinued.

The PDILI criteria below require immediate and
permanent discontinuation of IMP:

e Subjects with either of the following:
— ALT or AST >5xULN

— ALT or AST >3xULN and coexisting
total bilirubin >2xULN

Update to Sponsor
template.
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The PDILI criterion below requires immediate
discontinuation of IMP:

e Subjects with ALT or AST >3xULN whe
exhibit temporally associated symptoms of
hepatitis or hypersensitivity. Hepatitis
symptoms include fatigue, nausea, vomiting,
right upper quadrafnt pain-Oritenderness.
Hypersensitiyity symptoms include fever
(without clear alternative cause), rash, or
eosinophilia (ie;,>5%).

The PDILI criterion below allows for subjects to

continue on IMP at the discretion of the
Investigator.

e Subjects with ALT or AST >3xULN (and >2x
baseline) and <SxULN, total bilirubin
<2xULN, and no eosinophilia (ie, <5%), with
no fever, rash, or symptoms of hepatitis (eg,
fatigue, nausea, vomiting, right upper
quadrant pain or tenderness).

Evaluation of PDILI must be initiated as
described in Section 9.2.2. If subjects are unable
to comply with the applicable monitoring
schedule, IMP must be discontinued immediately.

Investigators should attempt to obtain information
on subjects in the case of IMP discontinuation to
complete the final evaluation. Subjects 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 IMP discontinuation
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and subject withdrawal (if applicable), must be

recorded in the source documents. The'eCRF must

document the primary reason for IMP

discontinuation.
Section 7
Section Impacted Key components of previous text Key components of amended text Rationale

Section 7.1 Brivaracetam oral solution, at concentrations of | Brivaracetam oraljsolution-at a concentration of Removal of the BRV
1.0mg/mL and 10mg/mL, will be supplied in 10mg/mL will- be supplied in 300mL glass bottles. | 1.0mg/mL oral
150mL and 300mL glass bottles, respectively. solution as the BRV

10mg/mL oral
solution is adequate
for dosing.

Section 7.2 All subjects who prematurely discontinue the Deleted: Align down titration

study should complete an EDV and‘have their
BRYV dose down titrated by a maximum of half
the dose every week until a dose of
1.0mg/kg/day is reached.

across BRV
pediatric program.
Information now
provided in

Section 7.2.3.
Section 7.2.1 Beginning with Protocol Amendment 3;-at TV1, | Beginning with Protocol Amendment 3, at TV1, Provide
eligible directly enrolled subjects will initiate eligible directly enrolled subjects will initiate intradocument
treatment with BRV (eral solutionor tablet, as treatment with BRV (oral solution or tablet, as consistency.

chosen by the Investigator and
subject/caregiver).

appropriate).
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Section 7.2.2

The maximum BRYV dose will be 5.0mg/kg/day
(2.5mg/kg bid), not to exceed a dose of
200mg/day for subjects with body weight
>40kg. Subjects <7 years of age will receive
oral solution. Subjects >7 years of age will
receive tablets, as appropriate.

The LTFU subjects will ordinarily start dosing
on the individualized BRV dose they were
receiving at the completion of the previous
pediatric BRV study. They must be able to
tolerate the minimum BRYV dose specified in
their previous study to be eligible for entry into
the Evaluation Period of N01266.

The maximum BRV dose will be 5.0mg/kg/day
(2.5mg/kg bid), not to exceed a dose of
200mg/day for subjects with body-weight >40kg.
Subjects may receive oral solution or oral tablets,
as appropriate.

The LTFU subjects will ordinarily ‘start dosing in
N01266 on the individualized BRYV dose they
were receiving at the completion of the core
study; enrolled subjects who. volunteer to
participate in.ER0065 should resume dosing in
N01266 on‘the individualized BRV dose they
were receiving at<the completion of EP0065.
Subjects must-be able to tolerate the minimum
BRV-«dose specified in the core study to be
eligible for-entry into the Evaluation Period of
NO01.266;

Remove age-based
formulation
requirement.

Provide information
specific to enrolled
subjects who
participate in
EP0065 and return
to N01266.

Section 7.2.3

Not applicable.

Header: Down-Titration Period

Provide dedicated

(No parallel ‘All subjects who prematurely discontinue the section fgr ﬂ}e
section in study should complete an EDV and have their Down-Titration
Amendment 4) BRYV dose down titrated by a maximum of half Period for ease of

the dose every week for a maximum of 4 weeks document

until a dose of 1mg/kg/day (50mg/day for subjects | navigation.

with body weights >50kg) is reached.

Section 7.3 Oral solution will bepackaged in*150mL Oral solution (10mg/mL) will be packaged in Removal of bottles
(1.0mg/mL) and 300mL (10mg/mL) type III 300mL type III amber glass bottles with child for the BRV
amber glass bottles with child-resistant tamper | resistant tamper evident polypropylene (PP) screw | 1.0mg/mL oral
evident polypropylene (PP) screw closures. closures. solution (no longer

supplied).
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Section 7.4 Clinical drug supplies will be labeled in Clinical drug supplies will be labeled in Revise abbreviation.
accordance with the current International accordance with the current International' Council
Conference on Harmonisation (ICH) guidelines | for Harmonisation (ICH) guidelines oni Good
on Good Clinical Practice (GCP) and Good Clinical Practice (GCP) and Good Manufacturing
Manufacturing Practice and will include any Practice and will include any loeally réquired
locally required statements statements

Section 7.5 The Investigator (or designee) is responsible for | The Investigator (or designee)s responsible for Update to Sponsor
the safe and proper storage of IMP at the site. the safe and proper(storage of IMP at the site. template.
Investigational medicinal product stored by the | Investigational medicinal product stored by the
Investigator is to be kept in a secured area with | Investigator.is\to be kept'in a secured area with
limited access. Storage conditions will be limited access, according to the storage conditions
specified on the labels. mentioned in the Tabel.
Appropriate storage conditions must be ensured | Appropriate storage conditions must be ensured
either by controlled room temperature, or by either by the temperature (eg, room, refrigeration
completing a temperature log in accordance unit) or.by'completion of a temperature log in
with local requirements on a regular basis (eg; accordance with local requirements on a regular
once a week), showing minimunt and’'maximum | basis’(eg, once a week), showing actual and
temperatures reached over the time interval! minimum/maximum temperatures reached over
In case an out-of-range temperature is-noted, it the time interval.
must be communicated immediately.to the In case an out-of-range temperature is noted, it
Clinical Project Manager (CPM or designee) must be reported as per instructions contained in
before further use of the IMP. the IMP Handling Manual.
The CPM (or designee) will transmit-the out-of-
range temperature (copy-of the-temperature log,
duration of the out<of-range.temperature, if
available) to the Drug Supply Coordinator.
Based on discussion with Quality Assurance,
the Drug Supply Ceotdinator will then provide
the CPW\(or designee) with instructions for the
site regarding.uise of the IMP.
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Section 7.6 A Drug Accountability form will be provided A Drug Accountability form will be used'to Update to Sponsor
and kept-up-to-date to record IMP dispensing record IMP dispensing and return information.on | template.
and return information on a by-subject basis and | a by-subject basis and will serve as.source
will serve as source documentation during the documentation during the courseofthe study.
course of the study. The study medication Details of any IMP lost, damaged (duelto
disposition records, such as shipping, breakage or wastage), not used, partially used,
dispensing, and return records, and inventory disposed of at the study,site, or r€turned to the
logs, must be kept at the site, preferably in the Sponsor or designeemust also\be recorded on the
pharmacy. Details of any IMP lost (due to appropriate forms.
breakage or wastage), not used, disposed of at
the .study site, or returned to the Sponsor or Periodicallyf.and/or after completion of the
designee must also be recorded on the ). . .

. clinical phase of the study, all used (including
appropriate forms. empty. eontainers)/partially used, unused,
Periodically, and/or after completion of the damaged, and/or expired IMP must be reconciled
clinical phase of the study, all used (ineluding and either dgstroyed at the site according to local
empty bottles) and unused IMP bottles'must be laws, regulations, and UCB SOPs or returned to

. . UCB)(or designee). Investigational medicinal
reconciled and returned to UCB{(or designee); .
. L. product intended for the study cannot be used for
preferably in their original package. any other purpose than that described in this
protocol.

Section 7.8 For LTFU subjects, ongoing medications\atithe | For LTFU subjects, ongoing medications at the Provide

time the subject completed,thepreviots time the subject completed the core study should | intradocument

pediatric BRV study should tiot be recorded in
the eCRF at the EV, or'any subsequent visit,
unless there is a change regarding the
administration of the' medication.

not be recorded in the eCRF at the EV, or any
subsequent visit. Changes in ongoing concomitant
medications should be recorded in the N01266
eCREF.

consistency for “core
study” terminology.

Section 7.8.1.1

— Atthe established dose if a stable dose
was maintained during the previous
pediatric) BRV study

— At the established dose if a stable dose
was maintained during the core study

Provide
intradocument
consistency for “core
study” terminology.
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Section 7.8.2 — Felbamate (except if on a stable dose — Felbamate (except if on a stable'dose Prowde
intradocument

during the previous pediatric BRV
study)

during the core study)

consistency for “core
study” terminology.

Section 7.10

Subjects will not be randomized in this study, as
each LTFU subject will start on the
individualized BRV dose that he/she was
receiving at the completion of the previous
study, and directly enrolled subjects will start
the Evaluation Period on the dose established
during the Up-Titration Period.

Subjects will continue with the 5-digit subject
number assigned by the IVRS in the previous
pediatric BRV study.

Subjects will not be randomized in this study, as
each LTFU subject will.start on the individualized
BRYV dose that he/she‘was receiving at the
completion of the €ore study, and directly enrolled
subjects will start the Evaluation Period on the
dese established during.the Up-Titration Period.

Subjectswill continue with the 5-digit subject
number-assigned by the IVRS in the core study.

Provide
intradocument
consistency for “core
study” terminology.
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Section 8.1 The ScrV is applicable only to directly enrolled | The ScrV is applicable only to directly/enrolled Provide

subjects (ie, subjects >4 years to <17 years of subjects (ie, subjects >4 years to-<17 years.of age | intradocument

age with POS who have not previously
participated in a pediatric BRV study).
Beginning with Protocol Amendment 3, up to
100 directly enrolled subjects were allowed to
participate in NO1266. The Screening Period
will serve as the Baseline Period for directly
enrolled subjects. With Protocol Amendment 4,
the number of directly enrolled subjects is
increased to at least 100 subjects with the
planned total enrollment of approximately
600 subjects.

e Physical (including Tanner Scalgj.as
applicable) and neurological (including
measurement of head size) examinations

e Body weight and height

— Urinalysis (for subjects >4 years of age)

— Serum pregnancy-test (s€e.Section

with POS who have not participated in-a core
study). The Screening Period will setve as the
Baseline Period for directly enrolled'subjects.

e Physical (including TannerScale, as
applicable).and neurological examinations

¢ /Body weight, height, and head circumference

— . Urinalysis (for subjects for whom sample
collection is feasible)

— Urine pregnancy test (see Section 9.2.1)

consistency for “core
study” terminology.

Remove information
regarding numbers
of subjects enrolled
as non-applicable to
this section.

Provide clarity
regarding head
circumference and
movement to
measurement bullet.

Replace urinalysis
for subjects >4 years
of age, to urinalysis
for all subjects for
whom sample
collection is feasible.
Replace serum
pregnancy test with
urine pregnancy test

9.5.1) .
and update section
number.
Section 8.3.1.1 Not applicable. Header: Core study: N01349 Add EV for subjects
The following assessments will be performed at with N01349 as the
this visit: core study.

e Signing and dating of written Informed
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Consent by parent(s)/legal representative(s)
Subject identification card dispensing
Verification of inclusion/exclusion criteria
Demographic data

Procedure history

AED history

Psychiatric and mental status examination
Vital signs

Body weight

ECG

EEG

DRC dispensed

Seizure count

Recording of medications (Any ongoing
medications [including AEDs and non-AEDs]
at the time the subject completed N01349
should not be recorded in the N01266 eCRF.
Changes in ongoing concomitant medications
should be recorded in the eCRF.)

Recording of procedures

Recording of AEs (Any ongoing AEs at the
time the subject completed N01349 should
not be recorded in the N01266 eCRF.
Worsening of the AE should be recorded as a
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new AE.)
e [VRScall
e Study drug dispensed
e Bayley-III scales (subjeets enrolled in
English-speaking countries)
Other assessments listed in TFable 5-1 will be
obtained from N01349 (as.footnoted in Table 5-1)
andiare not to(be recorded in the N01266 eCRF.
Section 8.3.1.2 Not applicable. Header: €ore study: EP0065 Add EV for subjects
with EP0065 as the

The following-assessments will be performed at
this)visit:

Signing and dating of written Informed
CGonsent by parent(s)/legal representative(s)

Signing and dating of the Assent form by the
subject (if applicable, according to age and
local requirements)

Subject identification card dispensing
Childbearing potential

Verification of inclusion/exclusion criteria
Demographic data

Epilepsy history

Psychiatric and mental status examination

Height

core study.
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Head circumference
EEG
DRC dispensed

Recording of medications (Any ongoing
medications [including AEDs.and non-AEDs]
at the time the subject completed EP0065
should not be recorded in-the N01266 eCRF.
Changes intongoing concomitant medications
should be'recorded in the NO1266 eCRF.)

Recording or procedures

Recording of AEs (Any ongoing AEs at the
time, the subject completed EP0065 should not
berecorded in the NO1266 eCRF. Worsening
of the AE should be recorded as a new AE.

IVRS call
Study drug dispensed

Bayley-III scales (subjects enrolled in
English-speaking countries and <18 months of

age)
Achenbach CBCL (see Section 10.3.3)

BRIEF-P (>2 years to <5 years of age)/BRIEF
(=5 years of age) (see Section 9.3.8)

PedsQL (see Section 10.3.5.)

Other assessments listed in Table 5-1 will be
obtained from EP0065 (as footnoted in Table 5-1)
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and are not to be recorded in the NO1266€CRF.
Section 8.3.1.3 Header: LTFU subjects Header: Core study: Other (not N01349 or Update to align with
(Section 8.3.1 of e Sioni d dati £ written Inf d EP0065) revised presentation
igning and dating of written Informe :

Amendment 4) Cfnseft b arent%s) legal representative(s) The following assessments will be performed at | strategy in

P gairep this visit: Table 5-1.

e Signing and dating of Assent form by the
subject (if applicable, according to age and
local requirements)

e Signing and dating of writteh-Informed
Consent by parent(s)/legal representative(s)

e Signing and-dating of Assent form by the
subject (it applicable, according to age and
e DRC dispensed local requirements)

e Subject identification card dispensing

e Verification of inclusion/exclusion criteria e .Subject identification card dispensing

e Demographic data e ). “Childbearing potential

e  Childbearing potential e Verification of inclusion/exclusion criteria

e [VRScall e Demographic data

e Study drug dispensed e DRC dispensed

e Recording of medications (Any ongoing e Recording of medications (Any ongoing
medications [including AEDs and medications [including AEDs and non-AEDs]
non-AEDs] at the time the subject at the time the subject completed the core
completed the previous pediatric BRV study study should not be recorded in the N01266
should not be neeorded in the eCRF for eCRF. Changes in ongoing concomitant
NO01266, unless there-is'a change regarding medications should be recorded in the
the administration efthe medication. In this NO01266 eCRF).

event; the start’date corresponding to the
date.of change in administration should be
recordedin the eCRF.)

e Recording of AEs (Any ongoing AEs at the
time the subject completed the core study
should not be recorded in the N01266 eCRF.

e Recording of AEs (Any ongoing AEs at the Worsening of the AE should be recorded as a
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time the subject completed the previous
pediatric BRV study should not be recorded
in the eCRF for N01266, unless there is a
change in intensity or seriousness. In this
event, the AE should be recorded in the
eCRF for N01266, with the onset date
corresponding to the date of change in
condition.)

