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1 INTRODUCTION

This Statistical Analysis Plan (SAP) describes the planned analysis and reporting for protocol
number EP0012, through protocol amendment #5; the data summarized will be from EP0012
unless otherwise stated. Since EP0012 is an open-label extension of SP0982, the SP0982 SAP
Amendment #4 should be consulted for how variables were calculated for the randomized
subjects rolling into EP0012.

2 PROTOCOL SUMMARY
2.1 Study objectives
211 Primary objective

The primary objective is to assess the safety and tolerability of lacosamide (LCM)-as)an
adjunctive therapy for uncontrolled primary generalized tonic-clonic seizures (PGTCS)in
subjects with idiopathic generalized epilepsy (IGE) during long-term exposute.

21.2 Secondary objectives
The secondary objectives are:

e To assess the efficacy of adjunctive LCM therapy)during long-term exposure for the
treatment of subjects with IGE experiencing uncontrolled PGTCS

e To allow subjects who have completed SP0982 and eligible Baseline failures from SP0982 to
receive LCM

2.2 Study variables
2.21 Safety variables
2211 Primary safety variables

The primary safety variables are:
e The incidence of TEAEs overjthe duration of the Treatment Period
e Subject withdrawals due.to TEAEs

¢ Incidence of new appearance of absence and/or myoclonic seizures during the Treatment
Period

e An increase.of up to, 25%, >25% to 50%, >50% to 75%, and >75% in days with absence
seizures.per 28 days-during the Treatment Period as compared to the Prospective Baseline
Period

e Anuncrease of up to 25%, >25% to 50%, >50% to 75%, and >75% in days with myoclonic
s¢izures per 28 days during the Treatment Period as compared to the Prospective Baseline
Period

e Atleast 50% worsening in days with absence seizures
e Atleast 50% worsening in days with myoclonic seizures
221.2 Secondary safety variables

Secondary safety variables are:
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e Percentage of treatment-emergent marked abnormalities in hematology and chemistry
parameters

e Percent of treatment-emergent marked abnormalities in 12-lead electrocardiogram (ECG)

e Percentage of treatment-emergent marked abnormalities in vital sign measurements (ie,
blood pressure (BP) and pulse rate)

2213 Other safety variables

Other safety variables are:

e (Changes in hematology, chemistry, and urinalysis parameters
e Changes in 12-Lead ECGs

e Changes in vital sign measurements (ie. BP and pulse rate), including weight.and height and
physical (including neurological) examination findings

e Achenbach Child Behavior Checklist (CBCL)1%5-5 or CBCL/6-18 (for pediatric subjects
only)

e Cognitive function assessment Behavior Rating Inventory of Executive Function
(BRIEF)/BRIEF-P (for pediatric subjects only)

222 Efficacy variables

2221 Primary efficacy variables

No primary efficacy variables are defined for this'study.
2222 Secondary efficacy variable

The secondary efficacy variable is:

e Percent change in PGTCS frequency per.28 days from Combined Baseline Period, where
Combined Baseline Period is defined as the combined 12-week Historical Baseline and 4-
week Prospective Baseline-petiods.immediately prior to randomization in the parent study
(SP0982)

2223 Other efficacy.variables
The other efficacy variables.are:

e Change in.days with. myoclonic seizures per 28 days relative to the Prospective Baseline
Period

e Percent change'in days with myoclonic seizures per 28 days relative to the Prospective
Baseline Period

¢ . “"Change in days with absence seizures per 28 days relative to the Prospective Baseline Period

e Percent change in days with absence seizures per 28 days relative to the Prospective Baseline
Period

e Atleast a 50% reduction in PGTCS frequency compared to the Combined Baseline Period
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At least a 50% reduction in myoclonic seizure days compared to the Prospective Baseline
Period

At least a 50% reduction in absence seizure days compared to the Prospective Baseline
Period

Seizure-free status (yes/no) for PGTCS
Seizure-free status (yes/no) for all generalized seizure types

Change from Baseline in Patient-Weighted Quality of Life in Epilepsy Inventory-Form-31
(QOLIE-31-P) subscale (Seizure Worry, Daily Activities/Social Functioning,
Energy/Fatigue, Emotional Well-being, Mental Activity/Cognitive Functioning, Qverall
Quality of Life, and Medication Effects) and total scores in subjects >18 years.of age or
change from Baseline in the Pediatric Quality of Life Inventory (PedsQL) subscale (Physical
Functioning, Emotional Functioning, Social Functioning, and School Fungctioning) and total
scores in subjects <18 years of age for the first two years of treatment

Change from Baseline in the EQ-5D-3L visual analogue scale (VAS) scoreland change in
utility as converted from the 5 dimensions (for subjects >12 years of age)-for the first two
years of treatment

Healthcare resource use: medical procedures, hospitalizations, and healthcare provider visits
for the first two years of treatment

Number of working or school days lost by subject due to.eptlepsy for the first two years of
treatment

Number of days with help from a.caregiver, due to-epilepsy for the first two years of
treatment

2224 Additional other efficacy variables

Additional other efficacy variables'that will be analyzed in this SAP are:

Change in days with genefalized se€izures per 28 days relative to the Prospective Baseline
Period

Percent change in-days with generalized seizures per 28 days relative to the Prospective
Baseline Period

Change in days with all seizures per 28 days relative to the Prospective Baseline Period

Percent'changen‘days with all seizures per 28 days relative to the Prospective Baseline
Period

At'least-a 50% reduction in generalized seizure days compared to the Prospective Baseline
Period

At least a 50% reduction in all seizure days compared to the Prospective Baseline Period
Seizure-free status (yes/no) for all seizure types
Duration of PGTCS free intervals

Duration of all generalized seizure-free intervals
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e Duration of all seizure-free intervals
2.3 Study design and conduct

This is a multicenter, open-label extension study to assess the long-term safety, tolerability and
change in seizure frequency associated with long-term adjunctive oral LCM for uncontrolled
PGTCS (seizure type=IIE) in subjects >4 years of age with IGE. This study will enroll
consenting subjects, or subjects whose legal representatives have given consent, who have
completed the LCM SP0982 study (or have left the primary study at the time of the 125" event,
whichever came first) as well as eligible Baseline failures from SP0982. Then, some subjects
who tapered in SP0982 after the 125" event may enter EP0012 for the Safety Follow-up.only
(ICF to be signed beforehand). Up to 250 subjects from 150 to 180 study sites are planned to be
enrolled in EP0012.

For the purposes of this study, Baseline failures, randomized subjects who meet.SP0982 exit
criteria, study completers from SP0982 who are eligible for inclusion in ER0012, SPQ982 Safety
Follow-up subjects, and Others are defined as:

SP0982 Baseline failures

e Subjects who complete the Prospective Baseline Period of SP0982 andymeet all entry criteria
except the minimum PGTCS criteria required forrandomization (Baseline failures)

Randomized subjects meeting SP0982 exit critéria

e Subjects who completed the first 6 weeks of the Treatment Period (after randomization) of
SP0982 and experienced >2 PGTCS during thattime ox

e Subjects who experience a second'PGTCS.after the first 6 weeks of the Treatment Period of
SP0982

SP0982 completers

e Subjects who experience <2 PGTCS within the 24-week Treatment Period of SP0982
e Subjects who were ongoing,in SP0982 when the 125" event occurred

SP0982 Safety Follow-Up subjects

e Subjects tapered ifi'SP0982after the 125" event occurs will enter EP0012 for the Safety
Follow-Up onlyj these subjects take no study medication in EP0012 and their EPO012 reason
for discontinuation‘is.that they are completing SP0982 Follow-up in EP0012.

Other

e Subjects thatenrolled in EP0012 that did not fall into the above categories, like those who
were incomplete screeners

For SP0982 subjects consented under SP0982 Protocol Amendment 5, after the 125" event is
confirmed, two classes of SP0982 subjects will be allowed to enroll in EP0012. Subjects who
are being screened in SP0982, at the time of the 125™ event, will be allowed to directly enroll
into EP0012, thus their screening and baseline data will be captured in SP0982 but some of their
baseline data may be captured in EP0012; their treatment information will be captured in
EP0012. For subjects who are concluding their SP0982 LCM treatment and tapering, these
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SP0982 participants will be consented to enroll in EP0012 and complete their Safety Follow-Up
(thus not receiving any LCM) in EP0012; the data captured in EP0012 will not be transferred to
SP0982.

EP0012 will last at least 2 years and consists of a Treatment Period, an up to 4-week Taper
Period, and a 30-day Safety Follow-Up Period. Visit 1 of EP0012 is the same as the Final Clinic
Visit of SP0982 for completers and subjects who meet the SP0982 exit criteria. Eligible
Baseline failures and incomplete screeners from SP0982 who choose to enter this study will
undergo a complete Visit 1.

For adult subjects, treatment will continue for at least 2 years. Once 2 years of participation are
reached, adult subjects will continue to participate until 1 of the 2 following conditions, are mét:

e LCM is approved for use for the treatment of PGTCS in subjects with IGE in. the,subject’s
country or

e until the latest approval is granted either by EMA, FDA or PMDA.

For pediatric subjects, treatment will continue until 1 of the following-2(conditions are met:
e up to 5 years of participation or

e until the approval of the extension of indication‘te cover the'target age group is granted.

Adult and pediatric subjects are completers if they-eontinue in the study for the maximum
duration in their respective region.

The following study periods for the EP0O012 protocol(not for’the analysis) are defined:

e A Treatment Period lasting at least 2 years for adults.enrolled into EP0012 (may be shorter
for adults leaving the study when'the PGTCS indication approvals are obtained during the
course of the study).

e A Treatment Period lasting at least’S years (238 weeks) for the population less than 18 years
old at enrollment in EP0012.(may be shorter as some participants leave the study when the
PGTCS indication approvals-are obtained during the course of the study).

e An up to 4-week TapetPeriod-and a 30-day Safety Follow-Up Period.

— Subjects continuing LEM treatment with commercially available LCM will transition to a
dose determined by the investigator and do not have to perform the tapering (Taper Visit
and SFU).

— Subjects tapering off LCM will do so over a period of up to 4 weeks.

— _‘An Endof Taper Visit (latest 3 days after the final dose) will occur after the final LCM
dose for subjects who taper off LCM. Following the End of Taper Visit, there will be a
30-day Safety Follow-Up Period. The Safety Follow-Up Period consists of a clinic visit 2
weeks after the End of Taper Visit followed by a Safety Follow-Up telephone contact 30
days after the last dose of study drug. The same design will apply to some of the subjects
tapered in SP0982 at the time of the 125™ event and who entered EP0012 for the Safety
Follow-Up Visit only and to subjects who entered EP0012 for a Safety Follow-Up Visit
after discontinuing SP0982 due to the study stopping.
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The end of the study is defined as the date of the last visit/telephone contact of the last subject in
the study.

Subjects who entered EP0012 as <18 years and become adults (18 years and older) during the
study will remain in the study for at least 5 years (238 weeks).

2.31 EP0012 entry status
Subjects who enter EP0O012 are either rollovers from SP0982 or direct enrollers in EPO012.
2311 Rollover subjects

The subjects enrolled in EP0012 who were randomized in SP0982 and entered EP0012 after
discontinuation or completion of SP0982. All study data captured in EPO012 prior to/the Safety
Follow-up period will be summarized as on-treatment (or during the treatment period) for these
subjects, even if the procedure was done before the 1% dose of EP0012 study médication;

2.31.2 Direct enrollers

The subjects enrolled in EP0012 who were baseline failures or incomplete screeners in SP0982
who were never randomized to take SP0982 study medication.

23.2 Protocol visit windows
Protocol visit windows are +7 days.
24 Determination of sample size

The sample size of this open-label extension.study. will'be determined by the parent SP0982
study. SP0982 is an event-driven study\Up to 250-subjects may be enrolled to meet the required
number of events. Baseline failures\from SP0982, subjects in screening at the end of SP0982
and SP0982 subjects completing theit Safety-follow=up in EP0012 will also be eligible for
EP0012, which may increase the sample size.

3 DATA ANALYSIS CONSIDERATIONS
3.1 General presentation of summaries and analyses

Statistical analysis and generation of tables, figures, subject data listings, and statistical output
will be performed using SAS® Vetsion 9.4 or higher. All tables and listings will use Courier
New font size 9.

All appropriate tables, figures and listings will present the study results by All Subjects,
Pediatrics (><4:t0 <18 years old in EP0012), and Adults (>=18 years old in EP0012). Study
results for-assessments given only to pediatric subjects will present information by All Subjects.
A pediatric subjectis less than 18 years old at EP0012 Visit 1.

Descriptive statistics will be displayed to provide an overview of the study results. For
categorical parameters, the number and percentage of subjects in each category will be
presented. The denominator for percentages will be based on the number of subjects appropriate
for the purpose of analysis. Unless otherwise noted, all percentages will be displayed to 1
decimal place. No percentage will be displayed for zero counts, and no decimal will be presented
when the percentage is 100%. For continuous parameters, descriptive statistics will include
number of subjects with available measurements (n), mean, standard deviation (SD), median,
minimum, and maximum; for some parameters, Q1 and Q3 may also be displayed.

Confidential Page 15 of 175



UCB 09 Sep 2022
Statistical Analysis Plan Lacosamide EP0012

Decimal places for descriptive statistics will always apply the following rules:
e “n” will be an integer.
e Mean, SD, and median will use 1 additional decimal place compared to the original data.

e  Minimum, Q1, Q3 and maximum will have the same number of decimal places as the
original value.

By-visit summaries will not include data from unscheduled clinic visits unless otherwise stated.
Data provided at all visits will be included in subject data listings. A complete set of data
listings containing all reported and documented study data and all calculated data (eg, change
from Baseline) will be generated, in most cases, for the analysis population of interest:

Efficacy analyses will be performed on data reported during the analysis Treatment Period (see
Section 3.2.1.1 ) on the Full Analysis Set (FAS). PGTCS analyses will be done:on PGTECS data
captured while the subject is taking LCM (gaps 3 days or less are permitted)yif a subject
experiences an LCM gap > 3 consecutive days, any PGTCS reported during the gap will not be
included in PGTCS summaries.

Safety analyses (which include analyses on absence (seizure type=IIA) and/or myoclonic
seizures (seizure type=IIB)) will be performed on data reported during thé.analysis Treatment
Period for the Safety Set (SS).

3.2 General study level definitions
3.21 Analysis time points
3.21.1 Analysis periods

The following analysis periods are'defined:

e Treatment Period (this analysis Treatment Period differs from the protocol-defined treatment
period): The Treatment Period, which will apply to all non-efficacy analyses, starts at the
time of first dose of study medication during the EP0012 study for the direct enrollers (date
of first visit for rollover subjects) and.ends on the date of last dose of study medication or the
date of last protocol-defined visit before SFU visit or death date, whichever is later. The
Treatment Period ineludes the protocol-defined Taper Period (see Section 3.2.2) if the subject
completes it.

— An efficacyanalysis, Treatment Period must be calculated for the PGTCS-related
analyses:-This time period starts at the time of first dose of study medication during the
EP0012 studyd(date of first visit for rollover subjects) and ends on the date of last dose of
study medieation or death date, whichever is later.

e Post-Treatment Period: The Post-Treatment Period is defined as the treatment free (ie, no
study medication) observational phase after the Treatment Period (in SP0982 or EP0012)
where study is taken. It starts on the day after the end date of the Treatment Period and ends
on the date of the final visit or date of last contact with the subject, whichever is later. For the
subjects from SP0982 who are completing their Safety Follow-up in EP0012, their entire
time in EP0012 will be deemed to be in the Post-Treatment Period due to the subjects not
taking study medication in EP0012.
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If the date of last dose of study medication is missing, see imputation rules in Section 4.2.4.
3.21.2 Relative day

Relative day will be calculated as the current date minus the date of first dose of study
medication in EP0012 for direct enrollers (first visit date for rollover subjects) plus 1 for days on
or after the day of first dose of study medication and prior to or on the day of last study
medication dose (eg, the day of first dose or first visit will be Day 1). Relative day will be
calculated as date of first dose of study medication for direct enrollers or first visit for rollovers
in EP0012 minus the current date for days prior to the first dose of study medication (the day.
prior to first dose or first visit will be Day -1). For days after the last dose of study medication,
relative day will be calculated as the current date minus the date of last dose of study medication
including a “+” to denote post treatment days (eg, the day after the last dose will be.Day +1).
Relative day will not be calculated for partial dates.

3.21.3 Last Visit

Last Visit is defined as the last non-missing visit (including unscheduled. visits) during the
Treatment Period.

3.21.4 Month
A month is defined as 28 days.
3.21.5 Completer cohorts

A completer cohort will be defined as the subset of subjects in the FAS that were enrolled,
treated with LCM for the specified duration of time)(allowing gaps of 3 days or less), and have
efficacy data available for the duration of the treatment exposure stated in the name of the cohort
minus the visit window (7 days).-Fer.example, a 22-week completer cohort consists of subjects
from the FAS, treated with LCM<for at l¢ast 22 weeks minus 7 days and have efficacy data
through at least 22 weeks minus 7 days‘of exposure (Visit 5 or ET visit).

Subjects will be classified as belonging to,one or more of the following completer cohorts for the
purpose of subgroup analyses:

e 22 weeks
e 46 weeks

e 94 weeks.

e 142 Weeks
e 190 Weeks
o 238Weeks
3.21.51 Use of ET or Termination Visit when Scheduled Visits are missing

A subject is considered a completer of EP0012 if Visit 11 (Week 94 = 658 days minus 7 days) or
ET or Termination visit is completed instead of Visit 11 . Visit 11 or Week 94 was chosen as the
visit where subjects could complete the study because it was the closest visit occurring to 2 years
given the 6 month visit schedule. Subjects also may be deemed completers of EPO012 when they
leave the study due to LCM being approved in their region.
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If the visit that corresponds to the completer cohort is missing, then ET or Termination visit will
be checked to see if this data can be used for the missing visit and to complete the data needed
for the completer cohort.