Appointment for the next visit according to
the schedule described in Section 5.3

The following data will be obtained from
Baseline of the previous pediatric BRV.
study and should not be recorded in.the
eCRF for N01266:General medical and
procedures history

Epilepsy history
AED history
Height

Bayley-III scales (fory 5TFU subjects

<18 months of age‘at'Baseline\of N01263 or
other pediatric BRV studies’and only for
subjects enrolled in English-speaking
countries)

Achénbach CBCL score (see
Section 10(313)

Laboratory assessments

new AE.)
e [VRScall
e Study drug dispensed

Other assessments listed,in Fable 51 will be
obtained from the core_study (asfootnoted in
Table 5-1) and are not to be recorded in the
N01266 eCRF.
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Endocrinology

The following data will be obtained from the
final visit of the previous pediatric BRV study
and should not be recorded in the eCRF for
NO01266:

Recording of medications

Recording of procedures

Seizure count

EEG

For subjects >2 years of age on the day
of the study visit and with typical
absence seizures: an EEG of atlleast

1 hour of recording (including
hyperventilation and intermittent photic
stimulation) must be performed

For subjects >1 month to <2 years of
age on the day of the study visit:ran
EEG of at least 24:hours of réeording
(including sleeping’and awakening
periods) mustbe performed

ECG

Laboratory-assessments for safety

Hematology

Biochemistry (including hepatic
monitoring of ALT, AST, ALP, total

Confidential

Page 268 of 346




UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam NO01266
Section Impacted Key components of previous text Key components of amended text Rationale

bilirubin, and GGT)
— Urinalysis (for subjects >4 years of age)
— Urine pregnancy test (see Section 9.5.1)

Phenytoin plasma concentrations (if
applicable)

Suicidality assessment (C-SSRS) (for
subjects >6 years of age)

Vital signs

Body weight

Physical examination
Neurological examination
Psychiatric and mental status

Health care provider consultations fiot
foreseen by the protocol

Hospital stays
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Sections 8.3.2 Body weight and height Body weight, height, and head circumference Clarlfy that hegd
circumference is
included as
—  Urinalysis — Urinalysis (for subjects for whem.sample described above,

— Urine pregnancy test (see Section 9.5.1)

collection is feasible)

— Urine pregnancy test.(see Section 9.2.1)

Clarification that
urinalysis is for all
subjects for whom
sample collection is
feasible.

Update of section

number for
pregnancy test.
Section 8.4 Body weight and height Body weight, height, and head circumference E/ﬁ:??val of EEG at
EEG (LTFU subjects only) Urine pregnancy test (see Section 9.2.1) Clarify that head
— For subjects >2 years of age on.the/day glrcumference 1
.. . . included as
of the study visit and with typieal .
: described above.
absence seizures: an EEG ofat least o
L . Addition of
1 hour of recording (including
hyperventilation and intermittent photic pregnancy test to
},]p ) p match Table 5-2.
stimulation) must.be performed only at
V4 (M3) as describedsin Section 10.2
— For subjécts>1 month to <2 years of
age on the day:of the study visit: an
EEG of at least 24 hours of recording
(includingsleeping and awakening
periods):must be performed only at V4
(M3) as described in Section 10.2
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Section 8.5 Body weight and height e Body weight, height, and head circumference Clarify that hegd
circumference is
EEG e EEG (LTFU subjects only) included as
. . described above.
— For subjects >2 years of age on the day — For subjects >2 years.of'age at-V5 who Ceisc.r; e;:EaGove
of the study visit and with typical have typical absence seizures,'an EEG of re al?iri:]ments
absence seizures: an EEG of at least at least 24 hours.that includes d | ) ‘l )
1 hour of recording (including hyperventilation and intermittent photic ?;p a;eelclgnj 4yS§arS
hyperventilation and intermittent photic stimulation'must be performed only at V5 of asglé ! to uri_nal}}ll sis
stimulation) rnust.be p.erforrn.ed only at and yearly theréafter. for alljsubj ccts for
V5 (M6) as described in Section 10.2 — For BbjectQ? years of age at V5, an whom .Sam'ple |
—  For subjects >1 month to <2 years of BEG of at least 24 hours of recording collection is feasible.
age on the day of the study visit: an must'be performed at V5 and yearly Update of section
EEG of at least 24 hours of recording thereafter. number reference for
(including sleeping and awakening preg.nancy'l test.
periods) must be performed only atV5 Clarification of age
(M6) as described in Section 10.2: for Bayley-IIL.
. . . Clarification of
—  Urinalysis (for subjects for whom sample rar?;le 1;; fon ot age
collection is feasible
— Urinalysis (for subjects >4 years of age) ) BRIEF-P/BRIEF.
. . — Urine pregnancy test (see Section 9.2.1)
— Urine pregnancy test (see Section 9.5.1)
e Bayley-III scales (for LTFU subjects enrolled
in English-speaking countries, <18 months of
Bayley-III scales,(for LTFU subjects age at baseline of the core study, and
<18 months of’age atBaseline of N01263 or <42 months of age)
other pediatric BRV studies and only for
. ; . . e BRIEF-P (>2 years to <5 years of age)/BRIEF
subjects.enrolled in English-speaking 5 ; Section 9.3.8
cotntries) (=5 years of age) (see Section 9.3.8)
BRIEF=P\(<5 years of age)/BRIEF (=5
years of age) (see Section 9.38)
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Section 8.6 Body weight and height e Body weight, height, and head circumference Clarify that hegd
circumference is
EEG EEG deleted. included as
— For subjects >2 years of age on the day —  Urinalysis (for subjects for whem.sample dC(Lscrlbefl above.
of the study visit and with typical collection is feasible) accﬁ%ggrcle with
absence selzures: an EEG O.f at least — Urine pregnancy test (Séction 9.2.1) EEG schedule.
1 hour of recording (including Und fsecti
hyperventilation and intermittent photic | ® Bayley-III scales'(for LTFU subjects enrolled p %te © ;ectlon f
stimulation) must be performed in'English-speaking/cotntries, <18 months of mrlemneeélze teésetnce or
. age at baseline of the core study, and p g. y ’
— For subjects >1 month to <2 years of <42ghonths ofat) Clarification of age
age on the day of the study visit: an for Bayley-III.
EEG of at least 24 hours of recording Replace urinalysis
(inch;di)ng sleeé)ing a;ld aw(?kening o) “BRIEE=P (>2 years to <5 years of age)/BRIEF g(%raSllebJE)CtSritf' :?;S
periods) must be performe : ge,ou ysi
(=S years of age) (see Section 9.3.8) for all subjects for
whom sample
— Urinalysis (for subjects >4 yeats of age) collection is feasible.
) ) Clarification of age
— Urine pregnancy test (Section 9.5.1) range for
BRIEF-P/BRIEF.
Bayley-IlI scales (for LTFU subjects
<18 months of age'at Baseling*of N01263 or
other pediatricdBBRV studies’and only for
subjects enrolléd in English-speaking
countries)
BRIEF-P(<$ years of age)/BRIEF (>5
years of age) (see Section 9.38)
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Section 8.8 Body weight and height e Body weight, height, and head circumference Clarify that hegd
circumference is
EEG e EEG (for LTFU subjects only) included as
— For subjects >2 years of age on the day — For subjects >2 years.of'age at-V5 who desc.rlbed above.
of the study visit and with typical have typical absence seizures, a 24-hour Clarl.fy EEG
absence seizures: an EEG of at least EEG may be petformed at the requlremer%ts. )
1 hour of recording (including Investigator’s.discretion: Rep lacg ur1n>aly51s
hyperventilation and intermittent photic F . for subjects ._4 years
4 ) —| For subjects <2 yeats of age at V5, a of age, to urinalysis
stimulation) must be performed 24-hour EEGanay be performed at the for all subjects for
— For subjects >1 month to <2 years of Investigator/sidiscretion. whom sample
age on the day of the study visit: an collection is feasible.
EEG of at least 24 hours of recording Replace serum
(including sleeping and awakening —" Utinalysis (for subjects for whom sample | pregnancy test with
periods) must be performed, collection is feasible) urine pregnancy test
and update section
number.
—  Urinalysis (for subjects >4 yeats of age) — Urine pregnancy test (see Section 9.2.1) Clarification of age
for Bayley-III.
Clarification of age
—  Serum pregnancy test/(see Sectioh e Bayley-III scales (for LTFU subjects enrolled | range for
9.5.1) in English-speaking countries, <18 months of | BRIEF-P/BRIEF.
age at baseline of the core study, and
<42 months of age)
Bayley-III scales'(for LTFU subjects
<18 months of age at Baseline of N01263 or
other pediatric BRV'studies and only for e BRIEF-P (>2 years to <5 years of age)/BRIEF
subjécts enrolled in English-speaking (=5 years of age) (see Section 9.3.8)
countries)
BRIEF-P (<5 years of age)/BRIEF (>5
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years of age) (see Section 9.3.8)
Section 8.9 Not applicable. Appointment for the next visit according to the Update for
schedule described in Section 5,2. intradocument
consistency.
Section 8.10 Clarify that head

e Body weight and height

— Urinalysis (for subjects >4 years of age)

— Serum pregnancy test (Section 9.5.1)

e Body weight, height; and head circumference

=\ Urinalysis (for subjects for whom sample
collection is_feasible)

~) Urine.pregnancy test (Section 9.2.1)

circumference is
included as
described above.

Replace serum
pregnancy test with
urine pregnancy test
and update section
number.

Replace urinalysis
for subjects >4 years
of age, to urinalysis
for all subjects for
whom sample
collection is
feasible..

Section 8.11

e Body weight and height
e EEG

— For subjects->2 years of age on the day
of the study visit-and with typical
absence seizures: an EEG of at least
1. hour of'teeording (including
hyperventilation and intermittent photic
stimulation) must be performed

— For subjects >1 month to <2 years of

e Body weight, height, and head circumference
e EEG (for LTFU subjects only)

— For subjects >2 years of age at V5 who
have typical absence seizures, an EEG of
at least 24 hours that includes
hyperventilation and intermittent photic
stimulation must be performed

— For subjects <2 years of age at V5, an
EEG of at least 24 hours must be

Clarify that head
circumference is
included as

described above.

Clarifty EEG
requirements.

Replace urinalysis
for subjects >4 years
of age, to urinalysis
for all subjects for
whom sample
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age on the day of the study visit: an
EEG of at least 24 hours of recording
(including sleeping and awakening
periods) must be performed.

— Urinalysis (for subjects >4 years of age)

— Urine pregnancy test (see Section 9.5.1)

Bayley-III scales (for LTFU subjects

<18 months of age at Baseline of NO1263-or
other pediatric BRV studies and only-for
subjects enrolled in English-speaking
countries)

BRIEF-P <5 years of age)/BRIEF (>5 years
of age) (see Section 9.6.8)

performed.

—  Urinalysis (for subjects for whom sample
collection is feasible)

— Urine pregnancy test,(see Section 9.2.1)

Bayley-III scales (for LTFU_ subjects enrolled
in English-speaking’countties, <18 months of
age at baseline of the,core’study, and

<42 months, of age)

BRIEF-P’'(>2 years to <5 years of age)/BRIEF
(=5+years of age) (see Section 9.3.8)

collection is feasible.

Clarification of age
for Bayley-III.

Update of section
number for
pregnancy test.
Clarification of age

range for
BRIEF-P/BRIEF.
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Section 9 For subjects who prematurely discontinue the For subjects who prematurely discontinue the Update for
study, the Evaluation Period will include the EV | study, the Evaluation Period will.include the EV intradocument
through the EDV, followed by a 4-week Down- | through the EDV, followed by‘a 4-week Down- consistency.

Titration Period (maximum), and a 2-week
study drug-free Safety Period.

Titration Period (maximum); and a 2-week Safety
(Drug-Free) Period.

Section 9.1.1

Header: Definition of adverse event

Header: Definitions

Update to Sponsor
template.

Section 9.1.1.1

Not applicable.

Heéader: Adverse event

Update to Sponsor
template.

Section 9.1.1.2

(Section 9.2.1 of
Amendment 4)

Header: Definition of serious adverse event

Header: Serious.adverse event

Update to Sponsor
template.

Section 9.1.1.2.1

(Section 9.4 of
Amendment 4)

Header: Anticipated SAEs

Header: Anticipated serious adverse events
Table 9-1: Added.

Update to Sponsor
template.

Update list of
anticipated SAEs.

Section 9.1.1.3

Not applicable.

Header: Adverse events of special interest

An AE of special interest is any AE that a
regulatory authority has mandated be reported on
an expedited basis, regardless of the seriousness,
expectedness, or relatedness of the AE to the
administration of a UCB product/compound. For
this study, the AEs of special interest include:

e Autoimmune nephritis
e Nephritis

e Nephritis allergic

Update to Sponsor
template.

Confidential

Page 276 of 346




UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam NO01266
Section Impacted Key components of previous text Key components of amended text Rationale
e Tubulointerstitial nephritis
e Tubulointerstitial nephritis and uveitis
syndrome
e Potential Hy’s Law, defined as 23XxULN ALT
or AST with coexisting=2xULN total
bilirubin in the absence of 22xULN ALP,
with no alternative explanation for the
biochemical-abnormality, must ALWAYS be
reportedto. UCB ds‘an AE of special interest
(ie, without waiting for any additional
etiologic investigations to have been
concluded). Follow-up information should
then-be-reported if an alternative etiology is
identified during investigation and monitoring
of the subject.
Section 9.1.2 For LTFU subjects, AEs ongoing at the time the*|“For LTFU subjects, AEs ongoing at the time the Update for
subject completed the previous pediatric BRV- subject completed the core study should not be intradocument
study should not be recorded in the'@CRF at the | recorded in the eCRF at the EV, or any consistency in
EV, or any subsequent visit, unléss ther¢is a subsequent visit. Worsening of the AE should be | terminology
change in intensity or seriousness. recorded as a new AE. regarding core
studies and AE
reporting.
Section 9.1.2.2 Not applicable. Not applicable. Update numbering.

(Section 9.1.5 of
Amendment 4)
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Section 9.1.2.3

(Section 9.2.2 of
Amendment 4)

Header: Procedures for reporting serious
adverse events

Header: Additional procedures for reporting
serious adverse events

A blood sample for determination’of BRV_ plasma
concentration should be obtained for any subject
who has an SAE.

Update to Sponsor
template.

Add text that
previously appeared
elsewhere in the
document for

clarification.
Section 9.1.3 Not applicable. Information on SAEs obtained after clinical Update to Sponsor
(Section 9.1.4 of database lockwillibe ¢captured through the Patient template.
Amendment 4) Safety (PS) database)without limitation of time.
Section 9.1.4 Not applicable. Not applicable: Update numbering.

(Section 9.1.6 of
Amendment 4)
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Section 9.1.5

Not applicable.

Header: Suspected transmission of an infectious
agent via a medicinal product

A suspected transmission of infectious agent.is
defined as any infection that is temporally related
to the administration of the medicinal-product
with no other likely cause.-The Medical Monitor
should be contacted immediatelysNo further
medicinal product from thatspecific batch should
be administered. Infections should be treated
aceording to mormal clinical practice.

For.the purposes ofteporting, any suspected
transmission of anrinfectious agent via a
medieinal product should be considered as an
SAE;such-cases must be reported immediately,
recorded in'the AE module of the eCRF, and
followed as any other SAE. Any organism, virus,
or.infectious particle (eg, prion protein
transmitting transmissible spongiform
encephalopathy), pathogenic or nonpathogenic, is
considered an infectious agent.

Update to Sponsor
template.

Section 9.1.6

(Section 9.1.7 of
Amendment 4)

Not applicable.

Not applicable.

Update section
number.

Section 9.2.1
(Section 9.5.1 of

Laboratory assessments' for safety (including
hematology, biochemistry;fand endocrinology

Laboratory assessments for safety (including
hematology, biochemistry, and endocrinology for

Replace urinalysis
for subjects >4 years

Amendment 4) for all subjects;.and urinalysis for subjects all subjects, and urinalysis for subjects for whom | of age, to urinalysis
>4 years of-age) will’be'conducted using sample collection is feasible) will be conducted for all subjects for
standardethods.at a central laboratory. using standard methods at a central laboratory. whom sample
For thetable of laboratory paraemeters that For the table of laboratory paraemeters that collection is feasible.
appeadrs in this’section: f-HCG included in the appears in this section: B-HCG deleted from the Provide consistency
urinalysis. urinalysis column. across BR pediatric
* Urinalysis will be performed in subjects program with
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>4 years of age. wording that
4 All female subjects with a Tanner stage >1 pregnancy tests
should have urine pregnancy tests at the EV, 2 Urinalysis will be performed forsubjects for shguld o .be
YEVs/FV, and FEVs and serum pregnancy whom sample collection is feasible. chlldbfearmg
tests at the ScrV (directly enrolled subjects potential.

only), EDV, and SV.

¢Endocrinology testing will be performed at the
ScrV (directly enrolled subjects only) and at
the YEV/FV.

For LTFU subjects, pregnancy testing (if
applicable) will be performed at the EV and
other laboratory safety assessments at the EV
will be obtained from the final visit of the
previous pediatric BRV study and should not be
recorded in the eCRF for N01266. Laboratory
safety assessments (hematology, biechemistty
[including hepatic monitoring: total bilirubin,
ALP, AST, ALT, and GGT], urinalysis {for
subjects >4 years of age, and pregnancy testing
[as applicable]) will be performedsat the-SetV
and EV (directly enrolled subjects only),'FEV,
YEV, FV, and at the EDV in the case of early
discontinuation. Laboratory assessments will
also be mandatory atjthe SV.if the laboratory
results at the EDV-are abfigrmal. Only hepatic
monitoring assessments.will be performed at the
final TV (directly_énrolled subjects only), and
the MEVs at V4y(M3) and V6 (M9) during the
first year; no\laboratory safety assessments will
be-performed at other MEVs. Endocrinology
testing will be performed at the ScrV (directly

4 Urine pregnancy tests should be conductedat at
the site for all female subjects of childbearing
potential.

All female subjects‘of childbearing potential
shoulld.have urine pregnancy tests. A serum
pregnancy test will be performed as backup if a
urine sample is notavailable. A urine pregnancy
test,should be-performed at any time during the
studyif a pregnancy is suspected. All urine
pregnancy tests should be conducted at the site.

Remove information
provided in

Section 5.3 to
decrease
redundancy.

Replace scheduled
serum pregnancy
tests with urine
pregnancy tests with
clarification that
tests performed at
the site.
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enrolled subjects only) and once a year at the
YEV. For LTFU subjects, the Baseline
endocrinology values will be taken from
Baseline of the previous pediatric BRV study.

All female subjects who have a Tanner stage >1
should have urine pregnancy tests at the EV,
YEVs/FV, and FEVs and serum pregnancy tests
at the ScrV (directly enrolled subjects only),
EDV, and the SV. A serum pregnancy test will
be performed as backup if a urine sample is not
available. A urine pregnancy test should be
performed at any time during the study if a
pregnancy is suspected.

Section 9.2.2
(No parallel

section in
Amendment 4.)

Not applicable.

Header: Evaluation of PDILI

The'PDILI IMP discontinuation criteria for this
study are provided in Section 6.3.1, with the
accompanying required follow-up investigation
and monitoring detailed below. All PDILI events
must be reported as an AE and reported to the
study site and Sponsor within 24 hours of learning
of their occurrence. Any PDILI event that meets
the criterion for potential Hy’s Law must be
reported as an AE of special interest (see Section
9.1.1.3), and, if applicable, also reported as an
SAE (see Section 9.1.2.3).

Evaluation of PDILI consists of the diagnostic
testing and continued monitoring included in
Table 9-2 (specific tests dependent on laboratory
results and corresponding symptoms) and
consultation with a local hepatologist (if
applicable; discussed in Section 9.2.2.1). The
local hepatologist is the expert usually consulted

Update to Sponsor
template.
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by the treating physician for assessment and
management of potential hepatic disease. This
would usually be a hepatologist, but may bea
gastroenterologist. Additional investigation and
monitoring may be required and‘adapted based on
the diagnosis after the cause/of the liver
injury/abnormality is confirmed (details in Section
9.2.2.4).

The results of all, monitoring;-including laboratory
testing and other testing; should be made available
to'the studyrsite and.Sponsor.

All initial tests resulting in abnormal hepatic
laboratoty values need to be repeated, but
appropriate medical action must not be delayed
waiting for-the repeat result.

If tests.are done locally for more rapid results, a
concurrent sample should also be sent to the
central laboratory whenever possible. Medical
care decisions are to be made initially using the
most rapidly available results and a conservative
approach must be taken if the results from the

2 laboratory tests are significantly different. Data
from the local and central laboratory are to be
recorded on the applicable eCRF pages.

When IMP is discontinued, all concomitant
medications and herbal supplements that are not
medically necessary should also be discontinued.
In these cases, the Investigator should also
consider dose reduction for medically necessary
concomitant medication and consider changing
any medically required concomitant medication
known to be hepatotoxic to a suitable alternative.

Rechallenge with a substance potentially causing
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drug-induced liver injury is dangerous, ay be
fatal, and must not occur.

The table below summarizes the approach te
investigate PDILI.

Table 9-2: Added.

Section 9.2.2.1 Not applicable. Header: Consultation with*"Medieal Monitor and Update to Sponsor
(No parallel local hepatologist template.

section in Potential drug-indueed liver injury events require

Amendment 4.) notification ofthe,Medical Monitor within

24.hours (eg; by laboratory alert), and the subject
must be discussed with the Medical Monitor as
soon as possible. If required, the subject must also
be-discussed with the local hepatologist. The local
hepatologistiis the expert usually consulted by the
treating\physician for assessment and
management of potential hepatic disease. This
would usually be a hepatologist, but may be a
gastroenterologist. If determined necessary, this
discussion should be followed by a full
hepatology assessment (see Section 9.2.2.3) and
SAE report (if applicable).
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Section 9.2.2.2 Not applicable. Header: Immediate action: determination of IMP

(No parallel discontinuation

section in All PDILI events require immediate,action,

Amendment 4.) testing, and monitoring,.

The immediate action is dependent on.the
laboratory values and symptoms of hepatitis or
hypersensitivity and ranges fromi“continuation of
IMP (followed by immediate investigation) to
immediate and permanent discontinuation (see
Section 6.3.1‘and Table 9-2 for details).

When IMP is’discontinued, all concomitant
medications and herbal supplements that are not
medically necessary should also be discontinued.
The'Investigator should also consider dose
reduction of medically necessary concomitant
medication and consider changing any medically
required concomitant medication known to be
hepatotoxic to a suitable alternative.
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Section 9.2.2.3 Not applicable. Header: Testing: identification/exclusion of

(No parallel alternative etiology

section in The measurements and additionaldinformation.

Amendment 4.) required for the assessment of PDII-T events’'when

there is a reasonable possibility that they’'may
have been caused by the IMP are detailed in Table
9-3 (laboratory measurements). and Table 9-4
(additional information). Results of the laboratory
measurements and information collected are to be
submitted to the.Sponsor/on the corresponding
eCREF. If the/medicabhistory of the subject
indicates a-requirement for other assessments not
included below,,.these additional assessments
should be completed and submitted, as applicable.
Alll'blood'samples should be stored, if possible. If
tests.are/done locally for more rapid results, a
concurrent sample must also be sent to the central
laboratory.

The following measurements are to be assessed:
Table 9-3: Added.

The following additional information is to be
collected:

Table 9-4: Added.
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Section 9.2.2.4 Not applicable. Header: Follow-up evaluation Update to Sponsor
(No parallel Potential drug-induced liver injury events will template.
section in require follow-up monitoring as described.in
Amendment 4) Table 9-2. Monitoring should*centinue uitil liver
chemistry values normalizesstabilize;orreturn to
baseline. Determination of-stabilization is at the
discretion of the Investigator in consultation with
the hepatologist (as-applicable).and UCB
responsible physician, as needed.
Section 9.2.3 Not applicable. Not applicable: Update numbering.

(Section 9.5.2 of
Amendment 4)

Section 9.2.3.1

(Section 9.5.2.1 of
Amendment 4)

Blood samples for the analysis of BRV will‘be
collected at the FEV, YEV, FV, and at.the EDV
in the case of early discontinuation.

A blood sample for determinationjof-BRV,
plasma concentration should be taken whenever
the subject experiences an SAE.

Blood samples for the analysis of BRV
concentrations will be collected at the visits
designated in Table 5-2.

Additionally, a blood sample for determination of
BRYV plasma concentration should be taken
whenever the subject experiences an SAE.

Remove information
provided in

Section 5.2 to
decrease
redundancy.

Section 9.2.3.2
(Section 9.5.2.2 of

Subjects receiving phenytoin as a concomitant
AED during the study will have blood samples

Subjects receiving phenytoin as a concomitant
AED during the study will have blood samples

Remove information
provided in

Amendment 4) collected at the ScrV (directly enrolled subjects | collected at the visits designated in Table 5-1, Section 5.2 to
only), FEV, YEV, FV, and at the EDV in the Table 5-2, and Table 5-3 to monitor phenytoin decrease
case of early discontinuation te,monitor plasma concentrations. redundancy.
phenytoin plasma ¢oncentrations. Blood
samples will only-be collected at the SV if the
plasma levels ofphenytoin are abnormal at the
EDV.
Section 9.3 Not applicable Other safety measurements will be performed at Provide navigational
(Section 9.6 of the visits indicated in Table 5-1, Table 5-2, and text for reader.
Amendment 4) Table 5-3.
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Section 9.3.1

(Section 9.6.1 of
Amendment 4)

A standard 12-lead ECG will be performed at
the ScrV, TV(s), and EV (directly enrolled
subjects only), YEV, FV, and at the EDV in the
case of early discontinuation. An ECG will be
performed at the SV only if the ECG results at
the EDV are abnormal. At the EV, for LTFU
subjects, ECG data will be obtained from the
final visit of the previous pediatric BRV study
and should not be recorded in the eCRF for
NO01266.

A standard 12-lead ECG will be performed:

Remove information
provided in

Section 5.2 to
decrease
redundancy.

Section 9.3.2
(Section 9.6.2 of
Amendment 4)

Vital signs, including measurements of blood
pressure, supine or sitting pulse rate, and body
temperature, will be performed after 5 minutes
of rest at the ScrV, TV(s), and EV (directly,
enrolled subjects only), MEV, FEV, YEV, FV,
and at the EDV, DTV, and the SV in,the case of
early discontinuation. For LTFU,subjects, at‘the
EV, vital sign data will be obtained from the
final visit of the previous pediatric BRV study
and should not be recorded in the eCRF for
NO01266.

Vital signs, including)measurements of blood
pressure,.stpine orsitting pulse rate, and body
temperature, will be performed after 5 minutes of
rest.

Remove information
provided in

Section 5.2 to
decrease
redundancy.
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Section 9.3.3

(Section 9.6.3 of
Amendment 4)

Header: Body weight and height

Body weight (subject wearing light clothing
without shoes) will be measured at the ScrV,
TV(s), and EV (directly enrolled subjects only),
MEV, FEV, YEV, FV, and at the EDV and the
SV in the case of early discontinuation. For
LTFU subjects, at the EV, body weight will be
obtained from the final visit and height data will
be obtained from Baseline of the previous
pediatric BRV study and should not be recorded
in the eCRF for NO1266.

Body height will be recorded at the ScrV
(directly enrolled subjects only), MEV, FEV,
YEV, FV, and at the EDV and the SV in the
case of early discontinuation.

Header: Body weight, height, and head
circumference

Body weight (subject wearing light\clothing
without shoes), height (length- may be used-for
this measure, as appropriate); and head
circumference (occipital-frontal circumference)
will be measured.

Remove information
provided in

Section 5.2 to
decrease
redundancy.

Add information
pertaining to the
measurement of
head circumference
(in Amendment 4
this measurement
was included in the
neurological
examination).

Section 9.3.4

(Section 9.6.4 in
Amendment 4)

A standard physical examination will\be
performed at the ScrV and EV (directly enrolled
subjects only), FEV, YEV, FV, and at thetEDV
and the SV in the case of early discontimuation:
For LTFU subjects, at the EV, physical
examination data will be obtained/from the final
visit of the previous pediatric BRV study and
should not be recorded in(the’eCRFfor N01266.

A standard physical examination will be
performed.

Remove information
provided in

Section 5.2 to
decrease
redundancy.
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Section 9.3.5

(Section 9.6.5 of
Amendment 4)

A standard neurological examination will be
performed at the ScrV and EV (directly enrolled
subjects only), FEV, YEV, FV, and at the EDV
and the SV in the case of early discontinuation.
For LTFU subjects, at the EV, neurological
examination data will be obtained from the final
visit of the previous pediatric BRV study and
should not be recorded in the eCRF for N01266.
The neurological examination will include a
measurement of the head size (occipital-frontal
circumference). Clinically significant new or
worsened abnormalities must be reported as
AEs.

A standard neurological examination will\be
performed. Clinically significant new)or
worsened abnormalities in the neurological
examination must be reported as AEs.

Remove information
provided in

Section 5.2 to
decrease
redundancy.

Remove head
circumference from
this section with
inclusion in
Section 9.3.3.

Section 9.3.6

(Section 9.6.6 of
Amendment 4)

Psychiatric and mental status will be reported by
recording the presence or absence of psychiatric
symptoms, mental impairment, and behavioral
problems at the ScrV and EV (directly enrolicd
subjects only), FEV, YEV, FV, and at th¢ EDV
and the SV in the case of early discontinuation.
For LTFU subjects, at the EV, psychiatric and
mental status data will be obtained from the
final visit of the previous pediatric BRV\study
and should not be recorded in the eCRF for
NO01266.

Psychiatrie:and mental status will be reported by
recording the presence or absence of psychiatric
symptoms, mental impairment, and behavioral
problems.

Remove information
provided in

Section 5.2 to
decrease
redundancy.
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Section 9.3.7

(Section 9.6.7 of
Amendment 4)

Not applicable.

The C-SSRS is not validated for subjects <6 years
of age and will not be used for this pepulation.
Subjects should be monitored for any changes)in
mood, ideas, or behavior for warning signsiof
depression. The Investigator.should belaware of
common warning signs that‘might ‘be.a'signal for
risk of depression. For.common §igns and
symptoms of depression in children younger than
6 years old, reference should-be made to the
current versionofithe Diagnostic and Statistical
Manual of Mental Diserders. Parents and
caregivers.should alse be advised accordingly and
effort Should be made at clinic visits to
specifically assess potential depression.

Update to Sponsor
template.

Section 9.3.8

(Section 9.6.8 of
Amendment 4)

The BRIEF-P/BRIEF will be completed at the
ScrV (directly enrolled subjects only),;FEV,
YEV, FV, and the EDV in the case‘of early
discontinuation. For LTFU subje¢ts, at the EV,
the BRIEF-P/BRIEF score will be obtainéd
from Baseline of the previous pediatrie BRV
study and should not be recorded;in the eCRF
for N01266. For directly enrolled subjects; the
Baseline BRIEF-P/BRIEE. should be completed
at the ScrV.

The BRIEF-P or BRIEF appropriate for each
subject’s age should-be completed, with the
following exception: For.subjects who
completed the BRIEF~P-at the Baseline
assessment and turn 5 years of age between that
assessment and-the initial YEV, the BRIEF-P
shouldbe completed through and including the
initial YEVS,/and subsequently the BRIEF
should be completed.

Deleted:

Remove information
provided in

Section 5.2 to
decrease
redundancy.
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Section 10

The EEG data will be reviewed by 3-month
periods for the first 6 months and yearly
thereafter.

The EEG data will be reviewed‘at-6-months‘and
yearly thereafter.

Revise in accordance
with EEG timing.

Section 10.2

At the EV, seizure data based on an EEG of at
least 24 hours of recording (including sleeping
and awakening periods) for subjects <2 years of
age and data on absence seizure count (based on
an EEG of at least 1 hour of recording for
subjects >2 years of age suffering from
absences) will be obtained from the final visit of
the previous pediatric BRVstudy and shouldnot
be recorded in the eCRF for N01266.

The EEGs will be performed according*to the
following specifications:

e For subjects >2 years of age on the'day of
the study visit and with typicalkabsence
seizures: an EEG of at least(l" hour of
recording (including hyperventilation and
intermittent photic stimulation) will be
performed starting.at V4 and.at every
3-month visit forthe first 6-months and then
yearly thereafter. For-subjects prematurely
discontinuing fromthe study, an EEG of at
leastA ‘hour ofirecording should also be
performed at'the EDV.

o~ For subjects >1 month to <2 years of age on
the day of the study visit: an EEG of at least

Deleted.