For assessing the 22 and 46 Week completer cohorts, respectively, assess whether the ET visit
was completed instead of Visit 5 (minus 7 days) or Visit 8 (minus 7 days), respectively; the
Termination visit may not be an option for some subjects for the 22 Week or 46 Week Completer
cohorts since subjects can only complete the study after 2 years or approval in their region.

Since subjects can complete EP0012 at Week 94 (minus 7 days) for the 94 Week completer
cohort (and for later completer cohorts), if the Week 94 (Visit 11) is missing, then assess ‘whether
the Termination or ET visit was completed instead of Visit 11.

The assessment of using Termination or ET visit to determine whether a subject completes.a
cohort occurs when the subject is missing visit for XX Week Completer Cohort.(Week22.— Visit
5(minus 7 days), Week 46 — Visit 8 (minus 7 days), Week 94 — Visit 11 (minus 7 days), Week
142 — Visit 13 (minus 7 days), Week 190 - Visit 15 (minus 7 days), and Week 238 —Visit 17
(minus 7 days)) and there are no other later protocol-scheduled visits indicating the subject was
exposed longer in the study. Review the Protocol’s Schedule of Study Assessments to determine
the number of weeks (and calculate the expected date)-from the-prior visit'that the Termination
or ET visit is expected. The Termination or ET visit/must not’be any.more than 7 days earlier
than expected date for XX Week Completer Cohort, as protocol visit windows are £7 days; if the
ET or Termination visit date is too early, the subject did not complete enough exposure to be
included in XX Week Completer Cohort.

Subjects in the completer cohort may-have theirdata furthet presented by smaller time periods
within the duration of the completer'cohort as-presented in Section 3.2.1.6. When a subject
qualifies for a particular completer cohort, the subject-has data for the entire completer cohort;
this means that the subject has data for,the’smaller time periods within the completer cohort.

3.21.6 Time Period

Some time period labels are used for conmipleter cohort tables as well as non-completer cohort
tables. When the tables present time/periods within a completer cohort, the subject, by
definition, has data for th¢ entire time period whereas for the non-completer cohort tables, the
subject may not have data for the entire time period.

The time periods for.the Treatment Period seizure analysis are “0 to 22 Weeks”, “>22 to 46
Weeks”, “>46 to 94 Weeks”, “>94 to 142 Weeks”, “>142 to 190 Weeks”, “>190 to 238 Weeks”,
“0 to 46 Weeks”, “0 to,46 Weeks (> 22 Weeks)”, “0 to 94 Weeks”, “0 to 94 Weeks (> 46
Weeks)”,(“0to 142 Weeks”, “0 to 142 Weeks (>94 Weeks)”, “0 to 190 Weeks”, “0 to 238
Weeks™and entite*““Treatment Period”. Additional time periods will be added based on the visit
schedule as.subjects progress through the study. All tables displaying Time Period should show
all time periods.

The time periods for the Treatment Period include all data in the time window of the time period
of interest including termination, early termination and end of taper visit data, taking into
account the 7 day visit window. A calculation will be needed using dates to determine what time
period the termination, early termination and end of taper visit data fit into for each subject,
adjusting for the 7 day visit window. While completer cohorts and their time periods involve
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subjects having data for the entire cohort or time period, when it comes to non-completer cohort
tables, subjects may not have data for the whole Treatment period or time period within the
Treatment period.

For example, for non-completer cohort tables, “0 to 46 Weeks” contains all data from all subjects
in 0-46 weeks, where Week 46 is Visit 8, if present; if a subject discontinues the study at Visit 4,
the subject is still summarized in “0 to 46 Weeks”. “0 to 46 Weeks (>22 Weeks)” contains all
data for all subjects who have data through at least Visit 5 (Week 22). If a subject only has data
up to Week 14 (Visit 4), the subject will appear in “0 to 46 Weeks” but not in “0 to 46 Weeks
(>22 Weeks)”.

3.21.7 Visit Algorithm

In determining the date of visits, which is specifically helpful in determining whether patients‘are
members of completer cohorts, the in-clinic date of the visit will be used instead of visit.dates
from SDTM.SV (the Study Visits SDTM dataset which contain in-clinic and-hon-clifiie Visit
dates). In-clinic visit dates, firstly from SDTM.VS (Vital Signs), will besed as the'date of
protocol-specified visits. If a visit is missing in SDTM.VS, then the in-Clinic visit'date from
SDTM.DA (Drug Accountability) will be used as the date of the protocol-specified visit. If a
visit is missing in SDTM.VS and SDTM.DA, then the-in-clinicvisit date’ftom SDTM.LB
(Laboratory Results) will be used as the data of the protocol-specified, visit.

3.2.2 Protocol defined study periods
The following study periods are defined in(the protocol:

e Treatment Period: at least a 2-year.period folowing enrellment. The Treatment Period starts
on the date of Visit 1 and continugsuntil the date of'the ET Visit or Termination Visit.

e Taper Period: up to 4-week period following the Treatment Period for subjects who
discontinue from the study at any time¢. The Taper Period starts the day after the Treatment
Period ends and continues until the date of last dose of study medication or the End of Taper
Visit.

o Safety Follow-up Period: 30-day period following the Taper Period. The Safety Follow-up
Period starts the day after the last dose of study medication or End of Taper Visit and
continues until the-Safety Eollow-up telephone contact date.

3.2.3 Seizure cluster

If a seizure cluster is reported, it will be assigned to the International League Against Epilepsy
(ILAE) seizure type-réported and the frequency will be set to 2 times the number of clusters
reported!

3.24 AEDs and benzodiazepines

Antiepileptic drugs (AEDs) and benzodiazepines will be collected on the concomitant and prior
medication case report form (CRF) for AEDs. New concomitant AEDs can be added at any time.
Benzodiazepines are AEDs. The UCB study physician will review a listing of all medications
and flag which ones are to be summarized as AEDs and benzodiazepines since AEDs may be
entered on the wrong medication case report form.
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Concomitant AEDs at SP0982 entry, concomitant benzodiazepine use at SP0982 entry, and
Lifetime AEDs and Benzodiazepines for the rollover subjects are already calculated and carried
forward into EP0012.

For EP0012 direct enrollers, concomitant AEDs at study entry are defined as AEDs where the
start date is on or before 28 days prior to EP0O012 Visit 1 and the medication was still ongoing on
the date of Visit 1. The concomitant AEDs for the rollover and direct enroller subjects will be
presented as Concomitant AEDs at the start of study medication dosing.

Lifetime AEDs are defined as AEDs taken in the subject’s history and stopped at least 28 days
prior to EP0012 (direct enrollers) Visit 1; ongoing AEDs are not counted as a lifetime AED. The
lifetime AEDs for direct enrollers and rollover subjects will be presented as Lifetime AEDs anhd
Benzodiazepines prior to start of study medication dosing

Concomitant benzodiazepine use at EP0012 entry is the use of any benzodiazepine at EP0012
Visit 1. The concomitant benzodiazepine use for direct enrollers and rollovet-subjects will be
presented as Concomitant benzodiazepine use at the start of study medication dosing:

Stable use of benzodiazepines is allowed as concomitant AEDs. Intermittent use of
benzodiazepines is allowed as rescue medication for epilepsy indications with a maximum of 1
dose per week. Benzodiazepines used as rescue medication will be flagged with “RESCUE” in
the indication field on the CRF. Rescue AEDs will'also be identified/programmatically as any
AED with an epilepsy or seizure related indication-taken.for’l or,2"days, at any frequency.

If a subject is unable to take study medication, commercial lacosamide can be taken instead in
order to fill the gaps in exposure. In this instance, the commercial lacosamide usage is
considered a substitute for study medication in détermining whether a subject has > 3 day LCM
gap and counting PGTCS occurring in such.a gap; na’exposure records will be created to add
commercial lacosamide to studysmedication exposire. The start and end date of commercial
LCM usage will be calculated and stored in ADSL for use in PGTCS analyses.

The preferred term reported on the'concomitant medication CRF is lacosamide.
3.241 Phenytoin use

The following preferred terms will'be grouped as “Phenytoin”: phenytoin, phenytoin sodium,
ethotoin, fosphenytoin, fosphenytoin sodium, and zentronal.

3.24.2 Valproate use

The following-preferred-terms will be grouped as “Valproate”: valproic acid, valproate
semisodiumyyalproate)sodium, valproate magnesium, ergenyl chrono, and valproate.

3.24.3 Phenobarbital use

The-following.preferred terms will be grouped as “Phenobarbital”: phenobarbital, phenobarbital
sodium, methylphenobarbital, and primidone.

3.3 Definition of Baseline values

The baseline data for rollover subjects in EPO012 will not be recalculated. For subjects who are
direct enrollers, some baseline variables may be calculated in SP0982 but these calculations need
to be reassessed as detailed below.
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For PGTCS data, the Combined Baseline Period is defined as the combined 12-week Historical
and 4-week Prospective Baseline Periods from the SP0982 study. The Combined Baseline Period
starts 84 days prior to Visit 1 of the SP0982 study and ends the day before Visit 2 of the SP0982
study. This means that for subjects who directly enrolled into EP0012 (were not randomized in
SP0982), the baseline PGTCS (before first dose in EP0012) data from SP0982 is combined with
any reported baseline seizure information from EP0012 to recalculate the subject’s baseline
variables such as PGTCS frequency.

Data from Combined Baseline is used for analyses involving PGTCS since the CRF was specific
in asking for PGTCS counts. Other seizure type data recorded in Historical Baseline are deemed
less reliable. For seizure calculations involving Absence, Myoclonic, Generalized (seizure
type=II) and All seizure types (seizure types = I, II and III), Prospective Baseline data(is used;
that means for generalized and all seizure type calculations specifically, PGTCS data in
Prospective Baseline will only be used (not the Combined Baseline data) alongwith the-other
seizure types.

For absence, myoclonic, generalized and all seizure data, the Prospective,Baseline’Period is
defined as the 4-week Prospective Baseline Period from the SP0982/study.. This Period starts the
date of Visit 1 of the SP0982 study and ends the day before Visit.2 of the.SPO982 study. This
means that for the subjects who directly enrolled int6 ) EP0012.(were notrandomized in SP0982),
the baseline absence, myoclonic, generalized or all (respectively) seizure data from SP0982’s
Prospective Baseline period is combined with any reported. baseline absence, myoclonic,
generalized or all (respectively) seizure infermation in the daily seizure diary from EP0012
(reported before first dose in EP0012) to tecalculaté.the subject’s baseline variables such as days
with absence, myoclonic, generalized-orall seizures per.28 days.

In order to determine emergence.of new seizure type;-the Combined Baseline Period as well as
any seizures reported prior to first dose fordirectenrollers in EP0012 will be used.

For all other data, Baseline values aré-defined-as follows;

e For direct enrollers from SP0982, data\collected at Visit 1 prior to the first dose of study
medication will be used as Baseling\wvalues. Data collected on the date of first dose of study
medication will be assumed to'be prior to the first dose. For data not collected at Visit 1 but
still prior to the first dose ofistudy medication, the last data collected in SP0982 will be used
as Baseline values, if available.

e For rollover subjects from SP0982, the last non-missing value prior to the first dose of study
medicatiofnin the SPO982 study will be used as the Baseline value.

For quantitative ECG assessments, if repeat measurements pre-first dose, then the average value
is used as'the Baseline value.

For direct entollers, data that is used as the Baseline will be labelled as such. In general, change
from baseline for these subjects will be calculated from Visit 2 onward, if the subject has a
calculated baseline.

For rollover subjects, change from baseline for these subjects will be calculated from Visit 1
onward, if the subject has a baseline calculation from SP0982.
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34 Protocol deviations

Important protocol deviations are deviations from the protocol which potentially could have a
meaningful impact on key safety outcomes for an individual subject. The criteria for identifying
important protocol deviations and the classification of important protocol deviations will be
defined in the Specification of Protocol Deviation (SPD) document. To the extent feasible, rules
for identifying protocol deviations will be defined without review of the data and without
consideration of the frequency of occurrence of such deviations. Whenever possible, criteria for
identifying important protocol deviations will be implemented algorithmically to ensure
consistency in the classification of important protocol deviations across all subjects.

In general, protocol deviations will be considered according to the following general categories:
e Inclusion criteria
e Exclusion criteria
e Withdrawal criteria
e LCM dosing regimen
e Prohibited concomitant medications
e Procedural non-compliance

Important protocol deviations will be reviewed, as part of the ongoing data cleaning process prior
to database lock. A list of subjects with important pretocol deviations will be agreed upon during
the quarterly IPD meetings and will be.documented,in the APD meeting minutes.

In addition, protocol deviations related to the-impact of the global pandemic of coronavirus
disease 2019 (covid-19) will be. documented..Important protocol deviations related to COVID-19
will be included in the important protocol deviations.

3.5 Analysis sets

Efficacy variables will be summarized using the FAS and safety variables will be summarized
using the Safety Set (SS).

3.5.1 Enrolled Set

The Enrolled Set (ES)will consist of all subjects who have a signed Informed Consent/Assent
form. Subjects completing SP0982 Safety Follow-up in EP0012 are contained in this analysis
population beeause nosstudy medication is administered to them.

3.5.2 Safety Set

The Safety Set(SS) is a subset of the ES and consists of all subjects who received at least 1 dose
of ECM during EP0012. All safety analyses will be performed on the SS.

3:5.3 Full Analysis Set

The FAS is a subset of the SS and consists of all subjects with seizure diary data for at least 1
day during EP0012. PGTCS-related analyses will be performed on the FAS.

3.6 Treatment assignment and treatment groups
All subjects, except those enrolled to complete Safety-Follow-up in EP0012, will receive LCM.
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At Visit 1, rollover subjects will start on a dose of LCM as follows;
e 10mg/kg/day for pediatric subjects weighing <30kg,
e 8mg/kg/day for pediatric subjects weighing >30kg to <50kg,

e 400mg/day (200mg twice a day (bid)) for adult subjects (>18 years of age) or pediatric
subjects weighing >50kg.

Subjects who are direct enrollers into EP0012 will start at Visit 1 on a dose of LCM as follows;
e 2mg/kg/day for pediatric subjects weighing <50kg,

e 100mg/day (50mg bid) for adult subjects (>18 years of age) or pediatric subjects weighing
>50kg.

Investigators will be allowed to increase or decrease the dose of LCM to optimize tolerability
and seizure reduction as detailed in the protocol.

All summaries will be presented with an overall all subjects treatment group.
3.7 Center pooling strategy

Due to the small number of subjects per site, pooling-the.sites for.statistical analysis will be
necessary. All sites will be pooled together for analysis.

3.8 Coding dictionaries

Medical history and AEs will be coded using the Médieal Dictionary for Regulatory Activities
(MedDRA) Version 16.1. Medications will 'be coded using the World Health Organization Drug
Dictionary (WHO-DD SEP/2013). Medical procedures will not be coded. All coding will be
completed prior to database lock

3.9 Changes to protocol-defined analyses

There are no changes to analyses specified in‘the protocol however there are additional variables
defined in the SAP which are détailed in:Section 2.2.2.4 that will be analyzed.

4 STATISTICAL/ANALYTICAL ISSUES
4.1 Adjustments for covariates

The analyses will not'include any covariates.

4.2 Handling of dropouts or missing data

For subjects missing data at the first visit in EP0012, data from SP0982 will be checked as
follow:

« for subjeets. who are rollovers from SP0982 to EP0012, final clinic visit data in SP0982 will
berchecked for data expected and not reported for V1 in EP0012.

» for subjects who are direct enrollers in EP0012, baseline data will be used from EP0012 V1
or any unscheduled visit (if prior to first EPO012 dose) or the latest data from the screening and
baseline visits in SP0982 can be used (also if prior to first EPO012 dose).
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4.2.1 Missing seizure diary days

For evaluations based on seizure diary data, imputation for missing data will not be performed.
This means, for example, for an analysis for an interim data cut or for the final analysis, only
seizure data for completed visits can be used in the analyses (i.e. study participants should not be
assumed to have zero seizures between the time of the last-known visit and the interim cutoff;
the subject will appear as having missing seizure information). The calculation of average 28-day
seizure frequency or days with seizure per 28 days accounts for missing data by only evaluating
days for which the data are available. Additionally for PGTC seizure calculations, PGTCS are
not counted during gaps when LCM is not taken > 3 consecutive days.

4211 Week 94 visit — seizure data

At Week 94, subjects switch from using daily seizure diaries (where every date is entered)to
using a seizure log (where only non-zero seizures are logged by date). For subjects whe
continue past Week 94 in the study, if the date of the Week 94 visit is not logged on the daily
seizure diary with a non-zero seizure count and it does not appear on the§¢izure log with a non-
zero count, then it can be assumed that 0 seizures occurred on that date.

4.2.2 Incomplete dates for first epilepsy diagnosis

Month and year of the first epilepsy diagnosis are collected omythe SP0982 CRF. To calculate the
time since first epilepsy diagnosis at Screening, a completetdate will be imputed as following:

e If the month and year are available, the diagnosis date is imputed as the later of the following
dates: the first day of the month or the subject’sbirthdate (imputing 1st for the day if only
month and year are collected).

e Ifonly a year is available, the later of the following dates will be imputed: January st of the
year or the subject’s birthdate/(imputing 1st for'the day if only month and year are collected).

e Ifboth the month and year are missing then.no imputation will be done.
4.2.3 Incomplete dates for adverse events and concomitant medications
The following rules are applied to impute partial start and stop dates for medications.

Imputation of Partial Start.Dates

e If only the month and year@are specified and the month and year of first dose for direct
enrollers or fifst visit for rollovers is not the same as the month and year of the start date,
then use the lst of'the-month.

e If only-the month;and year are specified and the month and year of first dose for direct
enrellers or first visit for rollovers is the same as the month and year of the start, then use the
date of firstydose for direct enrollers or first visit for rollover subjects.