Remove information
provided in

Section 5.2 to
decrease
redundancy.
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24 hours of recording (including sleeping
and awakening periods) will be performed
every 3 months during the first 6 months of
the study, then yearly thereafter, and at the
FV or the EDV in the case of early
discontinuation.

Section 10.3

Not applicable.

Other assessments will be performed at the visits
indicated in Table 5=1, Table*5-2, and Table 5-3.

Provide navigational
text for reader.

Section 10.3.1.1

Concomitant medication information will be
collected and recorded in the eCRF at the
following visits: ScrV and TV(s) (directly
enrolled subjects only), EV, MEV, FEV, YEV,
UV, FV, and at the EDV, DTV, and the SV, in
the case of early discontinuation.

For LTFU subjects, any ongoing medications
(including AEDs and non-AEDs) at the time the
subject completed the core study should-net be
recorded in the eCRF for N01266, unless there
is a change regarding the administration of; the
medication.

Concomitant,medication information will be
collectedand recorded.

For LTEU subjécts, any ongoing medications
(including AEDs and non-AEDs) at the time the
subject completed the core study should not be
recordediin the N01266 eCRF. Changes in
ongoing concomitant medications should be
récorded in the N01266 eCRF.

Remove information
provided in

Section 5.2 to
decrease
redundancy.

Provide
intradocument
consistency for “core
study” terminology.

Section 10.3.1.2

Medical procedures will betecorded atthe
following visits: ScrV and-TV(s)-(directly
enrolled subjects only); EV, MEV, FEV, YEV,
UV, FV, and at th¢ EDV, DTV, and the SV in
the case of early discontihiation.

Deleted.

Remove information
provided in

Section 5.2 to
decrease
redundancy.

Confidential

Page 292 of 346




UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam NO01266
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Section 10.3.1.3

At the TV(s) and EV (directly enrolled subjects
only), MEV, FEV, YEV, UV, FV, and at the
EDV, DTV, and the SV in the case of early
discontinuation, health care provider
consultations not foreseen by the protocol will
be recorded in the eCRF.

For LTFU subjects, at the EV, information on
the health care provider consultations not
foreseen by the protocol will be obtained from
the final visit of the previous pediatric BRV
study and should not be recorded in the eCRF
for N01266.

Data collected for health care provider
consultations not foreseen by the protocel will
include the type of provider (general practitioner,
specialist physician, nurse), theSitelof care
(office-private, office-hospital, home, émergency
room), and the reason leading to the consultation.

Remove information
provided in

Section 5.2 to
decrease
redundancy.

Section 10.3.1.4

During the TV(s) and EV (directly enrolled
subjects only, MEV, FEV, YEV, UV, FV and
at the EDV, DTV, and the SV in the cas¢.of
early discontinuation, data on hospital stays will
be collected in the eCRF. It willinclude the
reason leading to the hospitalization, the
admission ward, transfers, and length-of-stay.
For LTFU subjects, at the EV, information on
hospital stays will be obtained ftom the final
visit of the previous pediatric BRV study-and
should not be recorded in/the-eCRE.for'N01266.

Data collected for hospital stays will include the
reason leading to the hospitalization, the
admission ‘ward, transfers, and length of stay.

Remove information
provided in

Section 5.2 to
decrease
redundancy.

Section 10.3.2

The Bayley-III scales-are recognized
internationally as one.of the.most
comprehensive developmental assessment
instruments (Sattler and Hoge, 2006) used to
examine the majorfacets of a young child’s
development (Bayley, 2006).

This seale isvalidated as a tool for assessment
of neurological development in young children
and is therefore considered appropriate for

The Bayley-IlI scales are validated as a tool for
assessment of neurological development in young
children and recognized internationally as one of
the most comprehensive developmental
assessment instruments (Sattler and Hoge, 2006)
used to examine the major facets of a young
child’s development (Bayley, 2006).

Children started on the Bayley-III scales at
Baseline of the core study will also be assessed

Remove information
provided in

Section 5.2 to
decrease
redundancy.

Remove information
provided in

Section 5.2 to
decrease
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NO01266. The same scale has been completed by | using the Bayley-III scales in N01266 (ifipessible, | redundancy.

the Investigator or designee at Baseline (V1) of | by the same person who completed the scales«in Provide

NO01263 for children from 1 month to the core study) even if their age increases to>I8 | intradocument

<18 months of age at Baseline enrolled in
English-speaking countries. Children started on
the Bayley-III scales at Baseline of N01263 will
also be assessed using the Bayley-III scales in
NO1266 even if their age increases to >18
months. Bayley-III scale assessments are not
applicable to directly enrolled subjects due to
age-based considerations.

At the EV, the Bayley-III scales will be
obtained from Baseline of the previous pediatric
BRYV study if the subject was enrolled in an
English-speaking country, and data should not
be recorded in the eCRF in N01266. The
Bayley-III scales will be completed at,the FEV,
YEV, FV, and at the EDV in the cas€ of early
discontinuation. The Bayley-III scales should be
completed by the same person who completed
the Bayley-III scales in the previous.pediatric
BRYV study.

At the EV, the Bayley-III scales will be
obtained from Baseline(of the previous pediatric
BRYV study if the subject was enrolled in an
English-speaking country, ‘and data should not
be recorded in the eCRFE.in N01266. The
Bayley-Illscales will'be completed at the FEV,
YEV, EV, and atthe’EDV in the case of early
discontinuatien:The Bayley-III scales should be
completed’by the same person who completed
the Bayley-III scales in the previous pediatric

months. Bayley-III scale assessments are fiot
applicable to directly enrolled subjects/due to
age-based considerations.

The Bayley-III scales will be applied to subjects
as described in Table'5-1 and. Table 5-2. The
Bayley-III scale is not applicable to directly
enroled subjectsdue the/age of these subjects (>4
years of age)yat entry. into NO1266.

consistency for “core
study” terminology.
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BRYV study.
Section 10.3.3 The Achenbach CBCL should be completed by | The Achenbach CBCL should be completed by Provide
the same parent(s)/legal representative(s) who the same parent(s)/legal representative(s) who intradocument

completed the CBCL in the previous pediatric
BRYV study. The completion of the Achenbach
CBCL will require approximately 45 minutes.

The Achenbach CBCL will be completed at the
ScrV (directly enrolled subjects only), FEV,
YEV, FV, and at the EDV in the case of early
discontinuation. For LTFU subjects, at the EV,
the Achenbach CBCL score will be obtained
from Baseline of the previous pediatric BRV
study and should not be recorded in the eCRF
for N01266.

completed the CBCL in the core'study,when

possible. The completion of.the Achénbach CBCL

will require approximately.45 minutes.

consistency for “core
study” terminology.

Remove information
provided in

Section 5.2 to
decrease
redundancy.

Clarify that CBCL is
to be completed by
same person if
possible.

Section 10.3.5

The PedsQL will be completed at the'SerV
(directly enrolled subjects only); FEV, YEV,
FV, and the EDV in the case of early
discontinuation. For LTFU subjectsyat-the EV;
the PedsQL score will be obtained from
Baseline of the previous pediattic BR V study
and will not be recorded in.the eCRF in
NO1266. For directly enrolled subjects, the

Baseline PedsQL will\be completed at the ScrV.

Deleted:

Remove information
provided in

Section 5.2 to
decrease
redundancy.
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Section Impacted Key components of previous text Key components of amended text Rationale

Section 11.2.1

Not applicable.

Photocopies and/or printouts of eCRFEs’are not
considered acceptable source documents,

Update to Sponsor
template.

Section 11.3.1

This study will be performed using remote data
capture.

This study will be performed,using electronic data
capture.

Update to Sponsor
template.

Section 11.5

The Investigator will also notify UCB should
he/she relocate or move the study-related files to
a location other than that specified in the
Sponsor’s study master file.

The Investigator will-also notify\UCB should
he/she relocate or move the study-related files to a
location other than that speeified in the Sponsor’s
trial master file.

Update to Sponsor
template.

Section 12

Section Impacted

Key components of previous text

Key components of amended text

Rationale

Section 12.2

Not applicable.

Analyses may also be summarized for direct
enrollers, as well as by core study (eg,
EP0065 and N01349).

Provide additional
information about
possible data

summaries.
Section 12.5 The Achenbach CBCL, the Bayley-IlI scores The Achenbach CBCL, the Bayley-III scores Provide
(LTFU subjects only), BRIEF-P/BRIEF; (LTFU subjects only), BRIEF-P/BRIEF, PedsQL, | intradocument

PedsQL, and change from-Baseline scores
(previous BRV study forI-TFU subjects and
ScrV for directly enrélled subjects) will be
analyzed in a deseriptive manner.

and change from Baseline scores (core study for
LTFU subjects and ScrV for directly enrolled
subjects) will be analyzed in a descriptive manner.

consistency for “core
study” terminology.
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Section 12.9 The original number was based upon the The original number was based upon the Update to provide
assumption that 90% of the subjects having assumption that 90% of the subjects having clarity regarding

completed a previous pediatric study with BRV
as adjunctive treatment in epilepsy will rollover
into the present study. With Protocol
Amendment 3, enrollment was expanded to
include up to 100 directly enrolled subjects

(>4 years to <17 years of age) with POS, thus
increasing possible enrollment up to

600 subjects. With Protocol Amendment 4, the
number of directly enrolled subjects is increased
to at least 100 subjects with the planned total
enrollment of approximately 600 subjects.

completed a core study will rollover into the
present study. Planned enrollmefit. now includes
approximately 600 subjects, including @atsleast 100
directly enrolled subjects, with no ‘change in the
assumption regarding eore study.completion.

current design with
no change to sample
size.

Provide clarity

regarding definition
of “core study.”

Section 13

Section Impacted

Key components of previous-text

Key components of amended text

Rationale

Section 13.1

Prior to participation in the study, the written
Informed Consent form should be sighed and
personally dated by the subject’s-parent(s)/legal
representative(s), and by theperson wha
conducted the informed consent discussion
(Investigator [or designee]).

Prior to participation in the study, the Informed
Consent form should be signed and personally
dated by the subject’s parent(s)/legal
representative(s), and by the person who
conducted the informed consent discussion
(Investigator [or designee]).

Update to Sponsor
template.

Section 15

Section Impacted

Key.components of previous text

Key components of amended text

Rationale

Section 15 DulacO. Epilepsy in children. Curr Opin Ngugi AK, Kariuki SM, Bottomley C, Update of references
Neurol. 1994;7:102-6. Kleinschmidt I, Sander JW, Newton CR. cited in text.
Engel J, Pedley TA. Epilepsy: a comprehensive | Incidence of epilepsy: a systematic review and
textbook. Philadelphia: Lippincott-Raven; 1998. meta-analysis. Neurology. 2011; 77(10): 1005-12.
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Section Impacted

Key components of previous text

Key components of amended text

Rationale

Hauser WA, Annegers JF, Kurland LT.
Incidence of epilepsy and unprovoked seizures
in Rochester, Minnesota: 1935-1984. Epilepsia.
1993;34:453-68.

Kwan P, Brodie MJ. Effectiveness of first
antiepileptic drug. Epilepsia. 2001;42:1255-60.
Loiseau J, Loiseau P, Guyot M, Duche B,
Dartigues JF, Aublet B. Survey of seizure
disorders in the French southwest. I. Incidence
of epileptic syndromes. Epilepsia. 1990;31:391-
6.

Nasreddine W, Beydoun A, Atweh S, Abou-
Khalil B. Emerging drugs for partial onset
seizures. Expert Opin Emerg Drugs.
2010;15:415-31.

Perucca E. Established antiepileptic ‘drugs.
Baillieres Clin Neurol. 1996;5:693-722.
Sander JW, Shorvon SD. Epidemiology-of-the

epilepsies. J Neurol Neurosurg Psychiatry.
1996;61:433-43.

Section 18

Section Impacted

Key componeénts of previous text

Key components of amended text

Rationale

Section 18

Not applicable.

Header: 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.

Update to Sponsor
template.
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Specific changes to tables in Section 5:

With Amendment 5, Amendment 4 Table 5-1 (see below) was divided into 2 tables (Table 5-1
and Table 5-2) in order to include all Entry Visits in one table (Table 5-1) and subsequent visits
in another table (Table 5-2). With this change, the Entry Visits in Amendment 4 Table 5-1 were
retained in Table 5-1 and the remaining contents of Amendment 4 Table 5-1 (with exceptions
noted below) were included in Table 5-2. The rationales for the changes are noted in the table
above.

Amendment 4 Table 5-1 is provided below for reference.
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Amendment 4 Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent
to the final TV for directly enrolled subjects

Period Safety
. Down-
Evaluation o (Drug-
Titration
free)
Visit Minimal Full Yearly Early Down-
- . . Evaluation | Unscheduled . . . o Safety
Entry Visit | Evaluation | Evaluation e oo ke . . Discontinuation | Titration . .
. . - Visit/Kinal Visit .. .. Visit
Visit Visit . . Visit Visit
Visit
(EV) (MEYV) (FEV) (YEV/FV") @v) (EDV) (DTV)* (SV)
Subjects LTFU* | DE All
Assessment
Written informed
X
consent/assent
Subject identification
i . X
card dispensing
Childbearing potential X X X X X X
Verification
inclusion/exclusion X
criteria
Demographic data X
Physical and
neurological X2 X X X X X
examinations
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Amendment 4 Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent
to the final TV for directly enrolled subjects

Period Safety
. Down-
Evaluation e (Drug-
Titration
free)
Visit . . Yearly
- Mlmm.a ! Full. Evaluation | Unscheduled . Ea.rly . ].)OWI.I- Safety
Entry Visit | Evaluation | Evaluation el e A Discontinuation | Titration . .
.. . . Visit/Final Visit .. . Visit
Visit Visit . . Visit Visit
Visit
(EV) (MEYV) (FEV) (YEV/FV") (UV) (EDV) (DTV)* (SV)
Subjects LTFU* | DE All
Assessment
Psychiatric and mental X x X X X X
status
Vital signs¢ X? X X X X X X
Bqdy weight and xa X X X X X x
height
ECG* X? X X X Xt
EEG® X? X X X X
DRC dispensed X X X X xh X X
DRC retrieved X X X X X X X
Seizure count X? X X X X X X X
Assesi;sment of seizure X X
types
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Amendment 4 Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent
to the final TV for directly enrolled subjects

Period Safety
. Down-
Evaluation e (Drug-
Titration
free)
Visit . . Yearly
- Mlmm.a ! Full. Evaluation | Unscheduled . Ea.rly . ].)OWI.I- Safety
Entry Visit | Evaluation | Evaluation el e A Discontinuation | Titration . .
.. . . Visit/Final Visit .. . Visit
Visit Visit . . Visit Visit
Visit
(EV) (MEYV) (FEV) (YEV/FV") (UV) (EDV) (DTV)* (SV)
Subjects LTFU* | DE All
Assessment
Recording of Xe X X X X X X X X
medications’
Recording of xa X X % X X X x x
procedures
Recording of AEs® x@ X X X X X X X X
IVRS X X X X X X X X X
Study drug dispensed X X X X Xh X
Study drug returned' X X X X X X
Study drug compliance X X X X X X
Laboratory
assessments for Xe X Xn X X X Xt
safety™
BRV plasrpa . X x X
concentrations
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Amendment 4 Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent
to the final TV for directly enrolled subjects

Period Safety
. Down-
Evaluation e (Drug-
Titration
free)
Visit . . Yearly
- Mlmm.a ! Full. Evaluation | Unscheduled . Ea.rly . ].)OWI.I- Safety
Entry Visit | Evaluation | Evaluation el e A Discontinuation | Titration . .
.. . . Visit/Final Visit .. . Visit
Visit Visit . . Visit Visit
Visit
(EV) (MEYV) (FEV) (YEV/FV") (UV) (EDV) (DTV)* (SV)
Subjects LTFU* | DE All
Assessment
Phenytoin plasma
concentrations, if X X X X XF
applicable
C-SSRSP X® X X X X X X X
Bayley-III scales? X X X
Achenbach CBCL' X X X
BRIEF-P/BRIEF® X X X
PedsQL! X X X
Health care provider
consultations not X X X X X X X X X
foreseen by protocol
Hospital stays" X X X X X X X X X
End of study status XY X
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Amendment 4 Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent
to the final TV for directly enrolled subjects