¢ ) If only the year is specified, and the year of first dose for direct enrollers or first visit for
rollover subjects is not the same as the year of the start date, then use January 1 of the year of
the start date.

e If only the year is specified, and the year of first dose for direct enrollers or first visit for
rollover subjects is the same as the year of the start date, then use the date of first dose for
direct enrollers or first visit for rollover subjects.
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e If the start date is completely unknown and the stop date is unknown or not prior to the date
of first dose for direct enrollers or first visit for rollover subjects, then use the date of first
dose for direct enrollers or first visit for rollover subjects.

Imputation of Partial Stop Dates

e If only the month and year are specified, then use the last day of the month.
e Ifonly the year is specified, then use December 31 of that year.
e If the stop date is completely unknown, do not impute the stop date.

In the event of ambiguity or incomplete data which makes it impossible to determine whether a
medication was concomitant or not, the medication will be considered as concomitant;

The following rules are applied to impute partial onset and resolution dates for AESZAEs with
partial onset date are classified as either non-treatment- or treatment-emergent-based ofr'the
imputed onset date.

Imputation of Partial Onset Dates

e If only the month and year are specified and the month and year of first. dose for direct
enrollers or first visit for rollover subjects is not the same as the month’and year of onset,
then use the 1st of the month

¢ If only the month and year are specified and the month and year of first dose for direct
enrollers or first visit for rollover subjects,is the same as the.month and year of onset, then
use the date of first dose for direct enrollers or first visitfor rollover subjects

e Ifonly the year is specified, and'the/year of first dose-for direct enrollers or first visit for
rollover subjects is not the same-as the year of onset, then use January 1 of the year of onset

e Ifonly the year is specified, and the‘year of first dose for direct enrollers or first visit for
rollover subjects is the same as the'year of onset, then use the date of first dose direct
enrollers or first visit for rollever subjects

e I[fthe AE onset date is completely unknown, then use the date of first dose for direct enrollers
or first visit for rollover)subjects

Imputation of Partial ‘Resolution Dates

e If only the month and-year are specified, then use the last day of the month
e If only the.year isg'specified, then use December 31 of that year

e [fth¢ AE resolved and the resolution date is completely unknown, then do not impute the
reselution-date

4.2.4 Incomplete date for the last administration of study medication

No imputation should be performed for missing study medication start dates. This field on the
CRF should not be partial or missing.

For partial or missing date of last dose of study medication, the following imputation rules will
be applied for the purpose of calculating overall exposure:
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If the day is missing (but month and year available), impute the last dose date as the minimum of
the last day of the month or the date of last contact reported on the Study Termination CRF; if
day and month are both missing (only year available), impute the last dose date as the minimum
of the last day of the year or the date of last contact on the Study Termination CRF.

If a subject died and has a partial or missing last administration date, the date is to set to the date
of death. If there is a partial date of last dose and the month/year are prior to the month and year
of the date of death, follow partial date imputation rules.

If the last dose date is completely missing and no information could be obtained from data
cleaning exercises, the last dose date should be imputed as the date of last contact according to
the Study Termination CRF. A review of the data for subjects with completely missing last dose
dates should be performed to ensure that the imputation does not result in an unrealistic value for
duration of exposure.

Imputed date of last dose dates should only be used for calculation of the dutation ofiexposure.
The date as recorded on the CRF should be presented in subject data listifigs (no imputed dates
should be included in subject data listings).

4.2.5 Missing adverse event intensity
If the intensity of an AE is missing then it will be counted as severe for analysis purposes.
4.2.6 Missing adverse event relationship to'study-medication

If the AE relationship to study medication 1S missing then it will be counted as related for
analysis purposes.

4.3 Interim analyses.and data monitoring

No formal interim analysis is planned forthis study. Tnterim data from EP0012 may be
summarized to support a regulatory submissiony.regular safety signal detection monitoring,
publications, and annual reports to régulatory.agencies. For any interim data summaries, all
available data as of the time of the clinical, cut-off date will be included. Subjects ongoing at the
time of an interim data summary-will béassumed to be treated up to and including the date of the
clinical data cut-off. No Data Monitoring Committee is planned.

44 Multicenter studies

Refer to Section 3.7

4.5 Multiple.comparisons/multiplicity

No adjustments for‘multiplicity are required as all analyses are descriptive only.
4.6 Use of an efficacy subset of subjects

No.efficacysubsets are defined for statistical analyses.
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4.7 Active-control studies intended to show equivalence
Not applicable for this study.
4.8 Examination of subgroups

Disposition will be presented by age at baseline in SP0982 subgroup for the SS and FAS.

Exposure will be presented by age at baseline in SP0982 and region subgroups for the SS.
Overall treatment emergent adverse events (TEAE) incidence will be presented by age at

baseline in SP0982 subgroup for the SS.

The subgroups to be examined include:
e Age at Baseline in SP0982 (> 4 to <12 years of age, >12 to <18 years of age, 18 ta' <65, >65)
e Development (in EP0012) (> 4 to <18 years of age, >18)
e Region
— North America: United States, Puerto Rico
— Latin America: Brazil, Mexico

— Western/Central Europe: Belgium, Czech Republic, France, Germany, Hungary, Italy,
Poland, Portugal, Slovakia, Spain

— Eastern Europe: Bulgaria, Romania, Russia, Turkey
— Asia/Pacific/Other: Australia, China, Israel,Japan, South Korea, Taiwan.

The following scales are assessed by<specific age subgroupings. The following age subgroupings
are used for the purpose of summarizing the following-scales:

e PedsQL (4 years, >5 to <7 years, >8 t0)<12.y€ars, and >13 to <18 years)
e Achenbach CBCL (4 to 5 years;6to 18 years)
o BRIEF-P/BRIEF (4 to <5 yéars, >5 years).

Selected disposition and safety analyses will be presented by the age at enrollment into EP0012
for the purpose of addressing requirements set in Article 46 of the European Pediatric Regulation
(see Section 11.5 forfurther details).

4.9 Data handling method of textual results in laboratory data

For laboratory data analysis, any textual data above the upper LOQ (eg. “>n.nnn”’) will be set to
the upperOQ and used when determining the maximum.

The original value will be displayed in subject data listings.
410 Use of a safety subset of subjects

For absence seizure analyses, the population analyzed will be further restricted to the subset of
subjects

e who reported a seizure classification history of absence seizures in either SP0982 or
EP0012, or
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e who reported absence seizures during Combined Baseline Period, the Treatment Period
or Transition Period of SP0982 or

e who reported absence seizures at any time prior to Safety Follow-up in EP0012.

These subjects are hereby referred to as the “Absence subpopulation” because this subgroup only
contain subjects who have had or who are having absence seizures.

For myoclonic seizure analyses, the population analyzed will be further restricted to the subset of]
subjects

e who reported a seizure classification history of myoclonic seizures in either SP0982.or
EP0012, or

e who reported myoclonic seizures during Combined Baseline period, the Treatment Period
or Transition Period of SP0982 or

e who reported myoclonic seizures at any time prior to Safety Follow-up in ER0012.

These subjects are hereby referred to as the “Myoclonic subpopulation”(because this subgroup
only contain subjects who have had or who are having myoclonic sé¢izures.

5 STUDY POPULATION CHARACTERISTICS
5.1 Subject disposition

The study eligibility criteria and those subjeets who did\not meet it will be listed for the ES. All
disposition data for the ES will be presented-in subject datadistings.

The number of subjects in the SS and FAS will B¢ presefited by investigator; the date of first
subject in and date of last subject.out will also be included in this summary. The subject
populations will be listed.

The number and percentage of subjects in the-ES; SS and FAS will be presented by age at
Baseline in SP0982 as well as for all'subjects.

The overall number and percentage of subjects who completed and discontinued from the study
will be presented for the SS\and FAS by age at baseline in SP0982 as well as all subjects
including number and pereentages-for each reason for discontinuation. The completion of the
study is defined as the completion of the Termination Visit. Discontinuation is defined as the
completion of the ET Visit{ The number and percentage of subjects who switch to commercial
Vimpat use will be presented. The study termination information will be presented in the subject
data listings:T'0 assesgwhat happens with subjects during the first 94 weeks of the study, the
number and perceéntage of subjects who completed this time period, completed the study before
94 weeks and discontinued during this time period will be presented for the SS and FAS by age
at baseline in 'SP0982 as well as all subjects including number and percentages for each reason
for discontinuation during this time period.

The number and percentages of subjects impacted by COVID-19 will be presented for each visit,
overall and by impact category, for all subjects in the SS. These data will be presented in subject
data listings.

A by-subject listing will be presented to show all visit dates and the associated relative day.
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5.2 Protocol deviations

The number and percentage of subjects without any important protocol deviations and with at
least 1 important protocol deviation in each of the categories defined prior to database lock will
be summarized overall for the SS.

All important protocol deviations for subjects in the SS will be listed by site, subject number, and
protocol deviation category.

6 DEMOGRAPHICS AND OTHER BASELINE
CHARACTERISTICS
6.1 Demographics
6.1.1 Derivation of demographics variables
6.1.1.1 Body mass index
BMI will be calculated using the following formula:
BMI (kg/m?) = 10000 * vt (kg)z
[height (cim)]
6.1.2 Analysis of demographics variables

Baseline demographics will be summarized-for the §S and include gender, race, ethnicity, age,
age category, height (cm), weight (kg)and BMI(kg/m?); age is calculated in the SDTM as age at
enrollment into EP0012 and that variable should be used-for defining age category. Race and
ethnicity will be from the SP0982)study but all othetdemographic variables will be from
EP0012.

Demographics will be listed for all subjects €nrolled.

6.2 Other Baseline characteristics
6.2.1 Derivation of other Baseline characteristics
6.2.1.1 Time since first diagnosis

The time since first diagnosis is calculated as follows:

the date of infermed censent from SP0982 — the date of first epilepsy diagnosis from SP0982 /
365.25.

Imputation for partial dates of first epilepsy diagnosis will be imputed as described in
Section4.2.24

6.21.2 Age at diagnosis

Age at diagnosis of epilepsy will be calculated using the first epilepsy diagnosis date from
SP0982 and the date of birth from EP0012. Imputation for partial dates of first epilepsy diagnosis
and date of birth are described in Section 4.2.2 .
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6.2.2 Analysis of other Baseline characteristics

For direct enrollers in EP0012, the baseline characteristic variables can represent a combination
of baseline data stored in SP0982 as well as EP0012; the subjects continuing from SP0982 are
included but their baseline data is from SP0982 only.

Subjects randomized in SP0982 will appear in summaries below denoted as being from “SP(0982
entry”. All subjects enrolled in EP0012 will appear in rows that have no reference to SP0982 and
the rows denoted as being from “EP0012 entry” or “EP0012”.

The following Baseline characteristics will be presented:

e Time since first diagnosis at date of consent — Time since first diagnosis calculated for all
EP0012 subjects; this data is stored in SP0982

e Age at diagnosis of the disease — age at diagnosis calculated for all EPO012.subjects; this data
is stored in SPO982ILAE Seizure classification history — see below

e C(lassification of epileptic syndrome — see below

e Lifetime AEDs and Benzodiazepines (EP0012) (0, 1-3, 4-6, 7+)'— categorical representation
of lifetime AEDs and Benzos of all EP0012 subjects

e Combined Baseline PGTCS frequency per 28-days (as.continuousdata) — baseline PGTCS
seizure frequency from CRF of all EP0012-subjécts; SP0982 IRT data is not used in EP0012.

¢ Combined Baseline PGTCS frequency(categories (32, >2 per 28 days) — baseline PGTCS
seizure frequency categorized from. CRF of all'EP0012.subjects

e Concomitant AEDs at EP0012 entty (0, 1,:2,73, 4) ~ categorical representation of
concomitant AEDs of all ER0012 subjects

e Concomitant benzodiazepine use at EP0012entry (yes, no) — Yes/No to concomitant Benzo
use of all EP0012 subjects

e [CM study drug status - continuing-LCM treatment (randomized to LCM in SP0982), new
LCM treatment (randomized to PBO or baseline failure from SP0982 or other)

e SP0982 exit status ~Baseline failure, 24-week completer, met exit criteria, incomplete
screener, SP0982safety follow-up, SP0982 early discontinuation

e EPO0012 entry'status —Direct enroller, rollover.

ILAE Seizur¢ Classification History (SP0982 + EP0012): On a subject level, information
reported i EP0012.will be summarized if it contains the same information as reported in

SP0982; EP0012vand SP0982 information will be summarized if additional information is
presented in.gither study. SP0982 information will be summarized if EPO012 contains no

updated information.

Classification of Epileptic Syndromes (SP0982 + EP0012): On a subject level, information
reported in EP0012 will be summarized. SP0982 information will be summarized if EP0012
contains no updated information.

All Baseline characteristics will be presented in data listings. All reproductive potential and birth
control information will be presented in data listings.
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6.3 Subgroups

All subgroups detailed in Section 4.8 will be summarized in a table for the SS and FAS. Other
subgroups that will be summarized using SP0982 baseline information are:

e Baseline age in SP0982 (4 to <12 years, 12 to < 18 years, 18 to < 65 years, >65 years)
o Age for PedsQL (4 years, 5 to 7 years, 8 to 12 years, 13 to <18 years)

e Age for Achenbach CBCL (4 to 5 years, 6 to 18 years)

e Age for BRIEF-P/BRIEF (4 years, 5 to 18 years).

Subgroup information will also be listed.

6.4 Medical history and concomitant diseases

Previous and ongoing medical history conditions, initially reported in SP0982 and potentially
updated for EP0012, will be summarized by system organ class (SOC) and preferred term (PT)
for the subjects in the SS. For medical history events, meaning they arenot ongoing, if the same
coded condition is reported in both SP0982 and EP0012, only the EPQO12 condition will be
summarized; if the coded conditions are differently reported in SP0982 and EP0012, then both
sets of conditions will be summarized. If no new conditions are reported.in EP0012, then only
SP0982 conditions will be summarized. A similarsummary will be provided for concomitant
diseases for the SS. Concomitant diseases are medical history events which are ongoing at the
SP0982 Screening Visit or reported as ongoeing in EPQ012 on the medical history CRF page.

The SP0982 and EP0012 data for the subjects in EP0012, including the SOC, PT and verbatim
reported term, will also be presentedin-data listings. A glossary of medical history SOC and PTs
will also be completed.

6.5 Prior and concomitant medications

Medications with a start date before.the first'dose of study medication for direct enrollers will be
considered prior medications. Medications taken on or after the date of the first dose of study
medication will be considered concomitant'medications; medications taken by rollover subjects
which are ongoing and concomitant in"SP0982 will be considered concomitant in EP0012.
Medications with a missing start-date whose stop date is either unknown or after the date of the
first dose of study medication‘will be considered concomitant. Medications with a missing start
date whose stop date-is priorito the date of the first dose of study medication will be considered
as prior medications. Prior’ AEDs, benzodiazepines and other medications are not summarized
for the EP0012 subjects.

Details.regarding umputation of incomplete dates are described in Section 4.2.3.

Medications will be summarized using the Anatomical Therapeutic Chemical (ATC) codes from
the-WHO-DD. All tabulations will be sorted by frequency of the higher-level ATC code and by
frequency of the lower level ATC code within the higher level ATC code.

Concomitant AEDs and benzodiazepines taken during the Treatment Period will be summarized
by ATC level 4 and PT for the SS.

Concomitant medications (excluding AEDs and benzodiazepines) will be summarized by ATC
level 1 (anatomical main group) and ATC level 2 (therapeutic subgroup) for the SS.
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All medications will be listed. A glossary of ATC codes and associated investigator’s terms for
all AEDs or benzodiazepines and all other medications (excluding AEDs and benzodiazepines)
will be listed separately in subject data listings. The WHO-DD coding and other information for
AEDs or benzodiazepines and all other medications (excluding AEDs and benzodiazepines) will
be listed separately in subject data listings.

AEDs flagged as rescue medications will also be listed in subject data listings.

The number of subjects entering EP0012 on or withdrawing to Monotherapy during the
Treatment Period will be identified. Entering EP0012 on Monotherapy means the subject has no
documented AEDs that are ongoing at first visit. Withdrawing to monotherapy means the¢\subject
has documentation that all background AEDs [except LCM] were discontinued during,Freatment
Period. A record for the discontinued background AEDs must be present in the concomitant
AED data and study medication must be taken continuously (>3 day gaps are not allowed):For
the subjects who withdrew to monotherapy, the following results will be listed:

e Exposure

e Monotherapy Start Date

e Monotherapy End Date

e Duration (days) of monotherapy

e Concomitant AEDs that were discontinued

e Period when monotherapy starts (0.to'Week'46 (V8);>Week 46 to Week 94 (V11),
>Week 94 to Week 142 (V13);>Week 142-to Week 190 (V15), >Week 190 (V15)).

The Monotherapy period and the cutoffs are determined: for any visit falling within the Treatment
Period, after using the definition.of Treatment Period from Section 3.2.1.1 and the visit algorithm
from Section 3.2.1.7. The start of the Monotherapy period is mapped to the period based on the
subject’s visit schedule as denoted in the period cutoffs (V8, V11, V13, and V15).

7 MEASUREMENTS-OF TREATMENT COMPLIANCE

Compliance cannot be derived. Compliance data for oral solution as collected on the eCRF will
be included in subject data-listings:-Compliance for tablet form of study medication is not
collected.

8 EFFICACY ANALYSES

Analyses ofthe efficacy variables (i.e. PGTCS-related variables) will be performed using the
FAS (unless otherwise stated) and will be descriptive in manner only. Efficacy analyses will be
performed on data reported during the efficacy analysis Treatment Period. PGTCS analyses will
be performed en PGTCS data captured while the subject is taking LCM (gaps 3 days or less are
permitted); if a subject experiences an LCM gap > 3 days, any PGTCS reported during the gap
will not be included in PGTCS summaries.