Period Safety
. Down-
Evaluation e (Drug-
Titration
free)
Visit . . Yearly
.. Mlmm.a ! Full. Evaluation | Unscheduled | . Ea.rly . ].)OWI.I- Safety
Entry Visit | Evaluation | Evaluation el e A Discontinuation | Titration . .
. . . . Visit/Final Visit . . .. Visit
Visit Visit . . Visit Visit
Visit
(EV) (MEYV) (FEV) (YEV/FV") (UV) (EDV) DTV)* (SY)
Subjects LTFU? | DE All
Assessment

AE=adverse event; AED=antiepileptic drug; ALP=alkaline phosphatase; ALT=alanine aminetransferase; AST=aspartate aminotransferase;
Bayley-11I=Bayley Scales of Infant and Toddler Development, Third, Edition;"BRIEF=Behavior Rating Inventory of Executive Function; BRIEF-P=Behavior
Rating Inventory of Executive Function-Preschool Version; BR V=brivaracetam; CBCL=Child Behavior Checklist; C-SSRS=Columbia-Suicide Severity
Rating Scale; DE=directly enrolled; DRC=daily record card; DTV=Dewn-Titration\Visit; ECG=electrocardiogram; eCRF=electronic case report form;
EDV=Early Discontinuation Visit; EEG=electroencephalogram; EV=Entry Visit; FEV= Full Evaluation Visit; FV=Final Visit;
GGT=gamma-glutamyltransferase; [VRS=interactive voice respense’system;-LTFU=long-term follow-up; M=Month; MEV=Minimal Evaluation Visit;
PedsQL=Pediatric Quality of Life Inventory; SAE=serious adverse event;:SV=Safety Visit; TV=Titration Visit; UV=Unscheduled Visit; V=Visit;
YEV=Yearly Evaluation Visit

* For LTFU subjects, the following data will be obtained.from Baseline of the previous pediatric BRV study and should not be recorded on the eCRF for
NO01266: general medical and procedure history, epilepsy history;,” AED history, height, Bayley-III scales, the Achenbach CBCL, BRIEF-P/BRIEF, and
PedsQL scores. The following data will be obtained“from the-final visit of the previous pediatric BRV study and should not be recorded in the eCRF for
NO01266: AEs, recording of medications, recording of procedures, seizure count, EEG, ECG, laboratory assessments for safety, including phenytoin plasma
concentrations (if applicable), the C-SSRS/{ vital signs, body weight, physical and neurological examinations, psychiatric and mental status, and data on
health care provider consultations not, foreseen bythe protocol and hospital stays. The EV is also the final evaluation visit of the previous pediatric BRV
study.

b For subjects staying in the study until'it ends’the same procedures as for a YEV should be performed at the subject’s FV.

¢ Visit should be scheduled at the.end of the Down-Titration Period. The duration of the Down-Titration Period will depend on when the final dose of the
study drug was taken during the Evaluation Period, with a maximum duration of 4 weeks.

4 Vital sign measurements include blood pressure, pulse rate, and body temperature.

¢ An ECG has to be scheduled once@'year at the YEV and at the EDV in the case of early discontinuation.

T At the SV, ECGs, laboratory assessments for safety, and determination of phenytoin plasma concentration will be performed only if abnormal at the EDV.
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Amendment 4 Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent
to the final TV for directly enrolled subjects

Period Safety
. Down-
Evaluation e (Drug-
Titration
free)
Visit . . Yearly
- Mlmm.a ! Full. Evaluation | Unscheduled | . Ea.rly . ].)OWI.I- Safety
Entry Visit | Evaluation | Evaluation el e A Discontinuation | Titration . .
. . . . Visit/Final Visit . . .. Visit
Visit Visit . . Visit Visit
Visit
(EV) (MEYV) (FEV) (YEV/FV") (UV) (EDV) DTV)* (SY)
Subjects LTFU? | DE All
Assessment

¢ EEG (for LTFU subjects only)

e For subjects >2 years of age on the day of the study visit'andwith typical absence seizures: every 3 months during the first 6 months (starting at V4),
and then yearly thereafter: an EEG of at least 1 hour of recordingrincluding-hyperventilation and intermittent photic stimulation must be performed
for efficacy assessment. For subjects prematurely discontinuing from the“study, an EEG of at least 1 hour of recording should also be performed at
the EDV.

e For subjects >1 month to <2 years of age on the day of the‘study visit;-every 3 months during the first 6 months (starting at V4), then yearly
thereafter: an EEG of at least 24 hours of recording including sléeping and awakening periods must be performed for efficacy assessment. For
subjects prematurely discontinuing from the studys-an EEG of'at least 24 hours of recording should also be performed at the EDV.

" No DRC or study drug will be dispensed at the FV.

i The assessment of seizure types will be done at 6-monthly intervals (at the FEV and the YEV) for subjects <2 years of age.

i For LTFU subjects, any ongoing medications (including AEDs and non-AEDs) at the time the subject completed the previous pediatric BRV study should
not be recorded in the eCRF for N01266, unless'there is.a'change regarding the administration of the medication. In this event, the start date corresponding
to the date of change in administration should be recorded in the eCRF.

K For LTFU subjects, any ongoing AEs at the time the subject completed the previous pediatric BRV study should not be recorded on the eCRF for N01266,
unless there is a change in intensity or‘seriousness..In this event, the AE should be recorded in the eCRF for N01266, with the onset date corresponding to
the date of change in condition.

! Drug return includes study medieation intake recording and accountability.

™ Full laboratory assessments for safety include hematology, biochemistry (including hepatic monitoring of ALT, AST, ALP, total bilirubin, and GGT), and
endocrinology for all subjects/and urinalysis for subjects >4 years of age as described in Section 9.5.1. Female subjects with a Tanner stage >1 should have
a urine pregnancy test performed at\all laboratory assessment visits, except for the EDV and the SV, when a serum pregnancy test will be performed.
Endocrinology testing will be performed at the YEV/FV.

" Laboratory assessinents are to be done only at the MEV at V4 (M3) and V6 (M9) and are to include only hepatic monitoring (ALT, AST, ALP, total
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Amendment 4 Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent
to the final TV for directly enrolled subjects

Period Safety
. Down-
Evaluation e (Drug-
Titration
free)
Visit . . Yearly
- Mlmm.a ! Full. Evaluation | Unscheduled | . Ea.rly . ].)OWI.I- Safety
Entry Visit | Evaluation | Evaluation el e A Discontinuation | Titration . .
. . . . Visit/Final Visit . . .. Visit
Visit Visit . . Visit Visit
Visit
(EV) (MEYV) (FEV) (YEV/FV") (UV) (EDV) DTV)* (SY)
Subjects LTFU? | DE All
Assessment

bilirubin, and GGT).
° In addition to the scheduled assessments, a pharmacokinetic samplevfor determination-of. BRV plasma concentration should be taken whenever a subject
experiences an SAE.
P The C-SSRS will be administered to subjects >6 years of.age.~“Fhe “Since Last Visit” version of the C-SSRS will be used, with the following exception: If a
subject turns 6 years of age during N01266, the “Already Enrolled’*version of'the C-SSRS should be completed at the first visit after the sixth birthday, and
the “Since Last Visit” version of the C-SSRS should be completed.at subséquent visits.
The cognition scale (Bayley-III) to be used in NO1266 for subjeets <18 @onths to 42 months of age and enrolled in English-speaking countries will be the
same as the one used in the previous pediatric BRV study.-If the subject reaches 18 months of age in this study, the subject will still be assessed using the
Bayley-III to allow for an evaluation of the change from-Baselinefeven if his/her age increases to >18 months.
" The version of the Achenbach CBCL (CBCL/1%2-5%r CBCL/61'8) should be in accordance with the subject’s age, with the following exception: If a
subject completed the Achenbach CBCL/1%-5 at the Baseline,assessment (previous pediatric BRV study for LTFU subjects and ScrV for directly enrolled
subjects) and turns 6 years of age between that assessment and the initial YEV, the CBCL/1%-5 should be completed through and including the initial
YEV, and subsequently the CBCL/6-18 should be completed.
The BRIEF-P should be used for subjects>2/years €0 <5 years of age and the BRIEF should be used for subjects >5 years of age, with the following
exception: For subjects who completed the BRIEE-P at the Baseline assessment (previous pediatric BRV study for LTFU subjects and ScrV for directly
enrolled subjects) and turn 5 years.of age between that assessment and the initial YEV, the BRIEF-P should be completed through and including the initial
YEV, and subsequently the BRIEE-shouldbe completed.
The version of the PedsQL used'should.be consistent with the subject’s age at each visit when it is administered with the following exception: If a subject
ages up to the next PedsQL between-the-Baseline assessment (previous pediatric BRV study for LTFU subjects and ScrV for directly enrolled subjects) and
the initial YEV, the PedsQE that wasused at the Baseline assessment should be completed through and including the initial YEV, and subsequently the
PedsQL consistent with.the age at the time of assessment should be completed.
U This refers to anyshospital stay that occurs during the study. Data recorded in the eCRF include the reason for the hospitalization, the admission ward,

=l

»
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Amendment 4 Table 5-1: Schedule of all study assessments for LTFU subjects and assessments subsequent
to the final TV for directly enrolled subjects

Period Safety
. Down-
Evaluation e (Drug-
Titration
free)
Visit . . Yearly
- Mlmm.a ! Full. Evaluation | Unscheduled | . Ea.rly . ].)OWI.I- Safety
Entry Visit | Evaluation | Evaluation el e A Discontinuation | Titration . .
. . . . Visit/Final Visit . . .. Visit
Visit Visit . . Visit Visit
Visit
(EV) (MEYV) (FEV) (YEV/FV") (UV) (EDV) DTV)* (SY)
Subjects LTFU? | DE All
Assessment

transfers, and length of stay.
V End of study status only for subjects who continue in the studyantihit ends @ndfor whom the visit corresponds to the final evaluation visit or FV.
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Table 5-1:
Change 1:
The title:

Schedule of all study assessments for LTFU subjects and assessments subsequent to the
final TV for directly enrolled subjects

Was changed to:
Schedule of assessments for the Entry Visit (EV) (all subjects)
Change 2:

Entry Visit assessments for subjects from core studies EP0065 and N01349.wete added (see
Table 5-1 for display of assessments added).

Change 3:
The following rows were added:
e General medical history
e Procedure history
¢ Epilepsy history
e AED history
e Head circumference
Change 4:
The following rows were deleted:
e Assessment of seizure types
e BRV plasma concentrations
¢ End of study status
Change S:
The following row entties were split into separate rows as follows:
o Written‘informed consent/assent
Split and revised to:
— Written informed consent
— Assent form (if applicable, according to age and local requirements)
¢ Body weight and height
Split into:
— Body weight
— Height
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Change 6:
The following footnote was deleted:

? For LTFU subjects, the following data will be obtained from Baseline of the previous
pediatric BRV study and should not be recorded on the eCRF for N01266: general
medical and procedure history, epilepsy history, AED history, height, Bayley-III scales,
the Achenbach CBCL, BRIEF-P/BRIEF, and PedsQL scores. The following data will be
obtained from the final visit of the previous pediatric BRV study and should not be
recorded in the eCRF for NO1266: AEs, recording of medications, recording of
procedures, seizure count, EEG, ECG, laboratory assessments for safety, including
phenytoin plasma concentrations (if applicable), the C-SSRS, vital signs, body weiglit,
physical and neurological examinations, psychiatric and mental status, and'data on health
care provider consultations not foreseen by the protocol and hospital stays. The EV is also
the final evaluation visit of the previous pediatric BRV study.

And replaced with the following:
2 “Other” core studies include those other than EP0065 and NO1349.

® To be obtained from the final visit of the core study and’not reeorded in the NO1266
eCRF.

¢ To be obtained from baseline of the core study and not récorded in the NO1266 eCRF.
Change 7:
The following footnotes were deleted:

¢ An ECG has to be scheduled once a year atthe YEV and at the EDV in the case of early
discontinuation.

' At the SV, ECGs, laboratory assessments for safety, and determination of phenytoin
plasma concentration will-be performed only if abnormal at the EDV.

¢ EEG (for LTFU subjeets only)

e For subjects >2 years ofage on the day of the study visit and with typical absence
seizures: every 3 months during the first 6 months (starting at V4), and then yearly
thereafter: an EEG.of at least 1 hour of recording including hyperventilation and
intermittent photic stimulation must be performed for efficacy assessment. For subjects
prematurely.discontinuing from the study, an EEG of at least 1 hour of recording should
also be performed at the EDV.

e For subjects >1 month to <2 years of age on the day of the study visit: every 3 months
during the first 6 months (starting at V4), then yearly thereafter: an EEG of at least
24 hours of recording including sleeping and awakening periods must be performed for
efficacy assessment. For subjects prematurely discontinuing from the study, an EEG of
at least 24 hours of recording should also be performed at the EDV.
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And replaced with the following:

T Any ongoing AEs at the time the subject completed the core study should not be recorded
in the NO1266 eCRF. Worsening of the AE should be recorded in the NO1266 eCRF as a
new AE. A pharmacokinetic sample for determination of BRV plasma concentration
should be taken whenever a subject experiences an SAE.

¢ Drug return includes study medication intake recording and accountability.
Change 8:
The following footnotes were deleted:

" No DRC or study drug will be dispensed at the FV.

I The assessment of seizure types will be done at 6-monthly intervals (at'the FEViand the
YEV) for subjects <2 years of age.

Change 9:
The following footnotes:

J For LTFU subjects, any ongoing medications{including AEDs and non-AEDs) at the
time the subject completed the previous pediatric BRY study should not be recorded in
the eCRF for N01266, unless there is a change regarding the administration of the
medication. In this event, the start date corresponding to the date of change in
administration should be recorded.in the eCRF:

K For LTFU subjects, any ongoing AEs atthe time'the subject completed the previous
pediatric BRV study should not’be recorded on.the eCRF for N01266, unless there is a
change in intensity or seriousness:In‘this ‘event, the AE should be recorded in the eCRF
for NO1266, with the onset dat¢-corresponding to the date of change in condition.

Were replaced with the following as shewn in Change #7):

¢ Any ongoing concomitant medications at the time the subject completed the core study
should not be recorded in the. N01266 eCRF. Changes in ongoing concomitant
medications should be recorded in the N01266 eCRF.

' Any ongoing{AEs at-the time the subject completed the core study should not be recorded
on the N01266 eCRF. Worsening of the AE should be recorded in the NO1266 eCRF as a
new AEZA pharmacokinetic sample for determination of BRV plasma concentration
should be taken whenever a subject experiences an SAE.

Change 10:
The following footnote was relettered to “g”:
! Drug return includes study medication intake recording and accountability.
Change 11:
The following footnote:

" Full laboratory assessments for safety include hematology, biochemistry (including
hepatic monitoring of ALT, AST, ALP, total bilirubin, and GGT), and endocrinology for

Confidential Page 310 of 346



UCB 25 Jun 2020
Clinical Study Protocol Brivaracetam NO01266

all subjects and urinalysis for subjects >4 years of age as described in Section 9.5.1.
Female subjects with a Tanner stage >1 should have a urine pregnancy test performed at
all laboratory assessment visits, except for the EDV and the SV, when a serum pregnancy
test will be performed. Endocrinology testing will be performed at the YEV/FV.

Was replaced with:

" Full laboratory assessments for safety include hematology and biochemistry (including
hepatic monitoring of ALT, AST, ALP, total bilirubin, and GGT) for all subjects,
endocrinology for LTFU subjects, and urinalysis for all subjects for whom sample
collection is feasible as described in Section 9.2.1. Female subjects of childbeasing
potential will have a urine pregnancy test done at the site.

Change 12:
The following footnotes were deleted:

" Laboratory assessments are to be done only at the MEV at V4 (M3) and(V.6'(M9) and are
to include only hepatic monitoring (ALT, AST, ALP, total bilirubin, and GGT).

¢ In addition to the scheduled assessments, a pharmacokinetie sample/for determination of
BRYV plasma concentration should be taken‘'whenever a‘subject/experiences an SAE.

Change 13:
The following footnotes:

P The C-SSRS will be administered to subjects >6_ years of age. The “Since Last Visit”
version of the C-SSRS willbe.used, with'the following exception: If a subject turns
6 years of age during N01266, the “Already Enrolled” version of the C-SSRS should be
completed at the first visit after,thé’sixth.-birthday, and the “Since Last Visit” version of
the C-SSRS should be completed at subsequent visits.

9 The cognition scale (Bayley-III) t6 be used in NO1266 for subjects <18 months to 42
months of age and enrélled in English-speaking countries will be the same as the one
used in the previous-pediatric-BRV study. If the subject reaches 18 months of age in this
study, the subject will still'be assessed using the Bayley-III to allow for an evaluation of
the change from/Baseline even if his/her age increases to >18 months.

" The version of the'Achenbach CBCL (CBCL/1%2-5 or CBCL/6-18) should be in
accordance with the subject’s age, with the following exception: If a subject completed
the.Achenbach- CBCL/1%-5 at the Baseline assessment (previous pediatric BRV study for
LTFU subjects and ScrV for directly enrolled subjects) and turns 6 years of age between
that asséssment and the initial YEV, the CBCL/1%2-5 should be completed through and
including the initial YEV, and subsequently the CBCL/6-18 should be completed.

* The BRIEF-P should be used for subjects >2 years to <5 years of age and the BRIEF
should be used for subjects >5 years of age, with the following exception: For subjects
who completed the BRIEF-P at the Baseline assessment (previous pediatric BRV study
for LTFU subjects and ScrV for directly enrolled subjects) and turn 5 years of age
between that assessment and the initial YEV, the BRIEF-P should be completed through
and including the initial YEV, and subsequently the BRIEF should be completed.
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' The version of the PedsQL used should be consistent with the subject’s age at each visit
when it is administered with the following exception: If a subject ages up to the next
PedsQL between the Baseline assessment (previous pediatric BRV study for LTFU
subjects and ScrV for directly enrolled subjects) and the initial YEV, the PedsQL that was
used at the Baseline assessment should be completed through and including the initial
YEV, and subsequently the PedsQL consistent with the age at the time of assessment
should be completed.

Were revised as follows:

I The C-SSRS will be administered to subjects >6 years of age. The “Since Last-Visit”
version of the C-SSRS will be used. If a subject turns 6 years of age during the study, the
“Already Enrolled” version of the C SSRS should be completed at the first'visit after the
sixth birthday.

J The Bayley-III is applicable to subjects enrolled in English-speaking countries only and
as follows:

e Core study N01349: all subjects
e Core study EP0065: subjects <18 months-0f age at baseling(Screening)

e Other core studies: subjects <18 months of age-at baseline for the core study (as
indicated in footnote c).

kX The version of the Achenbach CBCL (CBCL/1Y-5:0r.CBCL/6-18) should be in
accordance with the subject’s age.

! The BRIEF-P should be used for subjects >2 years to <5 years of age and the BRIEF
should be used for subjects >5 years of age.

™ The version of the PedsQL used should-be consistent with the subject’s age.
Change 14:
The following footnoteswere deleted:

" This refers to any hospital'stay that occurs during the study. Data recorded in the eCRF
include the reason forthe hospitalization, the admission ward, transfers, and length of
stay.

v End of study. status only for subjects who continue in the study until it ends and for whom
the.visit corresponds to the final evaluation visit or FV.

Table 5-2:
Change 1:
The title was updated to:

Schedule of all study assessments for the Evaluation, Down-Titration, and Safety
(Drug-Free) Periods (all subjects)

Change 2:

The row containing “Subjects” and “All” was removed.
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Change 3:

The following entries and associated assessment times were removed (with retention of
information in Table 5-1):

e Written informed consent/assent
e Subject identification card dispensing
¢ Verification inclusion/exclusion criteria
e Demographic data
Change 4:
The Entry Visit columns were removed (with retention of information to Table 5-1)
Change 5:
The following entry:
Body weight and height
Was changed to:
Body weight, height, and head circumference
Change 6:
The X for the EEG assessment was removed from the MEV column.
Change 7:
An XP was added for the Unscheduled, Visit for the C-SSRS.
Change 8:

The following footnote was removed anid,subsequent footnotes relettered accordingly (both
below and within the table):

® For LTFU subjects;the following data will be obtained from Baseline of the previous
pediatric BRV study and‘should not be recorded on the eCRF for N01266: general
medical and procedure history, epilepsy history, AED history, height, Bayley-III scales,
the Achenbach CBCL, BRIEF-P/BRIEF, and PedsQL scores. The following data will be
obtained from the final visit of the previous pediatric BRV study and should not be
recorded in the €CRF for N01266: AEs, recording of medications, recording of
procedures,.seizure count, EEG, ECG, laboratory assessments for safety, including
phenytoinplasma concentrations (if applicable), the C-SSRS, vital signs, body weight,
physical and neurological examinations, psychiatric and mental status, and data on health
care provider consultations not foreseen by the protocol and hospital stays. The EV is also
the final evaluation visit of the previous pediatric BRV study.
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Change 9:
The following footnote:
¢ EEG (for LTFU subjects only)

e For subjects >2 years of age on the day of the study visit and with typical absence
seizures: every 3 months during the first 6 months (starting at V4), and then yearly
thereafter: an EEG of at least 1 hour of recording including hyperventilation and
intermittent photic stimulation must be performed for efficacy assessment. For subjects
prematurely discontinuing from the study, an EEG of at least 1 hour of recording'should
also be performed at the EDV.

¢ For subjects >1 month to <2 years of age on the day of the study visit: every 3 months
during the first 6 months (starting at V4), then yearly thereafter: an EEG of at least
24 hours of recording including sleeping and awakening periods must be petformed for
efficacy assessment. For subjects prematurely discontinuing from'the study, an EEG of
at least 24 hours of recording should also be performed at the\EDV.

Was changed to:
T EEG (for LTFU subjects only)

e For subjects >2 years of age at V5 who have typical absénce seizures, an EEG of at
least 24 hours that includes hyperventilation/and intermittent photic stimulation must be
performed at V5 and yearly threafter. For subjects prematurely discontinuing from the
study, a 24-hour EEG may be performed at the.EDV at the Investigator’s discretion.

e For subjects <2 years of age at V3;.an EEG of at least 24 hours must be performed for
efficacy assessment at V5 and yearly thereafter until subjects reach 2 years of age. For
subjects prematurely discontinuing from the study, a 24-hour EEG may be performed at
the EDV at the Investigator’s discretion.

Change 10:
The following footnote:

J For LTFU subjeets, any ongoing medications (including AEDs and non-AEDs) at the
time the subjeet completed the previous pediatric BRV study should not be recorded in
the eCRE for N01266, unless there is a change regarding the administration of the
medication. Incthis event, the start date corresponding to the date of change in
administratien should be recorded in the eCRF.

Was ehanged to:

" For subjects enrolled in N01266 who volunteered to participate in EP0065 and then
returned to NO1266, changes to ongoing concomitant medications during EP0065 will be
recorded in the NO1266 eCRF.
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Change 11:
The following footnote:

™ Full laboratory assessments for safety include hematology, biochemistry (including
hepatic monitoring of ALT, AST, ALP, total bilirubin, and GGT), and endocrinology for
all subjects and urinalysis for subjects >4 years of age as described in Section 9.5.1.
Female subjects with a Tanner stage >1 should have a urine pregnancy test performed at
all laboratory assessment visits, except for the EDV and the SV, when a serum pregnancy
test will be performed. Endocrinology testing will be performed at the YEV/FV.

Was changed to:

! Full laboratory assessments for safety include hematology, biochemistry (ineluding
hepatic monitoring of ALT, AST, ALP, total bilirubin, and GGT), and eéndocrinology for
all subjects and urinalysis for subjects for whom sample collection:i$_feasible as described
in Section 9.2.1. Female subjects of childbearing potential should;have a urine pregnancy
test done at the site at all laboratory assessment visits. Endocrinology testing will be
performed at the YEV/FV.

Change 12:
The following footnote:

" Laboratory assessments are to be done only atthe MEV at'V4 (M3) and V6 (M9) and are
to include only hepatic monitoring (ALT, AST;ALP; total bilirubin, and GGT).

Was changed to:

™ Laboratory assessments (hepatic monitoring.[ALT, AST, ALP, total bilirubin, and GGT
only] are to be done only at the MEV at V4.(M3) and V6 (M9). Urine pregnancy tests are
to be done at the site for female subjects of childbearing potential at all visits.

Change 13:
The following footnote was.added:

P If an unscheduled-visit is,conducted due to safety or efficacy reasons, the C-SSRS will be
performed for subjects->6-year of age.

Change 14:
The following footnote:

9 Theycognition scale (Bayley-III) to be used in N01266 for subjects <18 months to 42
months-efiage and enrolled in English-speaking countries will be the same as the one
used in the previous pediatric BRV study. If the subject reaches 18 months of age in this
study, the subject will still be assessed using the Bayley-III to allow for an evaluation of
the change from Baseline even if his/her age increases to >18 months.

Was changed to:

9 The Bayley-III is applicable to subjects who meet all of the following criteria: are
enrolled English-speaking countries, were <18 months of age at baseline of the core
study, and are <42 months of age.
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Table 5-3:

With Amendment 5, the Amendment 4 Table 5-2 was renumbered to Table 5-3 and the
following changes were made:

Change 1:
The title:

Schedule of study assessments for directly enrolled subjects only from the ScrV through the
final TV

Was changed to:

Schedule of study assessments from the ScrV through the final TV (directly-enrolled
subjects only)

Change 2:
The entry:
body weight and height
Was changed to:
body weight, height, and head circumference
Change 3:
The entry:
IVRS
Was changed to:
IVRS call
Change 4:
The footnote:
¢ Height will be recorded only at the ScrV.
Was changed to:
¢ Height and head-eircumference will be recorded only at the ScrV.
Change S:
Thefollowing sentence in footnote i:

» The ScrV laboratory assessments for safety will include hematology, biochemistry
(including hepatic monitoring of ALT, AST, ALP, total bilirubin, and GGT), urinalysis,
endocrinology, and a serum pregnancy test (for female subjects with a Tanner stage >1).

Was changed to:

I The ScrV laboratory assessments for safety will include hematology, biochemistry
(including hepatic monitoring of ALT, AST, ALP, total bilirubin, and GGT), urinalysis
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(for subjects for whom sample collection is feasible), endocrinology, and a urine
pregnancy test at the site (for female subjects of childbearing potential).

Table 5-4:
The following footnote:

® For LTFU subjects, the EV is the final evaluation visit of the previous pediatric study. Fot
directly enrolled subjects, the EV represents the point of entry into the Evaluation Period:

Was changed to:

® For directly enrolled subjects, the EV represents the point of entry into the Evaluation
Period.
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16.6 Protocol Amendment 6
Rationale for the amendment
The main purposes of this substantial protocol amendment are to:

e Update language for Bayley-III scales to include countries where a validated
translation is available

e Remove reference to central reading of EEGs to provide flexibility
e Remove EEG assessment for the EV (all subjects)

e Update inclusion criteria to align language enhancements provided in
country-specific amendment (Czech Republic) (ie, diagnosis of epilepsy and
contraceptive language)

e Update language in regards to partner pregnancy to align with Sponsor’s SOP and
protocol templates

e Add blood draw volumes for children <2 years of age

e Clarify PedsQL age range (>2 years of-age ) as this'assessment will not be used in
children <2 years of age

o C(Clarify for all other EEGs (ie, V5 and yeatly thereafter) the duration in subjects
>2 years of age

Modifications and changes
Global changes

These following changes are considered administrative in nature and are not included as
separate listings in the table of specific changes below:

e Stylistic changes and .minor editorial changes have been made and are of no
consequence to the meaning of content.

Specific changes

The following table proyides a list of specific changes to the protocol. Specific changes to the
tables in Section 5.2 (Table 5-1, Table 5-2, and Table 5-3) are provided immediately after the
table and atenot included in the table itself.
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Section Impacted Key components of previous text Key components of amended text
Study contact Sponsor Study Physician Sponsor Study Physician
information Address: UCB Biosciences GmbH Address: UCB Biosciences GmbH

Alfred Nobel Strabe 10 Alfred Nobel Strabe 10

40789 Monheim 40789 Monheim amRhein

Germany Germany

Phone: | Phone: [

FAX: I FAX: I

Clinical Project Manager Clinical Project Manager

Name: | Naine: |

Address: UCB BioPharma sprl Address! UCB Biosciences GmbH

Allée de la Recherche 60 Alfred-Nobel-Stralle 10

B-1070 Bruxelles 40789 Monheim

Belgium Germany

Phone: N Phone: [

Fax: I Fax:

Clinical Trial Biostatistician: Clinical Trial Biostatistician:

Name: I Name: I

Phone: Phone: I
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Section 1

Section Impacted

Key components of previous text

Key components of amended text

Section 1 The other objectives are to explore direct cost The other objectives are to.explore direct cost parameters
parameters and to assess the effect of BRV 1) on and to assess the effect\of BRV.1) on behavior and
behavior and cognition using the age-appropriate cognition using the age-appropriate Achenbach Child
Achenbach Child Behavior Checklist (CBCL/1%-5 or | Behavior Checkdist (CBCL/12-5 or CBCL/6-18) for LTFU
CBCL/6-18) for LTFU subjects >18 months of age at | subjects >18.months of age at Baseline of their initial BRV
Baseline of their initial BRV study (herein referred to | study (hereinreferred-to as their “core study’) and for all
as their “core study”) and for all directly enrolled directly‘enrolled subjects, 2) on cognition using the
subjects, 2) on cognition using the Behavior Rating Behavior Rating Inventory of Executive Function®
Inventory of Executive Function® (BRIEF®)/BRIEF®-Preschool Version (BRIEF®-P), and 3)
(BRIEF®)/BRIEF®-Preschool Version (BRIEF®-P), on quality-of life using the Pediatric Quality of Life
and 3) on quality of life using the Pediatric Quality of )| Inventory” (PedsQL™) for LTFU subjects >2 years of age
Life Inventory" (PedsQL"™) for LTFU subjécts at the Baseline of the core study and for all directly
>1 month of age at the Baseline of the.core study’and |“enrolled subjects. The Bayley Scales of Infant and Toddler
for all directly enrolled subjects. The Bayley Scales of )| Development®, Third Edition (Bayley-1II*) will be used to
Infant and Toddler Development®, - Third Edition, assess LTFU subjects enrolled in English-speaking
(Bayley-III®) will be used to assess LTFU subjects countries and in countries where a validated translation is
enrolled in English-speaking countries’and available, and <18 months of age at Baseline of the core
<18 months of age at Baseline of'the core study; the study; the Bayley-III will not be used to assess directly
Bayley-III will not be used to.assess directly enrolled | enrolled subjects since all are to be >4 years of age.
subjects since all are to bezyears'gf age. Other variables include direct cost parameters (such as
Other variables includ¢ direct cost parameters (such as | concomitant medications, medical procedures, health care
concomitant medications, medical procedures, health | provider consultations not foreseen by the protocol, and
care provider consultations not foreseen by the hospital stays) and the change in Achenbach CBCL
protocol, and-hespital:stays) and the change in (CBCL/1'%:-5 or CBCL/6-18), BRIEF-P/BRIEF, and
Achenbachl CBCL(CBCL/1%:-5 or CBCL/6-18), PedsQL scores, and the change in Bayley-III scales for
BRIEF-P/BRIEFE,.and PedsQL scores, and the change | subjects enrolled in countries where a validated translation
in Bayley-Ill-scales for subjects enrolled in is available.

English-speaking countries.
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Section 3
Section Impacted Key components of previous text Key componentsof amended text
Section 3.3 e To assess the effect of BRV on cognition using To assess the effect of BRV on cognition using the

the Bayley-IlI scales in subjects <18 months of Bayley-III scales in subjects <18 months of age

age (applicable only to LTFU subjects enrolled (applicable only.to LTEU subjects enrolled in

in English-speaking countries) English-speaking countries and in countries where a

validated translation is available)

e To explore the effect of BRV on health-related To explore the effect of BRV on health-related quality
quality of life (HRQoL) using the PedsQL in of life (HRQoL) using the PedsQL in subjects >2 years
subjects >1 month of age of age

Section 4
Section Impacted Key components of previous‘text Key components of amended text
Section 4.3 e Change from the Baselinedn the Bayley-III scales Change from the Baseline in the Bayley-III scales for
for children <18 months of age at’baseline of the children <18 months of age at baseline of the core
core study (applicable only to :TFU subjects study (applicable only to LTFU subjects enrolled in
enrolled in English-speaking countries) English-speaking countries and in countries where a
validated translation is available)

e Change from Baseline in PedsQL for subjects Change from Baseline in PedsQL for subjects >2 years
>1 month of age.(age at initiation of study drug in of age (age at initiation of study drug in N01266 or
NO01266 or core study) core study)
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Section 5

Section Impacted

Key components of previous text

Key components of amended text

Section 5.1

A central reader will perform a review of the EEG
recordings.