Subject seizure information will be imputed with all dates between the start and end of the
efficacy Treatment Period; for years 3-5, all days are assumed zero seizure days except those
with Not Dones or non-zero counts. Seizure frequency and seizure days will be calculated over
non-missing (or evaluable) seizure diary days. Diary days captured as Not Done will not be
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considered in the calculation of seizure frequency or days with seizure (i.e. unevaluable).
Because the evaluation of efficacy is not the primary objective of this study, and because in an
uncontrolled study in a variable setting, which allows individualized optimization of study
medication and concomitant AEDs, no summaries assessing the impact of missing seizure diary
days are planned.

Other seizure variables are considered safety variables and the analysis will be performed using
the SS spanning the Treatment Period.

All seizure diary data will be listed. A listing of subjects excluded from the FAS will also be
produced.

8.1 Statistical analysis of the primary efficacy variable
No primary efficacy variables are defined for this study.

8.2 Statistical analysis of the secondary efficacy variable
8.21 Derivation of secondary efficacy variable

The secondary efficacy variable, calculated on the FAS, is percent change inlPGTCS frequency
per 28 days from Combined Baseline Period for PGTCS data where thereis-no >3 day LCM gap.
In order to account for potential differences in the durations of.the study periods for individuals,
seizure data will be normalized to 28 days. For years 1-2, (up to and including Visit 11 date),
seizure information is collected every day, but for years:3-5 only.days with a seizure are
recorded. Therefore, from the day after Visit 11 date-(inclusive) to the date of the end of the
efficacy Treatment Period (inclusive) will'be assumed to be seizure free days unless non-zero
seizure counts are recorded or the seizurediaries are recorded as being Not Done for those days.
For years 1-2, only days with a seizure record other than Not Done are considered evaluable.
Also see Section 4.2.1.

The 28-day PGTCS frequency (SF) will-be calculated for the Combined Baseline Period and
Treatment Periods as:

SF =

(# PGTCS in the relative period onrdays with evaluable seizure data/# days in relative period
with evaluable seizure data)*28

The percent change (PCH)n PGTCS frequency per 28 days from Combined Baseline Period
(CB) to the appropriate analysis period (T) is defined as:

PCH = [(SET,~ SFCB)/ SFCB] x 100

where SET corresponds to the 28-day PGTCS frequency during the relative period and SFCB
corresponds t0 the 28-day Combined Baseline PGTCS frequency.

8.2.2 Analysis of secondary efficacy variable

The percent change in PGTCS frequency during the efficacy Treatment Period by Completer
Cohort and Time Period will be summarized with descriptive statistics. All calculated completer
cohorts and time periods will be summarized.

The percent change in PGTCS frequency over the efficacy Treatment Period by Time Period will
be summarized with descriptive statistics. All calculated time period results will be summarized.

Confidential Page 33 of 175



UCB 09 Sep 2022
Statistical Analysis Plan Lacosamide EP0012

All PGTCS frequency per 28 days data will be listed.
8.3 Analysis of seizure related other efficacy variables

All seizure data recorded during the Treatment Period will be summarized and listed for the
seizure-related other efficacy variables. Analyses of the other efficacy variables (i.e. absence,
myoclonic, generalized and/or all seizure related variables) will be performed using the SS and
will be descriptive in manner only. These analyses will be performed on data reported during the
Treatment Period.

8.3.1 Derivations of seizure related other efficacy variables
8.3.1.1 Variable: Days with seizures per 28 days
All calculations involving days with seizures per 28 days will be on the SS.

The number of days with absence seizures per 28 days (D) will be calculated separatelyfor the
Prospective Baseline Period and Treatment Periods as:

D = ([# days with absence seizures in the relative period on days with éyaluable-seizure data] / [#
days in relative period with evaluable seizure data])*28.

For years 1-2 (up to and including Visit 11 date), onlydays with-a seizure record other than Not
Done are considered evaluable. However, for years. 35, from the day-after Visit 11 date
(inclusive) to the date of the end of the efficacy-Treatment period (inclusive) will be assumed to
be seizure free days if no seizures are recorded or the seizure diaries are not recorded as being
Not Done for those days..

Similarly, the number of days with myoclonic, generalized.and all seizures per 28 days will be
calculated.

The percent change (PCH) in days with absence seizures per 28 days from Prospective Baseline
Period (PB) to the appropriate analysisperiod (T) is defined as:

PCH = [(DT - DPB) / DPB] x 100

where DT corresponds to thé-humber.of days with absence seizures per 28 days during the
relative period and DPB cerresponds to the number of days with absence seizures per 28 days
during the Prospective BaselinePeriod. If DPB is zero, then PCH will be missing and any such
subjects will be excluded from¢the percent change summary.

Similarly, the pereent change in the number of days with myoclonic, generalized and all seizures
per 28 days front'the Prospective Baseline Period will be calculated.

8.3.1.2 Variables: Responder status — reduction in PGTCS frequency

These variables are calculated on the FAS. A 50% responder is defined as a subject experiencing
=250% reduction in PGTCS frequency per 28 days from Combined Baseline Period to the period
of'interest. Response to treatment will be based on the percent change in PGTCS frequency,
calculated as described in Section 8.2.1. A 75% responder is defined as a subject experiencing
>75% reduction in PGTCS frequency per 28 days from Combined Baseline Period to the period
of interest.
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8.3.1.3 Variables: Responder status — reduction in days with absence
seizures

These variables are calculated on the Absence subpopulation of the SS. A 50% responder is
defined as a subject experiencing >50% reduction in the number of days with absence seizures
per 28 days from Prospective Baseline Period to the period of interest, for the subjects reporting
absence seizures during the Prospective Baseline Period. Response to treatment will be based on
the percent change in the number of days with absence seizures per 28 days, calculated as
described in Section 8.3.1.1. A 75% responder is defined as a subject experiencing >75%
reduction in the number of days with absence seizures per 28 days from Prospective Bas¢line
Period to the period of interest, for the subjects reporting absence seizures during the Prospective
Baseline Period.

8.31.4 Variables: Responder status — reduction in days with.-myoclonic
seizures

These variables are calculated on the Myoclonic subpopulation of the SS{ A"50%.responder is
defined as a subject experiencing >50% reduction in the number of days with myocClonic seizures
per 28 days from Prospective Baseline Period to the period of interest, for the subjects reporting
myoclonic seizures during the Prospective Baseline Period. Response to treatment will be based
on the percent change in the number of days with miyoclonic seizures per28 days, calculated as
described in Section 8.3.1.1. A 75% responder is'defined as.a subject‘experiencing >75%
reduction in the number of days with myoclonic seizures per 28 days from Prospective Baseline
Period to the period of interest, for the subjects reporting myoclonic seizures during the
Prospective Baseline Period.

8.31.5 Variables: Responder status— reduction in days with generalized
seizures

These variables are calculated on the SS; A 50%.responder is defined as a subject experiencing
>50% reduction in the number of days’'with generalized (all type II) seizures per 28 days from
Prospective Baseline Period to the period of interest, for the subjects reporting generalized
seizures during the Prospective'Baseline Period. Response to treatment will be based on the
percent change in the number of days‘with generalized seizures per 28 days, calculated as
described in Section 8.3-1:1. A 75% responder is defined as a subject experiencing >75%
reduction in the number of days)with generalized seizures per 28 days from Prospective Baseline
Period to the period‘of interest, for the subjects reporting generalized seizures during the
Prospective Baseline Period.

8.3.1.6 Varijables: Responder status — reduction in days with all seizures

These variables are calculated on the SS. A 50% responder is defined as a subject experiencing
>50% reduction in the number of days with all types of seizures per 28 days from Prospective
Baseline Petiod to the period of interest, for the subjects reporting any seizures during the
Prospective Baseline Period. Response to treatment will be based on the percent change in the
number of days with all seizures per 28 days, calculated as described in Section 8.3.1.1. A 75%
responder is defined as a subject experiencing >75% reduction in the number of days with all
seizures per 28 days from Prospective Baseline Period to the period of interest, for the subjects
reporting any seizures during the Prospective Baseline Period.
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8.3.1.7 Variables: Seizure-free status

For all seizure types and all subjects, any missing or Not Done day in the seizure diary renders a
subject to be not seizure-free on that day due to the lack of information.

8.3.1.71 Variable: PGTCS free status

A seizure-free day from PGTCS will be defined as a day where no PGTCS were reported in the
seizure diary and seizures were assessed (ie, “no seizures” is marked or number is entered as
zero). Days in the seizure diary which are marked as “not done” on the CRF will not be counted
as a seizure-free day from PGTCS. A subject with a >3 day LCM gap within the period of
interest will not be PGTCS-free for that period.

PGTCS free status will be summarized by completer cohort on the FAS. A subjectwill have
seizure-free status from PGTCS for a completer cohort if the subject are in the completer cohort
and reported only “no PGTC seizures” for all days during the completer cohort.period.df 1 or
more PGTCS are reported in the completer cohort or if the seizure data issNot'Done, then the
subject has PGTCS free status=No for the completer cohort.

8.3.1.7.2 Variable: Generalized seizure-free status

If missing data is reported, then the subject is not seiztire-free from)genetalized seizures for those
missing days.

A seizure-free day from generalized seizures willybe defmed as a-day where no generalized
seizures (seizure type=II) were reported inthe seizure(diary.

A subject will have seizure-free status fromr all generalized seizure types for the applicable time
period if the subject completed the timeperiod and reported zero seizure type=II seizures and no
“Not Done” days during the time-period forithe SS..If1 or more seizure type=II seizures are
reported or if there are “Not Done” seizure.diarydays in the time period, then the subject has
generalized seizure-free status=No for the time period.

8.3.1.8 Variables: All Seizure-free status

A seizure-free day from all seizures will be defined as a day where no seizures (seizure type=I, 11
or IIT) were reported in the-Seizure:diary.

A subject will have seizure-free status from all seizure types for the applicable time period if the
subject completed the time period and reported zero seizures, with no “Not Done” days, during
the time period for-the SS:If 1 or more seizures are reported or if there are “Not Done” seizure
diary days in-thetime.period, then the subject has all seizure-free status=No for the time period.

8.3.1.9 Variable: Worsening of PGTCS

Response to treatment will be based on the percent change in PGTCS frequency, calculated as
described in/Section 8.2.1 on the FAS. PGTCS worsening is defined as a subject experiencing
>50% increase in PGTCS frequency per 28 days from Combined Baseline Period to the period of
interest.

8.3.1.10 Variable: Worsening of days with absence seizures

Response to treatment will be based on the percent change in days with absence seizures per 28
days on the Absence subpopulation, as calculated in Section 8.3.1.1 on the SS. Worsening is
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defined as a subject experiencing >50% increase in days with absence seizures per 28 days from
Prospective Baseline Period to the period of interest, for the subjects reporting absence seizures
during the Prospective Baseline Period.

The increase in days with absence seizures per 28 days from Prospective Baseline will be
categorized as >0 to 25%, >25 to 50%, >50 to 75%, and >75% to the period of interest, for the
subjects reporting absence seizures during the Prospective Baseline Period.

8.3.1.11 Variable: Worsening of days with myoclonic seizures

Response to treatment will be based on the percent change in days with myoclonic seizures per
28 days on the Myoclonic subpopulation, as calculated in Section 8.3.1.1 on the SS. Worsening
is defined as a subject experiencing >50% increase in days with myoclonic seizures per28 days
from Prospective Baseline Period to the period of interest, for the subjects reportingimyoclonic
seizures during the Prospective Baseline Period.

The increase in days with myoclonic seizures per 28 days from Prospective Baseline will be
categorized as >0 to 25%, >25 to 50%, >50 to 75%, and >75% to the period of interest, for the
subjects reporting myoclonic seizures during the Prospective Baseline Period-

8.3.1.12 Variable: Worsening of days with generalized seizures

Response to treatment will be based on the percent-Change in days with'generalized seizures per
28 days, as calculated in Section 8.3.1.1 on the-SS..Worsening is defined as a subject
experiencing >50% increase in days with generalized s€izures per.28 days from Prospective
Baseline Period to the period of interest, for the subjects reperting generalized seizures during
the Prospective Baseline Period.

8.3.1.13 Variable: Worsening of days with.all seizures

Response to treatment will be based on the.percent change in days with all seizures per 28 days,
as calculated in Section 8.3.1.1 on the SS. Worsening is defined as a subject experiencing >50%
increase in days with all seizures per;28 days’from Prospective Baseline Period to the period of

interest, for the subjects reporting;all seizures during the Prospective Baseline Period.

8.3.1.14 Variable: PGTCS free intervals

PGTCS-free intervals will only be assessed for periods not containing >3 day LCM gap. If the
>3 day LCM gap appears in the)period of interest, the subject is not PGTCS-free for the interval.

For the FAS, subjects who,are PGTCS-free from the date of Visit 1 will be identified as having a
PGTCS-free intetval from Visit 1. The duration of the PGTCS-free interval will be calculated as
date of last day of consecutive PGTCS freedom — date of Visit 1 +1.

To determine the)longest interval of PGTCS-freedom, all PGTCS-free intervals will be identified
with'a'calculation of date of last day of PGTCS freedom for Nth interval — date of the first day of
PGTCS freedom for the Nth interval + 1. The largest duration of all N intervals will be identified
as the longest interval of PGTCS freedom.

To determine the total duration of PGTCS-freedom, all N PGTCS-free intervals will be summed.

Confidential Page 37 of 175



UCB 09 Sep 2022
Statistical Analysis Plan Lacosamide EP0012

8.3.1.15 Variable: Generalized seizure free intervals

For the SS, subjects who are generalized seizure-free from the date of Visit 1 will be identified as
having a generalized seizure-free interval from Visit 1. The duration of the generalized seizure-
free interval will be calculated as date of last day of consecutive generalized seizure freedom —
date of Visit 1 +1.

To determine the longest interval of generalized seizure free, all generalized seizure-free
intervals will be identified with a calculation of date of last day of consecutive generalized
seizure freedom for Nth interval — date of the first day of generalized seizure freedom for the Nth
interval + 1. The largest duration of all N intervals will be identified as the longest interval of
generalized seizure freedom.

To determine the total duration of generalized seizure freedom, all N generalized seizure-free
intervals will be summed.

8.3.1.16 Variable: All seizure-free intervals

For the SS, subjects who are all seizure-free from the date of Visit 1 will be identified as having
an all seizure-free interval from Visit 1. The duration of the all seizure-free interval will be
calculated as date of last day of consecutive all seizure freedom ~date of-Visit 1 +1.

To determine the longest interval of all seizure free, all seizutre-free intervals will be identified
with a calculation of date of last day of consecutive-all seizure freedom for Nth interval — date of
the first day of all seizure freedom for the Nth interval+-.1. The-largest duration of all N intervals
will be identified as the longest interval of all’seizure freedom.

To determine the total duration of all/Seizure freedom, alk\N all seizure-free intervals will be
summed.

8.3.2 Analysis of seizure-related other efficacy variables
8.3.2.1 Analysis: Days with seizures per 28 days

The following data will be summarized on\the SS by all periods calculated for the Time Period
or Completer Cohort with desctiptive-statistics only:

e Change in days with.absence seizures per 28 days relative to the Prospective Baseline Period
by Age at Baseline.in SP0982 and Completer Cohort

e Change in days with absence seizures per 28 days relative to the Prospective Baseline Period
by Age at Baseline.in-SP0982 and Time Period

e Percent changedn‘days with absence seizures per 28 days relative to the Prospective Baseline
Period'by Age.at Baseline in SP0982 and Completer Cohort

e Percent.change in days with absence seizures per 28 days relative to the Prospective Baseline
Period by Age at Baseline in SP0982 and Time Period

e Change in days with myoclonic seizures per 28 days relative to the Prospective Baseline
Period by Age at Baseline in SP0982 and Completer Cohort

e Change in days with myoclonic seizures per 28 days relative to the Prospective Baseline
Period by Age at Baseline in SP0982 and Time Period
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e Percent change in days with myoclonic seizures per 28 days relative to the Prospective
Baseline Period by Age at Baseline in SP0982 and Completer Cohort.

e Percent change in days with myoclonic seizures per 28 days relative to the Prospective
Baseline Period by Age at Baseline in SP0982 and Time Period

e Change in days with generalized seizures per 28 days relative to the Prospective Baseline
Period by Age at Baseline in SP0982 and Completer Cohort

e Change in days with generalized seizures per 28 days relative to the Prospective Baseling
Period by Age at Baseline in SP0982 and Time Period

e Percent change in days with generalized seizures per 28 days relative to the Prospective
Baseline Period by Age at Baseline in SP0982 and Completer Cohort.

e Percent change in days with generalized seizures per 28 days relative to the \Prospective
Baseline Period by Age at Baseline in SP0982 and Time Period

e Change in days with all seizures per 28 days relative to the Prospective Baselie Period by
Age at Baseline in SP0982 and Completer Cohort

e Change in days with all seizures per 28 days relative, to the Prospective,Baseline Period by
Age at Baseline in SP0982 and Time Period

e Percent change in days with all seizures pet 28 days r¢lative to the Prospective Baseline
Period by Age at Baseline in SP0982 and Completer Cohort.

e Percent change in days with all seizures per 28 days relative to the Prospective Baseline
Period by Age at Baseline in SP0982 and Time Period

All seizure days data for absence, myoclonicy generalized and all seizures will be listed.
Analyses of the absence seizure related-variables'will summarize the Absence subpopulation.
Analyses of the myoclonic seizure related variables will summarize the Myoclonic
subpopulation.

8.3.2.2 Analysis: Responder. status — reduction in PGTCS frequency

The number and percentage of >50% and >75% responders in PGTCS will be summarized on
the FAS by Time Peried.and Treatment Period.