Deleted

Section 6

Section Impacted

Key components of previous text

Key components of amended text

Section 6.1.1

-Abstinence from sexual intercourse

Deleted

Section 6.1.2

3a. Male or female subjects having participated-inca
core study and for whom a reasonable benefit from
long-term administration of BRV is expected:

3a./Male or female subjects having participated in a
cote study with a confirmed diagnosis of epilepsy
and for whom a reasonable benefit from long-term
administration of BRV is expected.
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Section 8

Section Impacted

Key components of previous text

Key components‘of amended text

Section 8.3.1.1 &
Section 8.3.1.2

e EEG

Deleted

Section 8.3.1.1 &
Section 8.3.1.2 &
Section 8.5 &
Section 8.6 &
Section 8.8 &
Section 8.11

e Bayley-IlI scales (subjects enrolled in
English-speaking countries)

e Bayley-III scales (subjects enrolled in
English-speaking.¢ountries and in countries where a
validated translation is available)

Section 8.5 &

e EEG (for LTFU subjects only)

— For subjects >2 years of age at V5 who have
typical absence seizures, an EEG(of at least
24 hours that includes hyperventilation and
intermittent photic stimulatiomymust be
performed only at V5 and.yearly thereafter:

¢ EEG (for LTFU subjects only)

— For subjects >2 years of age at V5 who have
typical absence seizures, an EEG of at least
1 hour that includes hyperventilation and
intermittent photic stimulation must be performed
only at V5 and yearly thereafter.

Section 8.8

EEG (LTFU subjects only)

For subjects >2 years of age at V5.who have typical
absence seizures, a 24-hout EEG.may be performed
at the Investigator’s discretion.

e EEG (LTFU subjects only)

For subjects >2 years of age at V5 who have typical
absence seizures, a 1-hour EEG may be performed at
the Investigator’s discretion.

Section 8.11

e EEG (for LTFU.subjectsonly)

— For subjects>2 years of age at V5 who have
typical.absence seizures, an EEG of at least
24 hours thatiincludes hyperventilation and
intermittent photic stimulation must be
performed

e EEG (for LTFU subjects only)

— For subjects >2 years of age at V5 who have
typical absence seizures, an EEG of at least
1 hour that includes hyperventilation and
intermittent photic stimulation must be performed
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Section 9

Section Impacted

Key components of previous text

Key components of amended text

Section 9.1.4

In cases where the partner of a male subject enrolled in
a clinical study becomes pregnant, UCB will ask the
Investigator or designee to contact the subject and his
partner to request consent via the Partner Pregnancy
Consent form. If the partner agrees to provide
additional information, the Pregnancy Report and
Outcome form will be forwarded to the subject’s
partner for completion.

The pregnancy will be documented on the Pregnancy
Report and Outcome form provided to the Investigator,
The progression of the pregnancy and the-eventualbirth
(if applicable) must be followed-up using-the
Pregnancy Report and Outcome form. in'whichsthe
Investigator has to report on the.health of the mother
and of the child. The health of the child.must be
followed for 12 months after birth forany significant
medical issues.

In cases where the partfier’'of a‘male subject enrolled in a
clinical study becomes pregnant, the investigator or
designee is asked to'contact the subject to request
consent of the(partner.via-the Partner Pregnancy Consent
form that has.been approved by the responsible IRB/IEC
and should’be available in the investigator site file. In
case of questions about the consent process, the
investigatormay contact the UCB/contract research
organization (CRO) contract monitor for the study. The
investigator will complete the Pregnancy Report and
Outcome form and send it to UCB’s PS department (for
contact details see Serious Adverse Event reporting
information at the beginning of this protocol) only after
the partner has agreed that additional information can be
captured and has provided the signed Partner Pregnancy
Consent form. UCB’s PS department is also the primary
contact for any questions related to the data collection
for the partner pregnancy, eventual birth, and follow up.

Section 9.2.1

The total blood volume drawn for clinical laboratory
assessments will be a maximum(of 11mL per sampling,
which includes 3mL-for hematology and 8mL for
biochemistry. Further details will be provided in the
laboratory manual.

The total blood volume drawn for clinical laboratory
assessments in subjects >2 years of age will be a
maximum of 11mL per sampling, which includes up to
3mL for hematology and up to 8mL for biochemistry.
For subjects <2 years of age, the blood volume drawn
will be typically much smaller and in the range of ImL
to 2.5mL. Further details will be provided in the
laboratory manual.
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Section10
Section Impacted Key components of previous text Key components of amended text

Section 10.2 A central reader will review and assess all EEGs in a Deleted

standardized manner.

Section 10.3.2

The Bayley-III scales are validated only in English. The Bayley-Illscales are provided in English and in
countries where a validated translation is available.
Section 10.3.5 The PedsQL Measurement Model consists of The PedsQL Me¢asurement Model consists of
developmentally appropriate forms for pediatric developmentally appropriate forms for pediatric subjects
subjects 1 month to 24 months, >2 years to <4 years, >2 years t0 <4 years, >5 years to <7 years, >8 years to
>5 years to <7 years, >8 years to <12 years, and <12 years, and >13 years to <18 years of age.

>13 years to <18 years of age.
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Specific changes to tables in Section 5

The rationales for the changes are noted in the rationale section above.
Details of updates to Table 5-1 are as follows:

Change # 1:

EEG assessment was removed.

Change #2

Footnote

) The Bayley-1II is applicable to subjects enrolled in English-speaking countries only and.as
follows:
e Core study N01349: all subjects
e Core study EP0065: subjects <18 months of age at baseline (Screening)
e Other core studies: subjects <18 months of age at baseline for-the coresstudy (as
indicated in footnote c)

Has been changed to:

kX The Bayley-1III is applicable to subjects enrolled in countfies where-a validated translation is
available only and as follows:
e Core study N01349: all subjects
e Core study EP0065: subjects <18 months of'age atbaseline (Screening)
e Other core studies: subjects <18 months.of age-at baseline for the core study (as
indicated in footnote c)

Details of updates to Table 5-2<are as follows:.
Change #1
Footnote

f EEG (for LTFU subjects-only)

e For subjects >2-years of .age at V5 who have typical absence seizures, an EEG of at
least 24 hours that includes hyperventilation and intermittent photic stimulation must
be performed-at V5.and yearly thereafter. For subjects prematurely discontinuing
from the study,.a 24-hour EEG may be performed at the EDV at the Investigator’s
discretion.

e FEorsubjects <2 years of age at V5, an EEG of at least 24 hours must be performed for
efficacy assessment at V5 and yearly thereafter until subjects reach 2 years of age. For
subjects prematurely discontinuing from the study, a 24-hour EEG may be performed
at the EDV at the Investigator’s discretion.

Has been changed to:

" EEG (for LTFU subjects only)
e For subjects >2 years of age at V5 who have typical absence seizures, an EEG of at
least 1 hour that includes hyperventilation and intermittent photic stimulation must be
performed at V5 and yearly thereafter. For subjects prematurely discontinuing from
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the study, a at least 1-hour EEG may be performed at the EDV at the Investigator’s
discretion.

e For subjects <2 years of age at V5, an EEG of at least24hours must be performed for
efficacy assessment at V5 and yearly thereafter until subjects reach 2 years of age. For
subjects prematurely discontinuing from the study, an at least 24-hour EEG may be
performed at the EDV at the Investigator’s discretion.

Change #2
Footnote

MLaboratory assessments (hepatic monitoring [ALT, AST, ALP, total bilirubin, and GGT
only] are to be done only at the MEV at V4 (M3) and V6 (M9). Urine pregnancy.tests ate
to be done at the site for female subjects of childbearing potential at all visits.

Has been changed to:

™ Additional hepatic monitoring laboratory assessments (ALT, AST, ALP, total bilirubin, and
GGT only) are to be done only at the MEV at V4 (M3) and V6 (M9). Urine pregnancy tests
are to be done at the site for female subjects of childbearing potential atall visits.

Change #3
Footnote

9 The Bayley-III is applicable to subjects;who meetéall of the following criteria: are enrolled
English-speaking countries, were <18 months of'age at baseline of the core study, and are
<42 months of age.

Has been changed to:

9 The Bayley-III is applicable to subjeets whoumeet all of the following criteria: are enrolled
English-speaking countries and in-Countries Where a validated translation is avaiable, were
<18 months of age at baseline.of'the core study, and are <42 months of age.
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16.7 Protocol Amendment 7
Rationale for the amendment

The text in the Section 9.1.4 Pregnancy has been updated to clarify that the Pregnancy Report
and Outcome form should be completed for all pregnancies.

Modifications and changes

The following table provides a list of specific changes to the protocol.
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Section Impacted

Key components of previous text

Key components of amended text

Section 9.1.4

In cases where the partner of a male subject enrolled in
a clinical study becomes pregnant, the Investigator or
designee is asked to contact the subject to request
consent of the partner via the Partner Pregnancy
Consent form that has been approved by the responsible
IRB/IEC and should be available in the Investigator site
file. In case of questions about the consent process, the
Investigator may contact the UCB/contract research
organization contract monitor for the study. The
Investigator will complete the Pregnancy Report and
Outcome form and send it to UCB’s PS department (for
contact details see SAE reporting information at-the
beginning of this protocol) only after the partner has
agreed that additional information can be-captured and
has provided the signed Partner Pregnancy Consent
form. UCB’s PS department is also, the primary contact
for any questions related to the data collection forthe
partner pregnancy, eventual birth, and follow=up.

A pregnancy becomes an SAE inthe following
circumstances: miscarriage, abertion, er\anomaly/birth
defect of the child. Those SAEs must.be additionally
reported using the Investigator SAEReport form.

The Investigator will completethe Pregnancy Report and
Outcome form for any prégnancy and send it to UCB’s
PS department (for contact details see SAE reporting
information at the beginning of this protocol).

A pregnancy becomes af’SAE in the following
circumstanegs:-miscarriage, abortion, or anomaly/birth
defect of the child“Fhose SAEs must be additionally
reported using the Investigator SAE Report form.

In eases where'the partner of a male subject enrolled in a
¢linical study becomes pregnant, the Investigator or
designee’is asked to contact the subject to request
consent of the partner via the Partner Pregnancy Consent
form that has been approved by the responsible IRB/IEC
and should be available in the Investigator site file. In
case of questions about the consent process, the
Investigator may contact the UCB/contract research
organization contract monitor for the study. If the partner
has agreed that additional information can be captured
and has provided the signed Partner Pregnancy Consent
form, the Pregnancy Report and Outcome form will be
completed. UCB’s PS department is the primary contact
for any questions related to the data collection for the
partner pregnancy, eventual birth, and follow-up.
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16.8 Protocol Amendment 8
Rationale for the amendment

The study variables have been reorganized into primary, secondary, and other variables in
compliance with reporting registries. This recategorization does not affect the type or
processing of data collected and reported in the study report, as they will be assessed as
initially planned. The option for subjects to transition to another BRV study has been added,
and information regarding down-titration for subjects who do not continue BRV treatment
after completing the study has been added. Text describing the maximum dose of BRV has
been clarified.

Modifications have been made to the study conduct to ensure the safety of subjects-in
response to the COVID-19 pandemic.

Administrative changes include the update of the Sponsor Study Physiciarrand Clinieal Trial
Biostatistician contact details and typographical corrections.

Modifications and changes

The following table provides a list of specific changes to the protocol.
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Section Key components of previous text Key components of amended text Rationale
impacted
Study contact | Sponsor Study Physician Sponsor Study Physician Administrative
information | Name: | G_——— N Name: | change

Address: UCB Biosciences GmbH Address: UCB Biosciences GmbH

Alfred-Nobel-Strafle 10 Alfred-Nobel-Strafle 10

40789 Monheim 40789 Monheim

Germany Germany

Phone: G Phone: I

Fax: Fax:

Clinical Trial Biostatistician Chnical Trial Biostatistician Administrative

Name: [ Name: [ change

Address: 8010 Arco Corporate Drive, | R Address: 8010tArco Corporate Drive, |l N

Raleigh, NC 27617 Raleigh, NC227617

United States United States

Phone: I Phoftc’ I

Fax: Fax: I
List of Not applicable. COVID-19 coronavirus (SARS-CoV-2) Administrative
abbreviations disease 2019 change

SARS-CoV-2 severe acute respiratory syndrome
coronavirus-2

Section 1 The maximum allowable BRV dose'is The maximum allowable BRV dose is Removal of

5.0mg/kg/day (2.5mg/kgbid), not to'exceed a dose | 5.0mg/kg/day (2.5mg/kg bid), not to exceed a dose | unnecessary text for

of 200mg/day for subjects with'body weight of 200mg/day. clarification

>40kg.
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Section Key components of previous text Key components of amended text Rationale
impacted
Section 1 Subjects will receive BRV treatment in this study Subjects will receive BRV treatment in thigstudy To allow subjects to
Section 2.3 for at least 3 years, until approval of BRV has been | for at least 3 years, until approval of BRV has been | transition to another

obtained for pediatric subjects in their age range, obtained for pediatric subjects in their age range, BRYV study

until a managed access program is established as until a managed access program is ‘established as

allowed per country-specific requirements in allowed per country-specific requirements’ in

addition to legal and regulatory guidelines, or until | addition to legal and regulatory guidelines, until

the investigational product development in the subjects transition to another BR V-study, or until

related age range of the pediatric population is the investigational product development in the

stopped by the Sponsor, whichever comes first. related @ge range of the pediatric population is