8.3.2.3 Analysis: Responder status — reduction in days with absence
seizures

The numbet-and percéntage of >50% and >75% responders will be summarized on the Absence
subpopulation in'the¢ SS by Time Period and Treatment Period.

8.3.24 Analysis: Responder status — reduction in days with myoclonic
seizures

The number and percentage of >50% and >75% responders will be summarized on the
Myoclonic subpopulation in the SS by Time Period and Treatment Period.
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8.3.2.5 Analysis: Responder status — reduction in days with generalized
seizures

The number and percentage of >50% and >75% responders will be summarized on the SS by
Time Period and Treatment Period.

8.3.2.6 Analysis: Responder status — reduction in days with all seizures

The number and percentage of >50% and >75% responders will be summarized on the SS by
Time Period and Treatment Period.

8.3.2.7 Analysis: Seizure free status

The number and percentage of subjects with seizure-free status (yes/no) will be summarized by
Completer Cohort for the following types of seizures:

e Secizure-free status (yes, no) for PGTCS on the FAS
e Secizure-free status (yes, no) for all generalized seizure types on the SS

e Seizure-free status (yes, no) for all seizure types on the SS.

8.3.2.71 Analysis: PGTCS free intervals

The duration of the following PGTCS-free interval$\during theyTreatment Period on the FAS will
be summarized with descriptive statistics:

e [®PGTCS free interval from Visit 1

e Longest PGTCS-free interval

e All PGTCS-free intervals

8.3.2.7.2 Analysis: Generalized seizure free intervals

The duration of the following generalized seizure-free intervals during the Treatment period on
the SS will be summarized with déscriptive statistics:

e 1% generalized seizure-fre¢ interval'from Visit 1

e Longest generalized seizure-free interval

o All generalized seizure-fregjintervals

8.3.2.7.3 Analysis: All seizure free intervals

The duration ef'the following all seizure-free intervals during the Treatment period on the SS
will be summarized with descriptive statistics:

e 1%all seizure-free interval from Visit 1
o Longestall seizure-free interval

e All seizure-free intervals
8.3.2.8 Analysis: PGTCS worsening

The number and percentage of subjects with seizure worsening, >50% increase in PGTCS
frequency per 28 days, will be summarized on the FAS by Time Period and Treatment Period.
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8.3.2.9 Analysis: Worsening in days with absence seizures

The number and percentage of subjects with >50% increase in days with absence seizures per 28
days will be summarized on the Absence subpopulation in the SS by Time Period and Treatment
Period.

8.3.2.10 Analysis: Worsening in days with myoclonic seizures

The number and percentage of subjects with >50% increase in days with myoclonic seizures per
28 days will be summarized on the Myoclonic subpopulation in the SS by Time Period and
Treatment Period.

8.4 Analysis of health outcome other efficacy variables
8.41 Derivations of health outcome other efficacy variables
8.411 QOLIE-31-P variables

The Patient Weighted Quality of Life in Epilepsy Inventory-Form 31 (QOLIE-31-P).Version 2
will be used to evaluate the health-related quality of life (HRQoL) of study subjects >18 years of
age.

The QOLIE-31-P total score, subscale scores, and health status“item scorerare calculated
according to the scoring algorithm defined in Sectien 11.1 which accounts for the possibility of
missing values. Scores range from 0 to 100 and-higher scores indicating better functioning.
QOLIE- 31-P data that are completely missing will not-be replaced.

Subscale scores

As a first step to calculating the subsecale scores, the individual responses for the 30 subscale
items are rescaled to a 0 to 100 seale with higher scores reflecting better functioning; the rescaled
values for each item are defined in Section,11.1. Each subscale score is then calculated by
summing the rescaled responses for that subscalé-and dividing by the number of items with a
non-missing response. A subscale score willbe calculated only if at least 50% of the items
within the subscale are present.

Total score

Total score is calculated asa weighted sum of the subscale scores based on the weighting in
Section 11.1. Total score will be missing if at least 1 subscale score is missing. Total score will
range from 0 to 100 with a‘higher score reflecting better functioning.

Health status.item

The respense for.the health status item is a multiple of 10 ranging from 0 to 100 with a higher
score corresponding to a better health status. The health status item response is analyzed without
resealing.

Distress items

Each subscale includes 1 distress item. The response for each distress item is an integer ranging
from 1 to 5. The response for each distress item will be converted to a 0 to 100 scale (ie, 0, 25,
50, 75, and 100) with a higher score corresponding to greater distress.
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Prioritization item

The response for each subscale for the prioritization item is an integer ranging from 1 to 7. The
prioritization ranking is analyzed without rescaling.

8.4.1.2 PedsQL variables

The PedsQL is a validated instrument that consists of generic core scales suitable for use with
pediatric populations (<18 years), including those with acute or chronic health conditions. Only
whole year ages are used. Self-report is measured for pediatric subjects >5 years to <18 years-of
age, and parent proxy report of child health-related quality of life (HRQoL) is measured fot
pediatric subjects <4 years of age. The PedsQL Measurement Model includes developmientally
appropriate forms for pediatric subjects >2 years to <4 years, >5 years to <7 years, >8 years t0
<12 years, and >13 years to <18 years of age. For each subject, the same version that, is used at
Baseline should be used for 12 months and thereafter the appropriate age versions shouldbe
used.

PedsQL generic core scale scores will be calculated for each of the following 4 PedsQL scales:
Physical Functioning, Emotional Functioning, Social Functioning, and‘School Eunctioning. For
versions intended for subjects >8 years of age, PhysicalFunctioning refers<o.questions ||l

I [ otional Functioning refers to questions | Socia!
Functioning refers to questions || School Functioning refers to
questions

The PedsQL assessment is retrospective to/the prior 4 weeks, and individual items are scored
using a 5-point Likert scale (0 to 4 representing responses,ofinever, almost never, sometimes,
often, or almost always). These scores of*0 to 4 ‘will be transformed by the function: 100 —
(response x 25) in order to generate seores of 0, 25, 50,75, and 100, where a higher value
represents a better HRQoL.

Item transformed score = 100 — (itemraw score-X 25)

Each PedsQL scale or dimension, score is then calculated as the mean of the transformed item
scores from items of the considered dimension. In the case of item-level missing data, these will
be replaced by the average 'of non-missing item scores from the considered dimension, if at least
50% of the items from that-dimension are non-missing.

The above algorithm.will also be used to calculate the PedsQL total score (all items), the
psychosocial healthySummary score (a combination of the emotional, social and school
functioning items), and the physical health summary score (the physical functioning items) for
each subject These-summary scores will be missing if any of the scale scores contributing to
their cal¢ulation is'missing.

8.4.1.3 EQ-5D-3L quality of life variables

The 3-Level EuroQol-5 Dimensional Quality of Life Assessment (EQ-5D-3L) is a self-
administered questionnaire designed to measure health status in subjects >12 years of age.

The EQ-5D-3L defines health in terms of 5 dimensions (mobility, self-care, usual activities,
pain/discomfort, and anxiety/depression). Each dimension is divided into 3 levels:

e No problem =1
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e Some or moderate problems = 2
e Extreme problems = 3

The EQ-5D-3L also captures a self-rating of health status on a 20cm vertical visual analog scale,
anchored at 100 (best imaginable health state) at the top and 0 (worst imaginable health state) at
the bottom.

At each time point, an EQ-5D-3L utility value will be mapped to each subject’s health state.
Health state is derived from the subject’s numerical ratings of the 5 EQ-5D-3L Dimensions. Fhe
order of the ratings is Mobility, Self-Care, Usual Activities, Pain/Discomfort,
Anxiety/Depression. Health state is derived by concatenating the numerical ratings of the.5
dimensions. For example, a health state may be derived as 11111, indicating best possible health.

A utility value will then be mapped to the derived health states, using the UK EQ=5D-3Lvalue
set. This set is available to Global Statistical Programming in excel format.

The mapped utility values will make up the utility variable.
8.41.4 Hospital stays

An event logged on the Hospitalization/Emergency Room (ER) Visit form.of the eCRF where
“Emergency room” is marked as initial entry point will be defined as afi ER visit. An ER visit
with a subject transfer to an inpatient general watd will alse be countéd as a hospitalization.
However, all other instances of ER visits (where subject transferds not to an inpatient general
ward) will not be counted as hospitalizations.

For hospital stays with a discharge daté;.the duration of each hospital stay will be calculated as
the discharge date minus the admission date (Hospitalization/ER Visit Date on the eCRF) plus 1
day. For hospitalizations with either.a partial admission or discharge date, the duration of
hospital stay will be set to missing. The hon-missing durations of hospital stays will be summed
for the entire Treatment Period. Should-distinet.records for hospital stays overlap, then the days
during the overlap will only be counted once.Subjects with no hospital stays within a study
period will have duration of 0 days. For-§ubjects with hospital stays but no calculable hospital
duration, the duration of hespitalization will be missing.

8.4.2 Analysis of health outcome other efficacy variables
8.4.21 QOLIE-31-P variables

QOLIE-31-P data,-for a specific visit may have a status of Abandoned if the subject doesn’t
complete the'questionnaire. If the subject has duplicate QOLIE-31-P data for the same visit,
where onerecord is deemed as Abandoned and one record is deemed as Completed, the
Completed data-will be used in the analysis and not the Abandoned record. All recorded
QOLIE-31 P{data will be listed.

The observed values and the changes from Baseline will be summarized descriptively for the
total score, the subscale scores, health score and the distress items for each visit and Last Visit.
The mean observed values for the prioritization items will also be summarized for each visit and
Last Visit. The scores for individual subscales will only be analyzed when a total score can be
calculated (ie, all subscales have a non-missing score). Individual questions will not be
summarized. Individual questions, subscale scores, and total scores will be presented in subject
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data listings. The means of the QOLIE-31-P total score, subscale scores and health status item
score will be plotted by visit.

8.4.2.2 PedsQL variables

The observed values and change from Baseline for the total scale score and each of the 4 scale
scores will be summarized for each visit and Last Visit. If a subject has a baseline calculated for
the 2-4 year old PedsQL, due to the difference in questionnaires, this baseline should not be used
for calculating change from baseline for the older aged questionnaires. For the 5-7 year old, 8-12
year old and 13-18 year old questionnaires, if the baseline was calculated from an younger aged
questionnaire (except the 2-4 year old questionnaire) as the subject ages from 8 through I8 years
old, change from baseline can use the younger aged baseline.

All PedsQL data will be listed. The means of the PedsQL subscale scores and total score will-be
plotted by visit.

8.4.2.3 EQ-5D-3L quality of life variables

The observed values for each dimension and the mapped utility values will be summarized for
each visit and Last Visit.

Observed values and the change from Baseline for the VAS scote for general health state will
also be summarized.

All EQ-5D-3L data will be presented in subject data listings. The mean of the EQ-5D-3L VAS
will be plotted by visit. For the EQ-5D-3Lthe percentage of subjects reporting a level within
each dimension will be plotted in a histogram.

8.4.2.4 Concomitant medical procedures

Subjects who had any concomitant medieal procedares during the course of the study based on
the Concomitant Medical Procedures eERF will be'listed.

8.4.2.5 Healthcare provider consultations

All healthcare provider consultations data will be listed.

8.4.2.6 Hospital stays
All hospitalization/ER.data will'be listed.
8.4.2.7 Number of working or school days lost due to epilepsy

All working or.school'days lost data will be listed.

8.4.2.8 Number of days with help from a paid caregiver due to epilepsy
All datayregarding help from a paid caregiver will be listed.

9 PHARMACOKINETICS AND PHARMACODYNAMICS
Not applicable.

10 SAFETY ANALYSES

Any data that appears in the database (in UCB Findings, Clinical Events, or Findings About) and
is not covered by the sections below, will be listed.
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10.1 Extent of exposure
10.1.1 Derivation of exposure variables

Study medication treatment duration (days) will be calculated as follows for direct enrollers:
(last study medication dose — first study medication dose) + 1 day.
Study medication treatment duration (days) will be calculated as follows for rollover subjects:

(last study medication dose — visit 1 date) + 1 day. Gaps in treatment or days with unknown
dosing will not be subtracted from the duration of exposure.

Subject-years of exposure is the total study medication treatment duration in days divided by
365.25.

The maximum daily LCM dose (mg/day and mg/kg/day) is defined as the highest total daily dose
a subject received during the exposure period in the study.

Lacosamide modal dose will be defined as the daily LCM dose the subject received for the
longest duration during the Treatment Period. The modal dose calculation is based on the
number of days a subject was on a given daily dose. Gaps in LCM dosing will-be excluded from
the determination of modal dose (ie, no imputation for-days with.missing desing log information
will be performed). If a subject was on two differentd.CM doses for the.same duration of time
(ie, a tie when calculating modal dose), the modal.dose will‘be set to,the lower of the doses.

Duration at modal dose (days) will be defined as the date of the last dose of the modal dose
minus the date of the first dose of the modal-dose plus I day.

Because some pediatric subjects tak¢both LCM formulations, dosing will be presented for all
subjects within the formulation taken; this will'be présented as raw dosing and some pediatric
subjects will be summarized in both formulations:>For pediatric subjects who take both LCM
formulations, their tablet dosing in mg/day will be converted to mg/kg/day by dividing the total
daily dose in mg/day by the most recently available (relative to the dosing date) body weight in
kg; this will be presented as converted dosing and the summaries of subject data by formulation
will be mutually exclusive, Should a subject receive both oral solution and an oral tablet on the
same day, then the individual tablet dose in mg is converted to mg/kg by dividing by the most
recently available (relative to th€ dosing date) body weight, and then the individual dose of oral
solution in mg/kg is-added to the tablet dose in mg/kg to obtain a total daily dose in mg/kg/day.

10.1.2 Analysis of exposure variables
The following"LCM exposure summaries will be presented:

e Number and-percentage of subjects and subject-years of exposure by 6-month time intervals
(@e,>0, >6,=>12, >18, >24, >30, >36, >42, >48, >54, and >60 months) and modal dose

¢ . Number and percentage of subjects within each LCM treatment duration category by modal
dose and maximum daily dose. LCM treatment duration categories (days) are as follows: 1 to
84; 85 to 168; 169 to 336; 337 to 504; 505 to 672; 673 to 1008; 1009 to 1344; 1345 to 1680;
>1680; any duration (total of durations). The LCM dose categories for oral solution are as
follows: Omg/kg/day/Unknown, >0 to <4mg/kg/day, >4mg/kg/day to <8mg/kg/day, and
>8mg/kg day. The LCM dose categories for tablets are as follows: O0mg/day/Unknown, >0 to
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<200mg/day, >200 to <400mg/day, >400 to <600mg/day, >600 to 800mg/day, and
>800mg/day.

Summary statistics will be presented for treatment duration (days), maximum daily dose (mg/day
and mg/kg/day) and modal dose (mg/day and mg/kg/day). This analysis will be repeated for each
subgroup as detailed in Section 4.8.

Pediatric subjects with oral solution (mg/kg/day) and tablet (mg/day) dosing will be summarized
two ways: raw (mg/kg/day and mg/day) and converted (mg/kg/day only).

Detailed LCM exposure, LCM dosing, and drug accountability will be presented in subjeet data
listings. In addition, a listing of subject numbers with exposure >800mg/day for adults,
>600mg/day for pediatrics taking tablets and >12mg/kg/day for pediatrics taking oral solution at
least once during the Treatment Period will be provided.

10.2 Adverse events

Adverse events will be coded using MedDRA, tabulated by SOC and PTfor the SS and will
include the number and percentage of subjects experiencing each event at least/once. All
summaries will be sorted alphabetically by SOC and by frequency of events within each SOC,
starting with the most frequent event for the LCM arm.

Adverse events will be considered treatment-emergent if the event had,onset on or after the date
of the first study medication dose in EP0012 and within 30 days foHowing the last study
medication dose or events whose intensity worsened on or afterthe date of first study medication
dose and within 30 days following the date of'last study medication administration. Adverse
events which were ongoing and treatment-emergent in SP0982 will remain treatment-emergent
in EP0012 for rollover subjects.

If the last dose of study medication administration.is unknown, any event occurring after the first
study medication dose will be considered treatment-emergent. If the start date of an AE is
completely missing and the stop date’is either unknown or after the date of the first dose of study
medication, the AE will be considered as treatment-emergent. Incomplete dates for AEs will be
handled as described in Section4.2.3,

Only TEAESs that start on(or after the date of Visit 1 will be summarized in tables (ie, ongoing
AEs from the SP0982.study will.not be considered treatment emergent). AEs that start in SP0982
but worsen in EP0012'will be tecorded in the EP0012 database with a new start date.

The following summaries will be presented:

e Overview,of TEABs

e Ovyerview of TEAEs by subgroup as detailed in Section 4.8
¢ (Incidence.of TEAEs

¢ Incidence of TEAEs by subgroup as detailed in Section 4.8
e Incidence of TEAEs by intensity

e Incidence of TEAEs by relationship

e Incidence of serious TEAESs
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e Incidence of serious TEAEs — Subject numbers

e Incidence of TEAEs leading to discontinuation of subjects

e Incidence in TEAESs leading to discontinuation of subjects — Subject numbers
e Incidence of other significant TEAEs (See Section 11.2 for details)

e Incidence of TEAEs for potential drug-induced liver injury (PDILI) (See Section 11.2 for
details)

e Incidence of TEAEs by 100 person-months of exposure during the study
e Incidence of TEAEs by 3-month exposure period of TEAE onset

e Incidence of TEAEs of interest related to epilepsy by 3-month exposure period.of TEAE
onset

The 100 person-months of exposure calculation takes the incidence of subjects with \TEAESs,
divides it by the total exposure in months and multiplies by 100. Exposure in daysis divided by
28 days to get exposure in months.

To assess TEAEs related to epilepsy, PTs will be identified by ofigoing manual medical review.
The following PTs (including those identified from‘continuing.medical.review) will be
summarized by 3-month periods of TEAE onset; ‘petit mal‘epilepsy, myoclonus, and myoclonic
epilepsy.

The dose at onset TEAE summaries will be.presented)by the:LCM dosing categories presented in
Section 10.1.2. Adverse events of unknown dosing-are those with no known dose or known

dosing and partial AE start or stop dates. TEAEs which were ongoing from SP0982 will be
presented for the dose the subjeet was taking.on thedate of first dose in EP0012.

e Incidence of TEAEs by dose at onset

e Incidence of Serious TEAEs by.dose at onset

e Incidence of TEAEs leading to discontinuation of subjects by dose at onset
Subject data listings will be,presented for the following:

e Subjects experiencing adverse events on the ES

e Subjects experiencing-serious TEAEs on the SS

e Subjects-experiencing TEAEs leading to discontinuation of subjects on the SS
e Subjeets experiencing adverse events leading to death on the ES

A glossary of AEs will be presented showing the mapping of investigator terms to coded SOC
and-PTs.

A list of further AE tables required for EudraCT and clinicaltrials.gov is provided in
Section 11.5.

10.3 Clinical laboratory evaluations

Clinical laboratory parameters are used in analyses if more than two subjects per visit have a
result. All clinical laboratory data appear in listings.
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Measurement and change from Baseline in continuous laboratory parameters, including
hematology, clinical chemistry, endocrinology, and urinalysis will be summarized using
descriptive statistics for the scheduled visits. When analyzing categorical data, the number and
percentage of subjects in each category will be presented. In addition, summary statistics for the
actual value and change from Baseline will be presented for Last Visit, minimum, and maximum
post-Baseline values obtained during the Treatment Period. Repeated or unscheduled laboratory
assessments during the study will not be presented in by-visit summaries, but will be considered
when determining the last visit, minimum, and maximum post-Baseline values during the
Treatment Period.

Shifts based on the normal range (ie, low, normal, high, and missing) for each hematology and
clinical chemistry lab parameter will be presented by maximum value during the Treatment
Period relative to Baseline. Similar shift tables for Baseline versus minimum value.duringthe
Treatment Period will also be presented. Unscheduled visits will be considered when
determining the maximum and minimum value during the defined treatmentpériod.

Treatment-emergent markedly abnormal (TEMA) values indicate significant deviations from the
expected range of age-appropriate values. TEMA laboratory results.are those that are observed
post-Baseline during the Treatment Period but not presént at Baseline. TEMA values for serum
chemistry and hematology laboratory parameters are provided in UCB conventional (traditional)
and standard units. The definition of TEMA valug¢sfor hematology and chemistry values can be
found in Section 11.3. The number and percentage of subjects with at least 1 TEMA value will
be presented by scheduled visit, Last Visit,Early Termination Visit, minimum and maximum
post-Baseline values obtained during the Treatment Period for each laboratory parameter
(hematology and clinical chemistry) with.markedly abnormal criteria specified. A subject can be
summarized in multiple minimum, and'maximum post-Baseline categories if the subject appears
in multiple age categories (eg, Pediatric subjects) forthe markedly abnormal criteria.

A table summarizing the number of subjects meeting the potential drug induced liver injury
(PDILI) criteria during the Treatment-Periodwill also be presented. The categories for PDILI
that will be presented are:

e >3xULN in ALT or AST and >2XULN total bilirubin and >2xULN of alkaline phosphatase
e >3xULN in ALT or/AST and=2xULN total bilirubin

e >5xULN in ALTor AST

e >8XxULN in'ALT or-AST

e >3xULN.in ALT or AST and the presence of symptoms

e >3-<5xXxULN and baseline >2xULN in ALT or AST and <2xULN total bilirubin and no
presence;0f symptoms

o >5xULN and baseline >2xULN in ALT or AST and <2xULN total bilirubin.

The National Cancer Institute common toxicity criteria (NCI CTC) version 4 can be found in
Section 11.4. The number and percentage of subjects with treatment emergent laboratory
abnormalities of NCI CTC grade 2 or higher (hematology and clinical chemistry) will be
summarized by laboratory parameter, and visit for the Treatment Period. Treatment emergent
abnormalities of grade 2 or higher are those that were observed during the Treatment Period at

Confidential Page 48 of 175



UCB 09 Sep 2022
Statistical Analysis Plan Lacosamide EP0012

scheduled visits and not reporting a grade 2 or higher abnormality during the Baseline Period.
All treatment emergent laboratory abnormalities of NCI CTC grade 2 or higher will be presented
in a subject number listing.

Subject data listings of all laboratory data will also be presented.

Any additional lab data will be listed, including positive pregnancy test results listed by subject.

10.4 Vital signs, physical findings, and other observations related to
safety
10.4.1 Vital signs

Observed values and changes from Baseline in vital sign parameters (pulse rate, systolic blood
pressure (SBP), diastolic blood pressure (DBP), weight (kg), height (cm) and BMI (kg/m?)), will
be summarized using descriptive statistics for the scheduled visits. In addition, summary
statistics for the observed value and change from Baseline will be presented for LastVisit,
minimum, and maximum post-Baseline values obtained during the Treatment Period: Repeated
or unscheduled assessments during the study will not be presented in by-visit simmaries, but
will be considered when determining the minimum, and maximum post-Baseline values during
the Treatment Period.

Treatment emergent abnormalities of vital signs, the eriteria that do not involve a comparison to
baseline, are those that were observed during the Freatment Period at scheduled visits and not
reporting the abnormality during the Baseline Petiod./The number and percentage of subjects
with at least 1 TEMA value will be presented at each post-Baseline visit, Last Visit, Early
Termination Visit and minimum and maximum post-Baseline values obtained during the
Treatment Period. Percentages will be'relative-to the number of subjects with a value at each
time point.

A subject can be summarized in multiple minimum and maximum post-Baseline categories if the
subject appears in multiple age categories (eg:, Pediatric subjects) for the TEMA criteria.

All TEMA results summarized Will be ptesented in a subject number listing. The abnormal vital
sign criteria are defined in Section 11.3.3.

A subject data listing of-all-vital signs data will be created, indicating any abnormal values.
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10.4.2 Electrocardiograms

ECGs will be performed locally and no standardization techniques will be employed. The data
will be analyzed as reported.

10.4.2.1 Derivation of corrected QT values
The Bazett corrected QT (QTcB) will be calculated as
QTcB = \/QTLR’ where RR = 60/heart rate.

The Fridericia corrected QT (QTcF) will be calculated as

_ Qr -
QTcF = TR where RR = 60/heart rate.

10.4.2.2 Analysis of ECG parameters

For quantitative ECG measurements (heart rate, RR interval, PR interval,, QRS interval, QT
interval, and corrected QT intervals using Bazett and Fridiricia correctionumethods), summary
statistics of the actual values and change from Baseline (where Baseling-is from SP0982 as
defined in Section 0) will be summarized for the scheduled visits, overallyLast Visit, minimum
and maximum post-Baseline values obtained during the Treatment Period; and in each of the
TEMA ECQG criteria age categories. Last visit is the Value fromythe last'post-baseline visit during
the Treatment Period. Repeated or unscheduled-ECG assessments during the study will not be
presented in by-visit summaries, but will be considered when determining the last visit,
minimum, and maximum post-Baseline values during,the Treatment Period. If repeat
measurements are taken at a particular visit; then the averagevalue is used in summaries and the
original values and average value are listed. A subject can be summarized in multiple minimum
and maximum post-Baseline categories if the subject -appears in multiple age categories (eg,
Pediatric subjects) for the contintious data.

The number and percentage of subjects whomet each of the TEMA criteria specified in

Section 11.3.4 will be presented within the specified age groups. For each parameter, the number
and percentage of subjects with an abnérmality (ie subjects who met any of the criteria specific
to their age) will be summatized for heart rate, PR interval, QRS interval, QT interval and
corrected QT intervals by'scheduled visits and Last Visit, Early Termination Visit, minimum and
maximum post-Baseline'values.obtained during the Treatment Period. A subject can be
summarized in multiple minimum and maximum post-Baseline categories if the subject appears
in multiple age«categories (eg, Pediatric subjects) for the TEMA criteria.

Repeated orunscheduled ECG assessments during the study will not be presented in by visit
summaries, but will'be considered when determining the last visit values during the Treatment
Period: Subject numbers for those with TEMA ECG values will be listed by abnormality criteria.

The-numberiand percentage of subjects with QT interval values classified as <450ms, 450 to
<480ms, 480 to <500ms and >500ms and an increase from Baseline of <30ms, 30 to <60ms and
>60ms will be summarized for uncorrected QT, QTcB, and QTcF by visit.

Detailed information on the quantitative and qualitative ECG findings will be presented in
subject data listings.
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10.4.3 Physical examination
A listing of abnormal physical examination findings will be provided.
10.4.4 Tanner stage assessment

The investigator will evaluate the subject’s sexual development using the 3-item Tanner scale
(ie, for females: breasts, pubic hair, and overall stage; and for males: genitals, pubic hair, and
overall stage). The investigator should use clinical judgment in deciding which subjects are
selected for evaluation of Tanner stage (ie, those subjects who are pubescent at Visit 1 or whe
will enter puberty during the course of the study).

A shift table will be produced showing the change in Tanner stage (1 to 5) from Baselihe'to Last
Visit during the first 2 years of the Treatment Period, by sex, for each of the 3-items. A shift
table will also be produced for subjects enrolled > 2 years, showing the change in"Fanner stage
(1 to 5) from Baseline to Last Visit during the Treatment Period, by sex, for each of the-3-items.

A listing of Tanner stage assessments will be provided.
10.4.5 Neurological examination

Summaries of shift from Baseline to Last Visit will be provided by, major-ieurological category
based on categories normal, abnormal not clinically:significant,.and abnermal clinically
significant. The major neurological categories collected onthe’CRF, are General, Cranial Nerves,
Reflexes, Motor System (including General, Muscle Strength and Muscle Tone),
Coordination/Cerebellar Function and Sengation (including Upper and Lower Extremities). A
listing of abnormal neurological examination findings will also be provided.

10.4.6 Assessment of suicidality

Suicidality will be assessed using the' Columbia-Suicide Severity Rating Scale (C-SSRS). This
scale will be used for screening as well-as-to assess'suicide ideation and behavior that may occur
during the study. All subjects who are’>6 years of age will complete the “Baseline/Screening”
version of the C-SSRS at the first visit and will complete the “Since Last Visit” version at
subsequent visits. If a subject becomes.6years of age during the study, the “Already Enrolled”
version of the C-SSRS should be used at the first visit at which the subject is 6 years of age and
the “Since Last Visit” version should be used at subsequent visits. The C-SSRS is not validated
for subjects <6 years.of.age and will not be used for this population.

Subject data listings-of the‘data for the C-SSRS where questions 4 or 5 was answered ‘Yes’ will
be provided sinee thisis.a-study withdrawal criteria. No summaries of the C-SSRS data are
planned.

10.4.7 Achenbach Child Behavior Checklist

The.Achenbach CBCL is a widely used validated questionnaire to evaluate a child’s
competencies and behavioral/emotional problems. The Achenbach CBCL consists of the
CBCL/1'%-5 for children 4 years to 5 years and 11 months of age, and the CBCL/6-18 for
children >6 years to <17 years of age. The version of the Achenbach CBCL appropriate to each
subject’s age should be administered with the following exception: for subjects who completed
the CBCL/1%2-5 at the Baseline assessment of the previous study and turn 6 years of age within 1
year after the Baseline assessment of the primary study, the CBCL/12-5 should be completed for
1 year after the Baseline assessment of the primary study, and subsequently the CBCL/6-18
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should be completed. The Achenbach CBCL will only be administered in countries where a
validated translated version is available. For each version of the CBCL, subjects must have at
least 1 year of data before transitioning to the next age range.

10.4.7.1 Derivation of Achenbach variables

The CBCL/1"2-5 will be grouped according to syndrome scales in Table 1 and the CBCL/6-18
will be grouped according to empirically based syndrome scales in Table 2. The Achenbach
CBCL has a 6-month recall. If a subject leaves the study early and has been in the study for less
than 6 months, this subject’s data will not be included in the analysis and will be listed only.

Table 1 CBCL/1'%-5

Syndrome Scale

Questions

Aggressive behavior

8, 15, 16, 18, 20, 27, 29, 35, 40, 42, 44, 53, 58, 66, 69,81, 85,88, 96

Anxious/depressed

10, 33, 37,43, 47, 68, 87, 90

Attention problems

5,6, 56,59,95

Emotionally reactive

21,46, 51,79, 82, 83, 92,97, 99

Sleep problems

22,38, 48, 64, 74, 84, 94

Somatic complaints

1,7,12,19, 24,39, 45,.52,78, 86,93

Withdrawn

2,4,23,62,67,70, 71, 98

Other problems

3,9, 11,13, 34,17, 25,26, 28, 30, 31, 32, 34, 36, 41, 49, 50, 54, 55, 57,
60, 61, 63,65, 72,173,775, 76, 77, 80, 89, 91, 100

CBCL = Child Behavior Checklist
Table 2 CBCL/6-18

Syndrome Scale

Questions

Aggressive behavipr

316, 19, 20, 21, 22, 23, 37, 57, 68, 86, 87, 88, 89,
94, 95, 97, 104

Anxious/depressed

14, 29, 30, 31, 32, 33, 35, 45, 50, 52, 71,91, 112

Attention problems

1,4,8,10,13,17,41, 61, 78, 80

Rule-breaking behavior

2,26, 28, 39,43, 63,67,72,73, 81, 82, 90, 96, 99, 101, 105, 106

Social problems

11, 12, 25, 27, 34, 36, 38, 48, 62, 64, 79

Somatic complaints

47,49, 51, 54, 56a, 56b, 56¢, 56d, 56¢, 56f, 56g
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Syndrome Scale Questions
Thought problems 9, 18, 40, 46, 58, 59, 60, 66, 70, 76, 83, 84, 85, 92, 100

Withdrawn/depressed 5,42, 65,69, 75,102,103, 111

CBCL = Child Behavior Checklist

The Syndrome scale scores, raw scores, are calculated as the sum of the associated individual
items scores. Each individual item score has the response options of;

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

Missing data will not be replaced. Standardized T-scores are determined for{each subject’s raw
syndrome and overall scores based on the subject’s age and sex. Tables mapping.each raw score
to the appropriate T-score are provided in the CBCL Professional Manual and will'be reproduced
programmatically.

10.4.7.2 Analysis of Achenbach variables

Only the syndrome scales presented in Tables 1 and)2 will*be analyzed. Raw scores and change
from Baseline for each CBCL/1 % -5 syndrome (aggressive behavior, anxious/depressed,
attention problems, emotionally reactive, other problems, sleep.problems, somatic complaints,
and withdrawn) will be summarized for each visit,"and Last*Visit.

Raw scores and change from Baselinefor each CBCL/6-18 syndrome (aggressive behavior,
anxious/depressed, attention problems, rule-breaking behavior, social problems, somatic
complaints, thought problems, and withdrawn/deptessed) will be summarized for each visit, and
Last Visit. If a subject has a baseline-calculated-for the CBCL/1 Y4 -5 syndrome, that baseline
should not be used for calculating change from baseline for the CBCL/6-18 syndrome.

Calculated T-score values and-change from Baseline for each CBCL/1"2-5 syndrome (aggressive
behavior, anxious/depressed, attention problems, emotionally reactive, other problems, sleep
problems, somatic complaints, and. withdrawn) will be summarized for each visit, and Last Visit.

Calculated T-score yalues and change from Baseline for each CBCL/6-18 syndrome (aggressive
behavior, anxious/depressed, attention problems, rule-breaking behavior, social problems,
somatic complaints, thought problems, and withdrawn/depressed) will be summarized for each
visit, and Last Visit.

Subject.data listings of the data for the Achenbach CBCL will be provided containing the
calculated T-$cores, raw scores and change from Baseline. The means of the calculated T-score
will.be plotted by visit.

10.4.8 BRIEF-P and BRIEF assessment

The BRIEF-P and BRIEF are validated tools that will be used for the evaluation of subjects >4
years to <5 years of age, and >5 years of age, respectively. 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 of the previous study and turn 5 years of age
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within 1 year after the Baseline assessment of the primary study, the BRIEF-P should be
completed for 1 year after the Baseline assessment of the primary study, and subsequently the
BRIEF should be completed. The BRIEF-P and BRIEF will be used only in countries where a
translated scale is available. For each developmentally appropriate version of the BRIEF subjects
must have at least 1 year of data before transitioning to the next age range. The BRIEF-P and
BRIEF have a 6-month recall. If a subject leaves the study early, and has been in the study for
less than 6 months, this subject’s data will not be included in the analysis and will be listed only.

10.4.8.1 BRIEF-P scores

The BRIEF-P form comprises of 63 questions which can be answered as Never (scored as, 1
point), Sometimes (scored as 2 points), and Often (scored as 3 points).

The 63 items are included in the raw Global Executive Composite (GEC) score which ranges
from 63 to 189, with higher scores reflecting poorer functioning.

The 3-subscale scores and 5 individual component scores that make up these subscale.scores are
outlined in Table 3.

Table 3 BRIEF-P questionnaire scoring

Scale/Index Questions

Inhibit 3,8, 13, 18, 23, 28,733, 38, 43, 48, 52, 54, 56, 58, 60, 62
Shift 5,10, 15520, 25,30, 35, 40,45, 50

Emotional Control 156511, 16,21, 26, 31736, 41, 46

Inhibitory self-control All from-{Inhibit and Emotional Control}

Flexibility All from {Shift and Emotional Control}

Working Memory 2,7,12317,22,27,32,37,42, 47, 51, 53, 55,57, 59, 61, 63
Plan/Organize 4,9,44, 19, 24, 29, 34, 39, 44, 49

Emergent metacognition All from {Working Memory and Plan/Organize}

GEC Score 1-63

GEC = Global Executive Composite

Standardized T-scotes ‘are determined from each subject’s raw GEC, inhibitory self-control,
flexibility, emergent metacognition, and component scores based on the subject’s age and sex.
Tables that map. €ach.raw score to the appropriate T-score are provided in the BRIEF-P
Professional-Manual and will be reproduced programmatically.