stopped by the.Sponsor;,.whichever comes first.
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Section Key components of previous text Key components of amended text Rationale
impacted
Section 4.1 Safety variables Primary variables To reorganize the
The safety variables include the following: study variables in
e safety Var.la es include the following e Treatment-emergent AEs compliance with
* AE reporting e Treatment-emergent serious.adveérse €vents reporting registries
e Safety laboratory tests (hematology, (SAEs)
biochemistry including hepatic monitoring of
ALT, AST, ALP, total bilirubin, and GGT, and
endocrinology for all subjects and urinalysis
for subjects for whom sample collection is
feasible) (See Section 9.2.1)
e Plasma concentrations of BRV and phenytoin
(if applicable)
e ECG
e Physical (Tanner scale, if applicable depending
on subject’s developmental status) and
neurological examinations
e Psychiatric and mental status
e Vital signs (blood pressure, pulse rate,-and
body temperature)
e Body weight, height,and head-circumference
Section 4.2 Efficacy variables Secondary variables To reorganize the
For subjects <2 years of age (based on EEG data For subjects >2 years of age (based on DRC data): study Yarlable§ n
[recorded at least 24 hours]) or subjects with . . compliance Wlth_
absence seizures (based on EEG data): e Absolute change in 2$-days adjusted POS reporting registries
frequency from Baseline to the end of the
e Responder rate for total POS defined as the Evaluation Period (subjects with POS only)
percentage ‘of subjects with a >50% reduction _ .
in ADF (average daily frequency) of POS e Percent change in 28-days adjusted POS
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Section Key components of previous text Key components of amended text Rationale
impacted
recorded on EEG (subjects with POS only) frequency from Baseline to the end of the
e Absolute and percent reduction in ADF of POS Evaluation Period (subjects with RQ;5"only)
(subjects with POS only) e 50% responder rate for total seizures (all'types)
e 50% responder rate for total seizures (all types) | For subjects <2 years of age (based on-BEG data
o [recorded at least 24 hours])-of subjeets with
 Absolute and percent reduction in ADF of total | tynical absence seizures (based oA-BEG data):
seizures (all types) . _
. . e Absolute change.in average daily frequency
e Seizure freedom (rate and proportion) (ADF) of POS(subjeCts Wwith POS only)
e Worsening of other types of seizures (absolute | ¢\ Percent change in/ADF of POS (subjects with
and percent) POS-only)
In addition, the following efficacy Variableg will'be | o 50% responder rate for total seizures (all types)
repeated for subjects <2 years of age or subjects
with absence seizures based on the DRC s€izure
counts:
e Seizure freedom rate over the Evaluation
Period (all types) by visit and by time-intérvals
(6 months, 12 months, etc)
e Proportion of seizure free days-over the
Evaluation Period (all types).and by time
intervals (6 months, 12 months, etc)
e Absolute and percent,worsening in ADF of
total seizures (all'types)
A descriptive summary ofiseizure frequency by
visit based on‘the DRC.data will be also provided
for these subjects.
The efficacy variables planned for analysis of
subjects >2 years of age will be based on DRC data
and will include the following:
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Section Key components of previous text Key components of amended text Rationale
impacted
e Responder rate (the percentage of subjects who
have a >50% reduction in seizure frequency
per 28 days from Baseline for POS)
e Absolute and percent reduction in seizure
frequency (POS) per 28 days from Baseline to
the end of the Evaluation Period
e 50% responder rate for total seizures (all types)
e Absolute and percent reduction in seizure
frequency (total seizures) per 28 days from
Baseline to the end of the Evaluation Period
e Secizure freedom rate over the Evaluation
Period
e Proportion of seizure-free days over the
Evaluation Period
Section 4.3 Other variables Other variables To reorganize the
The other variables include the following: For subjects >2 years of age (based on DRC data): study Yanablgs 1mn
compliance with
e Direct cost parameters: concomitant ® Responder rate (the percentage of subjects who | reporting registries
medications, medical procedures, health care have a >50% reduction in seizure frequency
provider consultations.hot foreseen by the per 28 days from Baseline for POS)
protocol, and hospifal stays e Absolute change in seizure frequency (total
e Change from Baseline in‘the Achenbach seizures) per 28 days from Baseline to the end
CBCL score: the Achenbach CBCL/1%5-5 for of the Evaluation Period
children-from 1%t0-5 years old and the L
) e Percent change in seizure frequency (total
Achenbach CBCL/6-18 for children 6 years . .
e . seizures) per 28 days from Baseline to the end
and elder (age:at initiation of study drug in . .
of the Evaluation Period
NO1266 or core study)
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Section Key components of previous text Key components of amended text Rationale
impacted
e Change from Baseline in the BRIEF-P/BRIEF | e Seizure freedom over the Evaluation Period
i >
Seore .for subjects 22 years of age (age at e Proportion of seizure-free days over'the
initiation of study drug in N01266 or core . .
Evaluation Period
study)
o For subjects <2 years of age or subjects with
e Change from the Baseline in the Bayley-III absence seizures based on'the DRC seizure counts:
scales for children <18 months of age at . )
baseline of the core study (applicable only to | ® Selgure freedom rate over the Eva.luatl.on
LTFU subjects enrolled in English-speaking Period (all types)-by visit.and by time intervals
countries and in countries where a validated (6months, 2 months, etc.)
translation is available) ¢ \Proportion of seizure-free days over the
e Change from Baseline in PedsQL for subjects Evaluation Period (all types) and by time
>) years of age (age at initiation of study drug intervals (6.months, 12 months, etc.)
in NO1266 or core study) e Absolute worsening in ADF of total seizures
(all'types)

e\ Percent worsening in ADF of total seizures (all
types)

e A descriptive summary of seizure frequency
by visit based on the DRC data will be also
provided for these subjects

In addition for subjects <2 years of age (based on

EEG data [recorded at least 24 hours]) or subjects

with absence seizures (based on EEG data):

e Responder rate for total POS defined as the
percentage of subjects with a >50% reduction
in ADF of POS recorded on EEG

e Absolute change in ADF of total seizures (all
types)
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Section
impacted

Key components of previous text

Key components of amended text

Rationale

Percent change in ADF of total seizures.(all
types)
Seizure freedom (rate and proportion)

Absolute worsening of other'types-of-seizures

Percent worsening of ether types of seizures

For subjects with absence seizures:

Number and\type of. nonabsence seizure

Forall subjects:

Physical (in¢luding Tanner staging, if
applicable depending on subject’s
developmental status)

Neurological examinations
Psychiatric and mental status

Laboratory tests (hematology,
biochemistry including hepatic monitoring
of ALT, AST, ALP, total bilirubin, and
GGT, endocrinology [follicle-stimulating
hormone, luteinizing hormone,
thyroid-stimulating hormone, triiodothyronine,
and tetraiodothyronine] for all subjects and
urinalysis for subjects for whom sample
collection is feasible) (See Section 9.2.1)

ECG

Vital signs (blood pressure, pulse rate, and
body temperature)
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Section
impacted

Key components of previous text

Key components of amended text

Rationale

Body weight
Height and head circumference

Plasma concentrations of BRV and phenytoin
(if applicable)

Direct cost parameters: concofnitant
medications, medical procedures, health care
provider consultations not foreseen by the
protocol, andwhospitalstays

Change from Baseline in the Achenbach
CBCL 'scorei the Achenbach CBCL/1%5-5 for
children from 1% to 5 years old and the
Achenbach CBCL/6-18 for children 6 years
and. older (age at initiation of study drug in
NO1266 or core study)

Change from Baseline in the BRIEF-P/BRIEF
score for subjects >2 years of age (age at
initiation of study drug in N01266 or core
study)

Change from the Baseline in the Bayley-I11
scales for children <18 months of age at
baseline of the core study (applicable only to
LTFU subjects enrolled in English-speaking
countries and in countries where a validated
translation is available)

Change from Baseline in PedsQL for subjects
>2 years of age (age at initiation of study drug
in NO1266 or core study)
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Section Key components of previous text Key components of amended text Rationale
impacted
Section 5.1 For all subjects enrolled in N01266, the maximum | For all subjects enrolled in N01266, the maximum | Removal of

BRYV dose is 5.0mg/kg/day (2.5mg/kg bid), notto | BRV dose is 5.0mg/kg/day (2.5mg/kgdid), notto. | unnecessary text for

exceed a dose of 200mg/day for subjects with body | exceed a dose of 200mg/day. clarification

weight >40kg.

Following the EDV, subjects will have their BRV | Following the EDV, or following the'F'V for To add down-

dose reduced by a maximum of half the dose every
week for a maximum of 4 weeks until a dose of
Img/kg/day (50mg/day for subjects with body
weights >50kg) is reached.

subjects who complete the study but do not
continue BRV treatment; subjects.will have their
BRYV dose reduced by'a maximum of half the dose
every.week for asmaximum of 4 weeks until a dose
of {mg/kg/day, (S0mg/day for subjects with body
weights >50kg) is reached.

titration information
for subjects who do
not continue BRV
treatment after
completing the study

Section 5.1.1

Subject participation will extend from study entry
for at least 3 years until approval of BRV has been

Subject participation will extend from study entry
forat least 3.years until approval of BRV has been

To allow subjects to
transition to another

obtained for pediatric subjects in their age range; obtained for pediatric subjects in their age range, BRYV study

until a managed access program is established as until a managed access program is established as

allowed per country-specific requirements)in allowed per country-specific requirements in

addition to legal and regulatory guidelines, or-until | addition to legal and regulatory guidelines, until

the investigational product development in the subjects transition to another BRV study, or until

related age range of the pediatric population is the investigational product development in the

stopped by the Sponsor, whichever comes first: related age range of the pediatric population is
stopped by the Sponsor, whichever comes first.

Table 5-2 £ No DRC or study drug will be dispensed at the ¢No DRC or study drug will typically be dispensed | To add down-

FV. at the FV. However, for subjects who complete the | titration information
study but do not continue BRV treatment, study for subjects who do
drug for down-titration will be dispensed. not continue BRV

treatment after
completing the study
Section 5.4 The maximam allowable BRV dose in N01266 is The maximum allowable BRV dose in N01266 is | Removal of
5.0mg/kg/day (2.5mg/kg bid), not to exceed a dose | 5.0mg/kg/day (2.5mg/kg bid), not to exceed a dose | unnecessary text for
of 200mg/day for subjects with body weight of 200mg/day. clarification
>40kg.
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Section
impacted

Key components of previous text

Key components of amended text

Rationale

Section 5.5

Not applicable.

Section 5.5 Study conduct due to coronavirus
(severe acute respiratory syndrome coronavirus<2)
disease 2019

The following applies where normal study.conduct
is impacted by coronavirus (severe acute
respiratory syndrome coronavirus-2 [SARS-CoV-
2]) disease 2019 (COVID-19). The protocol visit
schedule should be followed to'the extent possible,
considéring the individual benefit-risk assessment
by the Investigator./If necessary, remote visits may
beconducted @nd the’subjects or caregivers will be
contacted by telephone or videoconference.
Remote follow-up, at minimum with a telephone
call after 3 months, must be done (preferably more
frequently and as needed to follow-up on subject
safety.assessments).

If a~subject needs to be discontinued and cannot
come into the study site, then appropriate
down-titration instructions will be provided, and a
visit will be scheduled to perform safety
assessments as soon as possible (see Section 7.2.3
for down-titration instructions).

In situations where a subject is unable to return to
the study site, Investigators will assess and
document the subject’s safety via telephone
contact. Based on information gathered from the
telephone contact, Investigators will confirm
whether the subject could continue the current
study treatment based upon the outcome of the
safety assessment. Subjects’ agreement to
implement this procedure should be obtained and
documented prior to implementing any changes.
Changes in the study treatment supply in this

To mitigate risk
related to COVID-19
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Section
impacted

Key components of previous text

Key components of amended text

Rationale

situation are described in Section 7.2.4.

Ad hoc subject contact may be warranted “to
understand the current health status-of the subjects,
follow up on AEs and inform them of-any
protective measures taken by, the study-sité as a
result of the COVID-19 pandemic (eg, any
measures which may limit'accessothe site or may
require additional actions by thesubject prior to
entry to the site).

Investigators and'study coordinators may use
discretion,when determining the need to perform a
heme visit (eg, for'safety laboratory parameters or
PK samples).

If.subjects are unable to return to the study site,
protocol deviations will occur (even if the study
visit is.replaced by a home visit or remote visit)
(Section 12.6). Investigators must carefully
document the occurrence of these and any other
deviations, clearly noting deviations which
occurred during and in accordance to the
COVID-19 pandemic.

If a subject visits another facility for a medical
issue (or has to switch sites for some
COVID-19-related reason), the Investigator should
request contact with the physician providing care
to provide a detailed explanation of the subject’s
condition and his/her participation in the study.
Subjects or caregivers shall be reminded to
completely collect and keep records of this visit.

In case laboratory assessments cannot be
conducted via central laboratory vendor due to
restricted site access or home visits by
Investigators are not an option, local laboratory
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Section
impacted

Key components of previous text

Key components of amended text

Rationale

safety assessment may need to be conducted; in a
format that allows the Investigator to receive and
review these results and include as source
documentation.

Deviations to data collection including.inability to
perform some assessments.such as EEG, ECG or
blood collection for safety‘laborateny assessments
and PK, or alternative méthods.of assessment such
as phone calls should'be reeorded in the source
docuinentation@andnotatéd)as “not done” in the
electronic casereport-form (¢CRF).

In-cases where subjects cannot return to the study
site, and-it will-not be possible to dispense a new
DRC;'subjects will be instructed to continue
recording/of'seizures in a manner that is mutually
agreed with the Investigator (eg, hand-written
notes; taking notes on a smart device). Any
recording of seizures in a manner outside of the
study DRC must be carefully documented in the
source medical records (copies or printouts of
these recordings will be brought to and retained at
site).

Section 7.2.2

The maximum BRV dose will'be”5.0mg/kg/day
(2.5mg/kg bid), not to exceed'a dose(of 200mg/day
for subjects with body weight >40kg:

The maximum BRV dose will be 5.0mg/kg/day
(2.5mg/kg bid), not to exceed a dose of
200mg/day.

Removal of
unnecessary text for
clarification

Section 7.2.3

All subjects who prematurely discontinue the study
should complete-an.EDV.and have their BRV dose
down titrated-by a maximum of half the dose every
week for a maximumof 4 weeks until a dose of
Img/kg/day (5S0mg/day for subjects with body
weights >50kg)/is reached.

All subjects who prematurely discontinue the study
should complete an EDV and have their BRV dose
down titrated by a maximum of half the dose every
week for a maximum of 4 weeks until a dose of
Img/kg/day (50mg/day for subjects with body
weights >50kg) is reached. Equally, all subjects
completing the study but switching to treatment

To add down-
titration information
for subjects who do
not continue BRV
treatment after
completing the study
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Section
impacted

Key components of previous text

Key components of amended text

Rationale

other than BRV should have their BRV dose:down
titrated.

Section 7.2.4

Not applicable.

Section 7.2.4 Alternative study tredtment supply
due to COVID-19

When a subject can no longetreturn to the study
site but will continue in the study,-the following
methods may be used to(provide study treatment:

e Site to subject: In instances where site staff can
ship'study treatmentdispensed from the site or
pharmacy-supply directly to the subject, or

® Depot to subject: In instances where it is not
possible.forthe site staff to access study
treatment and/or ship study treatment
dispensed from the site or pharmacy supply
directly to the subject.

To mitigate risk
related to COVID-19

Section 7.7

The IMP (oral solution or oral tablets) will be
supplied to the subject/parent(s)/legal
representative(s) at the TV(s) (directly enrolled
subjects only), EV, MEV, FEV, YEV; and at the
EDV in the case of early discontinuation.

The IMP (oral solution or oral tablets) will be
supplied to the subject/parent(s)/legal
representative(s) at the TV(s) (directly enrolled
subjects only), EV, MEV, FEV, YEV, and at the
EDV in the case of early discontinuation. The IMP
for down-titration will be dispensed at the FV for
subjects who complete the study but do not
continue BRV treatment.

To add down-
titration information
for subjects who do
not continue BRV
treatment after
completing the study

Section 8.11

Not applicable.

e Appointment for the next visit should be
scheduled for the end of the 4-week
Down-Titration Period (maximum) if BRV
treatment is not continued after study
completion (FV), and study drug for down-
titration should be dispensed

To add down-
titration information
for subjects who do
not continue BRV
treatment after
completing the study
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Section Key components of previous text Key components of amended text Rationale
impacted

Section 9.1.2.1

Not applicable.

Occurrence of COVID-19 in subjects should be
reported as either “suspected COVID-19or
“confirmed COVID-19.” For subjects where
COVID-19 is still suspected despite a' negative
viral test, please report as “suspected COVID-19.”

To document adverse
events of suspected
or confirmed
COVID-19

Section 11.2

UCB (or designee) will monitor the study to meet
the Sponsor’s monitoring Standard Operating
Procedures (SOPs), ICH-GCP guideline, and
applicable regulatory requirements, and to ensure
that study initiation, conduct, and closure are
adequate. Monitoring of the study may be
delegated by UCB to a contract research
organization or a contract monitor.

UCB (or designee) will monitor the study to meet
the Sponsor’s monitoring Standard-Operating
Procedures (SOPs), ICH-GCP _guideline, and
applicable regulatory requitements, and to ensure
that study initiation, conduct, and closure are
adequate. Monitoring©f the study may be
delegated by UCB to a contract research
organization of acontract monitor. Remote
monitoring ¥isits may be conducted during the
COVID-19 pandemic or under other exceptional
circumstances as deemed appropriate to ensure
subjeets’ safety.

To mitigate risk
related to COVID-19

Section 12.6

Not applicable.

Protocol deviations (eg, missing assessments or
visits) related to COVID-19 will be documented.

To clarify that
protocol deviations
related to COVID-19
will be documented
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17 DECLARATION AND SIGNATURE OF INVESTIGATOR

I confirm that I have carefully read and understood this protocol and agree to conduct this
clinical study as outlined in this protocol, according to current Good Clinical Practice and
local laws and requirements.

I will ensure that all subinvestigators and other staff members read and understand all aspects
of this protocol.

I have received and read all study-related information provided to me.

The objectives and content of this protocol as well as the results deriving from it wilkbe
treated confidentially, and will not be made available to third parties without prior
authorization by UCB.

All rights of publication of the results reside with UCB, unless other agreements were made
in a separate contract.

Investigator:

Printed Name Date/Signature
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18 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.
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