Calculated T-score values and change from Baseline for the three index scores (Inhibitory self-
contrel, flexibility and emergent metacognition), the 5 individual component scores and GEC for
the BRIEF-P questionnaire will be summarized at each visit, and Last Visit.

All BRIEF-P assessment data will be listed including calculated T-scores, raw scores and
changes from Baseline. The means of the BRIEF-P assessment data will be plotted by visit.
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10.4.8.2 BRIEF scores

The BRIEF form comprises of 86 questions which can be answered as Never (scored as 1 point),
Sometimes (scored as 2 points), and Often (scored as 3 points).

The first 72 items are included in the GEC score which ranges from 72 to 216, with higher scores
reflecting poorer functioning.

The 2-subscale scores and 8 individual component scores that make up these subscale scores are
outlined in Table 4.

Table 4 BRIEF questionnaire scoring

Scale/Index Questions

Inhibit 38,41, 43, 44, 49, 54, 55, 56, 59, 65

Shift 5,6,8,12,13, 23,30, 39

Emotional Control 1,7, 20, 25, 26, 45, 50, 62, 64, 70

Behavioral Regulation Index (BRI) | All from {Inhibit, Shift, and Emotional Control}

Initiate 3,10, 16, 47, 48,61, 66, 71

Working Memory 2,9,17,19, 24,27, 32, 33,37, 57

Plan/Organize 11, 15, 18, 22, 28, 353,36, 40,046, 51, 53, 58

Organization of Materials 4, 29,67, 68, 69572

Monitor 14521, 31,34;42, 52,60, 63

Metacognition Index (MI) All from {Initiate; Working Memory, Plan/Organize,
Organization of Materials, and Monitor}

GEC Score 1-72

BRI = Behavioral Regulation Index, MI =Metacognition Index, GEC = Global Executive Composite

The BRI score is the total of'28items and ranges from 28-84. The MI score is the total of 44
items and ranges from 44 t0.132.

T-score values and change from(Baseline for the two indexed scores (BRI and MI), the GEC and
the 8 individual compoenent scores for the BRIEF questionnaire will be summarized at each visit,
and Last Visit. If @ subjecthas a baseline calculated for the BRIEF-P, that baseline should not be
used for calculating change from baseline for the BRIEF.

Standardized T-scores are determined from each subject’s raw GEC, BRI, MI, and component
scores based oncthe subject’s age and sex. Tables that map each raw score to the appropriate T-
scor¢ are provided in the BRIEF Professional Manual and will be reproduced programmatically.

All BRIEF assessment data will be listed including all scales/index scores (raw and T-scores,
calculated and change from baseline). The means of the BRIEF assessment data will be plotted.

10.4.9 Safety Seizure Information

All analyses will use the relevant data in the SS. The analyses regarding Absence seizure
information will be generated on the Absence subpopulation. The analyses regarding the
Myoclonic seizure information will be generated on the Myoclonic subpopulation.
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10.4.9.1 New Seizure Type or Worsening Over Time

The number and percentage of subjects with new absence or myoclonic seizure types
experienced in the Treatment Period with absence or myoclonic, respectively, indicated by the
Seizure History Classification, but not experienced in the Combined Baseline Period, as recorded
in the diary, will be summarized overall and by LCM study drug status by 1-month period of
seizure onset.

The number and percentage of subjects with new absence or myoclonic seizure types
experienced in the Treatment Period but not experienced in Combined Baseline Period or in
seizure classification history, as recorded in the diary, will be summarized overall and by‘'LCM
study drug status by 1-month period of seizure onset.

The number and percentage of subjects with new absence or myoclonic seizures in the Treatment
Period, with absence or myoclonic, respectively, indicated by the Seizure History. Classification
but not experienced in the Combined Baseline Period as recorded in the diary in subjeets with a
history of absence or myoclonic seizures, respectively, or subjects with >50% increase in days
with absence or myoclonic seizures, respectively, per 28 days as compated to Prespective
Baseline Period (for those subjects with absence or myoclonic seizure 'data;respectively,
reported in the Prospective Baseline Period in SP0982), will be stimmarized overall and by LCM
study drug status by 1 month period of seizure onset.

The number and percentage of subjects with >50%-increase in days-in absence or myoclonic
seizures as compared to Prospective Baseline Period (forthosesubjects with absence or
myoclonic seizure data, respectively, reported in the Prospective Baseline Period in SP0982) will
be summarized by 1-month period of seizure onset.

10.4.9.2 Increase in days.with absence seizures

Response to treatment regarding absence.seizures will be based on the percent change in the
number of days with absence seizures.per 28 days, calculated as described in Section 8.3.1.1.
The number and percentage of subjeets expetiencing an increase of up to 25%, >25% to 50%,
>50% to 75%, and >75% in thelnumber-0f'days with absence seizures per 28 days during the
Treatment Period compared to-the Prospective Baseline Period (for those subjects with absence
seizure data reported in the Prospective Baseline Period in SP0982) will be presented.

10.4.9.3 Increase in days with myoclonic seizures

Response to treatment regarding myoclonic seizures will be based on the percent change in the
number of days with myoclonic seizures per 28 days, calculated as described in Section 8.3.1.1.
The numbetand percentage of subjects experiencing an increase of up to 25%, >25% to 50%,
>50% to(75%, and>75% in the number of days with myoclonic seizures per 28 days during the
Treatiment Period compared to the Prospective Baseline Period (for those subjects with
myoclonic seizure data reported in the Prospective Baseline Period in SP0982) will be presented.

™ APPENDICES
1.1 Appendix 1: QOLIE-31-P total and subscale score calculations

The following outlines the calculation of the subscale scores for the QOLIE-31-P. The rescaled
responses are provided for each item. The subscale scores are calculated by summing the
rescaled responses for that subscale and dividing by the number of items with a non-missing
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response. Note that the divisors shown assume that all items for each subscale have a response;
the divisor will differ if there are missing responses. A subscale score will be calculated only if at
least 50% of the items within the subscale are present.

Response Final Score

Response Final Score
Scale/Item Numbers 2 3 4 6 Subtotal ~ 0-100 point scale
Seizure Worry
30. 0 20 40 60 80 100 -
31 0 333 66.7 100 — — N
32. 0 50 100 — — N
33. 0 333 66.7 100 ) — _\&
34. 100 75 50 25 0 — -
TOTAL : +5=_
Overall Quality of Life
1. Multiply each response'by 10 _
36. 100 75 50 25 0 — -
TOTAL : +2=_
Emotional Well-Being
7. 0 20 40 60 80 100 -
8. 0 20 40 60 80 100 -
9. 100 80 60 40 20 0 _
10. 0 20 40 60 80 100 -
11. 100 80 60 40 20 0 -
TOTAL : +5=_
Energy/Fatigue
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2. 100 80 60 40 20 0 o
3. 100 80 60 40 20 0 -
4. 0 20 40 60 80 100 -
5. 0 20 40 60 80 100 -
TOTAL : +4=
Cognitive Functioning
19. 0 20 40 60 80 100 -
20. 0 333 66.7 100 — — _a
21. 0 20 40 60 80 100 AV
22. 0 20 40 60 80 100 o D
23. 0 20 40 60 80 100 g
24, 100 75 50 25 0 < -
TOTAL : +6=_
Medication Effects
28. 0 333 66.7 100 — — -
26. 100 75 50 25 0 — -
27. 100 75 50 25 0 — -
TOTAL: +3= -
Daily Activities/Social Functioning
13. 0 20 40 60 80 100 -
14. 0 25 50 75 100 — -
15. 0 25 50 75 100 — -
16. 100 75 50 25 0 — -
17. 100 75 50 25 0 — -
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Total score is calculated as a weighted sum of the subscale scores based on the weighting shown
below. Total score will be missing if at least 1 subscale score is missing. Total score will range
from 0 to 100 with a higher score reflecting better functioning.

Final Scale

QOLIE-31-P Scale Seore Weight Subtotal
Seizure worry (a) - [ 0.08 = O
Overall quality of life (b) L O 014 = N
Emotional well-being ©) L O 0.15 > A
Energy/fatigue (d) o O 0.12» " = -
Cognitive functioning (e) L O 0.27 v\= _
Medication effects ® ~ 2 0.03 = -
Daily activities/Social functioning (2) ) O 0.21 = o

TOTAL SCORE : Sum subtotals'(a) through (g)
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11.2 Appendix 2: Adverse Events

11.21 List of other significant AEs

Table 5 Other Significant AEs

MedDRA Preferred Term

CARDIAC AND ECG RELATED TERMS

Atrioventricular block third degree

Atrioventricular block second degree

Bradyarrhythmia*

Bradycardia*

Cardiac pacemaker insertion

Atrial fibrillation

Atrial flutter

Sinus bradycardia*

Ventricular tachycardia

Ventricular fibrillation

Heart Rate decreased™

Sick sinus syndrome

Atrial.conduction time prolongation

Atrioventticular dissociation

Conduction disorder

Cardiac fibrillation

Cardiac flutter

Sinus arrest

Torsade de pointes

Ventricular asystole
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MedDRA Preferred Term

Ventricular flutter

Ventricular tachyarrhythmia

Implantable defibrillator insertion

Cardiac arrest

Brugada syndrome

Defect conduction intraventricular

Electrocardiogram QT prolonged

SUICIDALITY RELATED TERMS

Completed suicide

Depression suicidal

Suicidal behavior

Suicidal ideation

Suicide attempt

Intentional self-injury

Self injurious-behaviof

Self-injurious idéation

Intentional.overdose

Multiple drug overdose intentional

Poisoning deliberate

ADDITIONAL TERMS

Loss of consciousness

Syncope

Appetite disorder
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MedDRA Preferred Term

Decreased appetite

Diet refusal

Hypophagia

Food aversion

Abnormal behaviour

*All cases with reported reduced heart rate will be reviewed and only cases with marked bradycardia (marked
reduction in heart rate) with heart rate <45 bpm will be listed as ‘Other Significant AEs’.

11.2.2 List of AEs for Potentially Drug Induced Liver Injury (PDILI)
Table 6 AEs for PDILI

MedDRA Preferred Term for PDILI

Cholestasis

Cholestatic liver injury

Cholestatic pruritus

Hyperbilirubinagmia

Icterus index increased

Jaundice

Jaundice.cholestatie

Jatundice hepatocellular

Ocular icterus

Acute hepatic failure

Asterixis

Coma hepatic

Cryptogenic cirrhosis

Drug-induced liver injury
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Hepatic cirrhosis

Hepatic encephalopathy

Hepatic failure

Hepatic infiltration eosinophilic

Hepatic necrosis

Hepatic steatosis

Hepatitis fulminant

Hepatobiliary disease

Hepatocellular foamy cell syndrome

Hepatocellular injury

Hepatotoxicity

Liver disorder

Liver injury

Mixed liver injury

Non-alcoholic steatohepatitis

Subacute hepatie failufe

Allergic hepatitis

Chironic hepatitis

Hepatitis

Hepatitis acute

Hepeatitis cholestatic

Hepatitis chronic active

Hepatitis chronic persistent

Hepatitis toxic
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Blood bilirubin abnormal

Blood bilirubin increased

Alanine aminotransferase increased

Aspartate aminotransferase increased

Confidential Page 65 of 175



UCB 09 Sep 2022
Statistical Analysis Plan Lacosamide EP0012
11.3 Appendix 3: Markedly abnormal values
11.3.1 Hematology
Table 7 Hematology Markedly Abnormal Values
Parameter Age UNIT Abnormality Unit Abnormality
Range (conventional | Criteria . (standard Crl-terla (standard
) (conventional ) unit)
unit)
Hematocrit 2y -<17y | % <29 % <29
>47 >47
=17y <85% of LLN <85% of LEN
=115% of ULN 2115%-0f ULN
Hemoglobin 2y -<17y | g/dL <9.5 g/L <95
>16.0 >160
=17y <85% of LLN <85% of LLN
=115% of ULN =115% of ULN
WBC/ All 10%/L <3.0 G/L <3.0
Leukocytes >16.0 >16.0
Lymphocytes 2y - <6y 10°/L <0.9 G/l <0.7
Absolute >6.9 >6.9
=6y <0.6 <0.6
>5.0 >5.0
Basophils >1m % >5:0 % >5.0
Basophils >1m 10271 >0.4 G/L >0.4
Absolute
Eosinophils >Im % =10 % >10
Eosinophils >1m 10771, >1.0 G/L >1.0
Absolute
Monocytes >1m % >20.0 % >20.0
Monocytes >l 10%L >2.0 G/L >2.0
Absolute
Neutrophils >1m 10°/L <1.5 G/L <1.5
Absolute
Platelets >lm 10°/L <100 G/L <100
>600 >600
RBC/ =2y 10'%/L <35 T/L <3.5
Erythrocytes

Abbreviations: ANC = absolute neutrophil count; LLN = lower limit of normal; m = month; ULN =
upper limit of normal; y = year.

A month is defined as 30 days; a year is defined as 365.25 days.
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11.3.2 Chemistry
Table 8 Chemistry - Markedly Abnormal Values
Parameter Age Unit Abnormality Unit Abnormality
Range (conventional) | Criteria . (standard) Criteria
(conventional) (standard)
AST (SGOT) All U/L >3.0 x ULN U/L >3.0 x ULN
>5.0 x ULN >5.0 x UEN
>10.0 x ULN =100x ULN
ALT (SGPT) All U/L >3.0x ULN U/L 23.0x ULN
>5.0x ULN >5.0 x ULN
>10.0 x ULN =10.0x ULN
Alkaline 4y -<10y | U/L =834 U/L =834
Phosphatase
10y - =1761 =1761
<17y
=17y =3.0xULN =3.0x ULN
GGT ly-<13y | UL =66 U/E =66
13y - =126 =126
<17y
=17y =3,0 x ULN =3.0 x ULN
Total Bilirubin | >1m mg/dL >2.0 umol/L >34.208
Total Protein ly -<17y | g/dL <4.3 g/L <43
>12.0 >120
=17y <43 <43
>13.0 >130
Albumin =lys g/dL, <2.4 g/L <24
<17y >8.4 >84
=17y <2.6 <26
BUN ly ~<¥7y | mg/dL >136 mmol/L =12.852
=17y =40 =14.28
Urea =1y mg/dL >60 mmol/L >10.02
Creatinine ly - <10y | mg/dL >1.2 umol/L >106.8
10y - >1.8 >159.12
<léy
=16y =2.0 =176.8
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Parameter Age Unit Abnormality Unit Abnormality
Range (conventional) | Criteria . (standard) Criteria
(conventional) (standard)
Creatinine All mL/min <50 mL/s <0.835
Clearance™
Bicarbonate >1m - mEq/L <15 mmol/L <15
<17y >38 >38
=17y <18 <18
>38 >38
Calcium ly - <17y | mg/dL <74 mmol/L <1.85
>11.7 >2.925
=17y <7.6 <19
=11.0 =275
Chloride >1m mEq/L <90 mmol/L <90
>112 =12
Phosphorous ly - <17y | mg/dL <1.8 mmol/L <0.5814
>7.4 >2.3902
=17y <20 <0.646
=6.0 =1.938
Potassium =ly mEq/L <3.0 mmol/L <3.0
=6.0 =6.0
Sodium >1m mEq/L <127 mmol/L <127
>151 >151
Glucose >1m - mg/dl <50 mmol/L <2.775
<17y =180 >9.99
=17y <50 <2.775
=200 =11.1
Total >ly mg/dL >250 mmol/L >6.475
Cholesterol
LDL ly - <17y)| mg/dL >140 mmol/L >3.626
Iculated
(caleulated) — —= 200 >5.18
HDL >2y mg/dL <20 mmol/L <0.518
Triglycerides =y mg/dL >300 mmol/L >3.39
Uric Acid Ly~ <13y | mg/dL >6.5 umol/L >386.62
13y - >8.6 >511.528
<17y
=17y >9.5 >565.06
Thyroxine (T4) | =1y ug/dL <3.8 nmol/L <48.9098
=135 =173.7585
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Parameter Age Unit Abnormality Unit Abnormality
Range (conventional) | Criteria . (standard) Criteria
(conventional) (standard)
Globulin =ly g/dL <1.2 g/L <12
>5.3 >53

Abbreviations: ALT = alanine aminotransferase; AST = aspartate aminotransferase; BUN = blood urea nitrogen;

dL = deciliter; GGT: gamma-glutamyltransferase; L = liter; LLN = lower limit of normal; m = month; mg =

milligram; mmol = millimoles; pg = microgram; U = unit; ULN = upper limit of normal; y = year.

*Cr Cl ml/min = [Height (cm) * 0.55] / serum creatinine Cockroft equation (subjects >12);

Male: Cr Cl ml/min = [(140-age) x body weight (kg)] / (72 x serum creatinine);

Female: Cr Cl ml/min = [(140-age) x body weight (kg)] / (72 x serum creatinine)] x 0.85.

11.3.3 Vital signs
Abnormality criteria to be applied in the assessment of vital signs parameteér values are given
below:
Table 9 Vital Signs Abnormality Criteria
Parameter Age Range Abnormality Criteria
Pulse Rate 3y -<l12y <60
(beats/minute) ~130
12y - <17y <50
>120
>17y <50 and a decrease from Baseline of >15
>120 and an increase from Baseline of >15
<60?
>100?
Systelie-Bloed 3y -<12y <80
Pressure (mmHg) ~140
12y - <17y <90
>160
>17y <90 and a decrease from Baseline of >20
> 180 and an increase from Baseline of >20
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Parameter

Age Range

Abnormality Criteria

<90*°
>140?
>160?

Diastolic Blood
Pressure (mmHg)

3y -<12y

<50
>80

12y - <17y

<50
>105

>17y

<50 and a decrease from Bascline'of' =15
>105 and an increase from Baseline of > 15
<50*
>902
>100?

Body Weight

Im - <17y

<3% 0or97% of the normal body weight growth
curve ranges based on gender and the age of subject
on date of weight assessment?

=17y

= 10% change from Baseline (an increase or a
de¢rease)® =7% change from Baseline (an
increase or a decrease)?

Abbreviations: m=month, y=year.*A"month is defined as 30 days; a year is defined as 365.25 days.

a Type C Meeting Written Response Dated 4 Mar 2019 (Response to the Type C Meeting Request submitted on Dec
12,2018 to IND 057939 Sequence No: 1268 cross-reference IND 068407 and IND 073809)

b,
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11.3.4 ECG
Abnormality criteria to be applied in the assessment of ECG parameter values are given below:
Table 10 ECGs Abnormality Criteria

Parameter Age Abnormality Criteria
QT interval (ms) Im-<12y >500
>12y >500 or >60 increase from Baseline
QTc(F) (ms) 3y-<12y >440, or >15% increase from Baseline
>12y- <17y >440, or >15% increase from Baseline
>17y >450, >4802, >500 or >60 increase from Baseline
QTc(B) (ms) 3y-<12y >450, or >15%'increase fiom Baseline
>12y- <17y >450, or>15% increase from Baseline
>17y >450, >4802, >500 or >60 increase from Baseline
PR interval (ms) 3y-<12y >180, 0r->25% increase from Baseline
>12y - <17y >200, or >25% increase from Baseline
>V7y Treatment-emergent value >200, >220, >250
QRS interval (ms) 3y-<12y >100, or >25% increase from Baseline
>12y - <Vly >110, or >25% increase from Baseline
W7y Treatment-emergent value >100, >120, >140
Heart rate (bpm) 3y-<12y <60, >130
>12y <50, >120

2 Type C'Meeting Written Response dated 4 Mar 2019 (Response to the Type C Meeting Request submitted on Dec
12,2018 to IND\057939 Sequence No. 1268 cross-reference IND 068407 and IND 073809)

Abbreviations: bpm=Dbeats per minute; m=months; ms=milliseconds; QTc=corrected QT interval; y=years.
A month is defined as 30 days; a year is defined as 365.25 days.

Note: Treatment-emergent is defined as meeting the criteria at any post-Baseline visit during the
Treatment Period (including unscheduled visits) and not meeting the same criteria during
Baseline.
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11.4 Appendix 4: NCI CTC
Table 11 NCICTC
Medical Term | Lab Grade 1 Grade 2 Grade 3 Grade 4
Parameter
Blood/bone marrow
Anemia Hemoglobin <LLN - 10.0 g/dL (C) <10.0 - 8.0 g/dL (C) <8.0 g/dL (©) *
<LLN - 6.2 mmol/L <6.2 - 4.9mmol/L <4:9'mmol/L
<LLN -100 g/L (S) <100™- 80g/L (S) <80 /L (S)
Neutrophil count Neutrophil count | <LLN - 1500/mm3 <1500 - 1000/mm3 <1000 - 500/mm3 <500/mm3
decreased <LLN - 1.5 x10e9 /L (C) | <1.5< 1.0x10e9I4C) | <1.0-0.5 x10e9/L (C) <0.5x 10e9/L (C)
<LLN - 1.5G/L (S) <1.5~- 1.0G/A(S) <1.0 - 0.5G/L (S) <0.5G/L (S)
White blood cell White blood cell | <LLN - 3000/mm3 <3000+ 2000/mm3 <2000 -1000/mm3 <1000/mm3
decreased

<1.0x 10e9/L (C)
<1.0G/L (S)

Platelet count

Platelet count

<ELN - 75,000/mm3

<75,000 - 50,000/mm3

<50,000 -25,000/mm3

<25,000/mm3

decreased <LLN -75:0 x 10e9/L(C) | <75.0 -50.0 x 10e9/L(C) | <50.0 -25.0 x 10e9/L(C) | <25.0 x 10e9/L(C)
<LLN75.0G/L (S) <75.0 -50.0G/L (S) <50.0 -25.0G/L (S) <25.0G/L (S)
Lymphocyte count | Lymphocyte <LLN-800/mm3 <800 -500/mm3 <500 - 200/mm3 <200mm3
decreased ooy <LLN-0.8x10e9/L (C) <0.8-0.5x10e9/L (C) | <0.5—0.2x10e9/L (C) <0.2x10e9/L (C)
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Medical Term | Lab Grade 1 Grade 2 Grade 3 Grade 4

Parameter

<LLN-0.8G/L (S) <0.8-0.5G /L (S) <0.5-0.2G/L (S) <0.2G/L (S)
Metabolic/chemistry

GGT increased Gamma glutaryl >ULN -2.5 x ULN >2.5-5.0x ULN >5.0 - 20.0x"ULN >20.0 x ULN

transferase
Hypercalcemia Calcium, >ULN - 11.5 mg/dL (C) >11.5-12.5 mg/dL (C) >12.5 - 13.5.mg/dL (C) >13.5 mg/dL (C)

corrected serum | ;1\ 9mmol/L (S) >2.9 - 3. Immol/L (S) 3.1 - 3.4mmol/L (S) >3.4 mmol/L (S)
Hypocalcemia Calcium, <LLN - 8.0 mg/dL (C) <8.0/~7.0.mg/dL (C) <7.0 - 6.0 mg/dL (C) <6.0 mg/dL (C)

corrected serum | _; 15 Gmmol/L (S) .0+ 1.75 mmol/L (S). | <1.75 - 1.5mmol/L (S) <1.5 mmol/L (S)
Hyperglycemia Glucose, >ULN -160 mg/dL (C) >160 250 mg/dL+(C) >250 - 500 mg/dL (C) >500 mg/dL (C)

1 ksk

fasting SULN - 8.9 mmolA(S) | >8.9< 13.94hmiol/L (S) | >13.9 - 27.8mmol/L (S) >27.8 mmol/L (S)

Hypoglycemia Glucose <LLN - 55 mg/dL (C) <5540 mg/dL (C) <40 - 30 mg/dL (C) <30 mg/dL (C)
<LLN - 3.0mmol/LS) <320 - 2.2mmol/L (S) <2.2 - 1.7mmol/L (S) <1.7 mmol/L (S)

Hyperkalemia Potassium >ULN - 5.5.mmbol/L (S) >5.5 - 6.0 mmol/L (S) >6.0 - 7.0 mmol/L (S) >7.0 mmol/L (S)
Hypokalemia Potassium <LLN(- 3.0 mmol/L (S) * <3.0 - 2.5 mmol/L (S) <2.5 mmol/L (S)
Hypernatremia Sodium >ULN - 150tmmol/L (S) >150 - 155 mmol/L (S) >155 - 160 mmol/L (S) >160 mmol/L (S)
Hyponatremia Sodium <BLN* 130 mmol/L (S) Not defined <130 - 120 mmol/L (S) <120 mmol/L (S)
Hyper- Triglycerides 150 - 300 mg/dL (C) >300 - 500 mg/dL (C) >500 - 1000 mg/dL (C) >1000 mg/dL (C)
triglyceridemia 1.71 - 3.42 mmol/L (S) >3.42 -5.7mmol/L (S) | >5.7-11.4 mmol/L (S) >11.4 mmol/L (S)
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Medical Term | Lab Grade 1 Grade 2 Grade 3 Grade 4
Parameter

Hyperuricemia Uric acid >ULN - 10 mg/dL (C) Not defined * >10 mg/dL (C)
>ULN - 0.5948 mmol/L? >0.5948 mmol/L?
>ULN - 594.8 umol/L (S) >594.8 umol/L (S)

Hypoalbuminemia | Albumin <LLN -3 g/dL (C) <3-2g/dL (C) <2,g/dL (C) *
<LLN -30 g/L (S) <30-20g/L (S) <20 g/L. (S)

Hypo- Phosphorus <LLN - 2.5 mg/dL (C) <2.5 - 220)mg/dL (C) <2:0:-+1.0 mg/dL (C) <1.0 mg/dL (C)

phosphatemia <LLN - 0.8mmol/L (S) <0.8'- 0J6mmol/L.(S) £0.6 - 0.3mmol/L (S) <0.3 mmol/L (S)

Alanine Alanine amino- >ULN - 3.0 x ULN >3.0 - 5.0 x ULN >5.0-20.0x ULN >20.0 x ULN

aminotransferase transferase

increased

Alkaline Alkaline >ULN - 2.5 x ULN >2.5(-5.0 x ULN >5.0-20.0x ULN >20.0 x ULN

phosphatase phosphatase

increased

Aspartate Aspartate amino- | >ULN - 3.0x'ULN >3.0-5.0x ULN >5.0-20.0x ULN >20.0 x ULN

aminotransferase transferase

increased

Blood bilirubin Bilirubin >ULN 3 1.5 x ULN >1.5-3.0x ULN >3.0-10.0 x ULN >10.0 x ULN

increased

Cholesterol high Cholesterol, total.\[* >ULN - 300 mg/dL (C) >300 - 400 mg/dL (C) >400 - 500 mg/dL (C) >500 mg/dL (C)
>ULN - 7.75mmol/L (S) >7.75-10.34 mmol/L (S) | >10.34-12.92 mmol/L (S) >12.92 mmol/L (S)
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Medical Term | Lab Grade 1 Grade 2 Grade 3 Grade 4
Parameter
Creatinine Creatinine >ULN - 1.5x ULN >1.5-3.0x ULN >3.0-6.0x ULN >6.0 x ULN
increased

C=Conventional units, LLN=lower limit of normal; S=Standard units, ULN=upper limit of normal.

The cutoffs are according to the Common Terminology Criteria for Adverse Events (CTCAE) Version 4,0°Published 28 May 2009 (v4.03: 14 June 2010).

* In terms of the laboratory cut-offs, the criterion is the same as the preceding grade.

** Fasting status will be ignored when programming this criteria.

Note: Additional significant digits added to the mmol/L units (as published in Version 4.0) to be consistent with the umol/L units (UCB standard).

Confidential

Page 75 of 175



UCB 09 Sep 2022
Statistical Analysis Plan Lacosamide EP0012

11.5 Appendix 5: Tables required for Article 41 (EudraCT)
Discontinuation due to AEs by Development

11.6 Additional Subgroups to be programmed in ADSL
The following subgroup variable will also be programmed:

Subjects enrolled at Japanese study sites (Japanese, non-Japanese)

Subjects enrolled at Asian study sites (Asian, non-Asian) — Asian sites are those in Taiwan,
South Korea, China and Japan.
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12 AMENDMENT TO THE STATISTICAL ANALYSIS PLAN

12.1 Amendment 1

12.1.1 Rationale for the amendment

The SAP was amended to reflect changes adopted in SP0982 Protocol Amendment 5 and
EP0012 Protocol Amendment 2. Here is a list of major changes:

e Minor editorial corrections were made such as changing the reference of “PGTCS seizure’ to
“PGTCS”

e The timing of completer cohort was changed from 6, 12 and 24 months to be in line with
EP0012 visits at weeks 22, 46, and 94.

e Adding a 75% responder in addition to the 50% responder for PGTCS and days-with{absence
and myoclonic seizures.

¢ Adding worsening in PGTCS and days with absence and myoclonic variables-and analyses.
e Updating the new absence and myoclonic seizure emergence analysis

e Adding figures for QOLIE-31-P, PedsQL, EQ-5d-3L, BRIEF-P, BRIEF, Achenbach
variables

e Clarifying the analyses for hematology, clifical’chemistry and ECGs

¢ Adding and clarifying a few AE analyses

e Updating the list of Other Significant AEs

e Adding the list of AEs for poténtially druginducédliver injury

e Updating the ECG markedly abnormal criteria

e Removing analyses intended to summarize study results for Years 1-2 and Years 3-5.
12.1.2 Modification and changes

12.1.21 Specific changes

The information below.was revised from:

SAP/Amendment Number Date
Final SAP 20 Dec 2016

Has beeni changed-to:

SAP/Amendment Number Date
Final SAP 20 Dec 2016
SAP Amendment #1 10 Dec 2018

2.3, Study Design and Conduct, the following text was added as the 3" paragraph:

For SP0982 subjects consented under Protocol Amendment 5, after the 125" event is confirmed,
two classes of subjects will be allowed to enroll in EP0012. Subjects who are being screened
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will be allowed to directly enroll into EP0012, thus their screening and baseline data will be
captured in SP0982 but their treatment information will be captured in EP0012; baseline
information from SP0982 will be used for these subjects in EPO012. For subjects who are
concluding their LCM treatment and tapering in SP0982, these participants will be consented and
complete their Safety Follow-Up (thus not receiving any LCM) in EP0012; the data captured in
EP0012 will not be transferred to SP0982.

2.4 Determination of Sample Size, the paragraph was revised from:

The sample size of this open-label extension study will be determined by the parent SP0982
study, where approximately 200 subjects are planned to be randomized. SP0982 is an
event-driven study. Up to 250 subjects may be enrolled to meet the required number of events,;
Baseline failures from SP0982 will also be eligible for EP0012, which may increase the sample
size.

Has been changed to:

The sample size of this open-label extension study will be determined by, the parent SP0982
study. SP0982 is an event-driven study. Up to 250 subjects may be enrolled to meet the required
number of events. Baseline failures from SP0982, subjects in screening at.the end of SP0982
and SP0982 subjects completing Safety follow-up in"EP0012 will also bedeligible for EP0012,
which may increase the sample size.

Section 3.1, General presentation of summaries and andlyses, the following text was added to the
end of the 2" paragraph:

for some parameters, Q1 and Q3 may.also.be displayed

Section 3.1, the following sentence was changed from:

e Minimum and maximum willhave the)same namber of decimal places as the original value.
Was changed to:

e Minimum, Q1, Q3 and maximum will-have the same number of decimal places as the
original value.

Section 3.2.1.1, Analysis.periods, the 2" bullet was modified firom:

e Post-Treatment Reriod: The Post-Treatment Period is defined as the treatment free
observational phase after'the Treatment Period. It starts on the day after the end date of the
Treatment-Period and-ends on the date of the final visit or date of last contact with the
subject,whicheyer is later.

Was changed to:

e ~Post-Treatment Period: The Post-Treatment Period is defined as the treatment free
observational phase after the Treatment Period, for the subjects who take LCM in EP0012. It
starts on the day after the end date of the Treatment Period and ends on the date of the final
visit or date of last contact with the subject, whichever is later. For the subjects from SP0982
who are completing their Safety Follow-up in EP0012, their entire time in EP0012 will be
deemed to be in the Post-Treatment Period due to the subjects not taking LCM in EP0012.

Section 3.2.1.4, Month, the following text was added.:
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A month is defined as 28 days.
Section 3.2.1.5, Completer Cohort, the section was revised from:

A completer cohort will be defined as the subset of subjects in the Full Analysis Set (FAS) that
were enrolled and treated with LCM for a specified duration of time. For example, a 6 month
completer cohort consists of subjects enrolled and treated with LCM for at least 6 months where
a month is defined as 28 days.

Subjects will be classified as belonging to one or more of the following completer cohorts for-the
purpose of subgroup analyses:

e 6 months

e 12 months

e 24 months

e >24 months.

Has been changed to:

A completer cohort will be defined as the subset of subjects in the.Full Analysis Set (FAS) that
were enrolled, treated with LCM for a specified duration of time, and have efficacy data
available for the duration of the cohort. For example, a 22sweek completer cohort consists of
subjects from the FAS, treated with LCM for at least 22-weeks and have efficacy data through at
least 22 weeks of exposure.

Subjects will be classified as belonging'to one or more of the following completer cohorts for the
purpose of subgroup analyses:

o 22 weeks
e 46 weeks
e 94 weeks.
Section 3.2.3, Seizure cluster,"\was modified from:

If a seizure cluster is reported, it will be assigned to the most dominant International League
Against Epilepsy (ILAE) seizure.type and the frequency will be set to 2 times the number of
clusters reported.

Was changed to:

If a seizure cluster is reported, it will be assigned to the International League Against Epilepsy
(ILAE).seizure type reported and the frequency will be set to 2 times the number of clusters
reported.

Section 3.3, 'Definition of Baseline values, the 2" paragraph has been revised from:

For absence and myoclonic seizure data, the Prospective Baseline Period is defined as the 4-
week Prospective Baseline Period from the SP0982 study. This Period starts the date of Visit 1
of the SP0982 study and ends the day before Visit 2 of the SP0982 study.

Has been changed to:
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For absence and myoclonic seizure data in order to determine Responder Status and worsening,
the Prospective Baseline Period is defined as the 4-week Prospective Baseline Period from the
SP0982 study. This Period starts the date of Visit 1 of the SP0982 study and ends the day before
Visit 2 of the SP0982 study. In order to determine emergence of new seizure type, the Combined
Baseline Period will be used.

Section 3.4, Protocol deviations, the section was changed from:

Important protocol deviations are deviations from the protocol which potentially could have a
meaningful impact on either the primary efficacy 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, rules for identifying protocol deviations will be defined without review of the
data and without consideration of the frequency of occurrence of such deviations."Whenever
possible, criteria for identifying important protocol deviations will be implemented
algorithmically to ensure consistency in the classification of important protecol deviations across
all subjects.

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

Was changed to:

Important protocol deviations are deviations from the protocol which potentially could have a
meaningful impact on key safety outcomes  for an individual subject. The criteria for identifying
important protocol deviations and the classification,of impertant protocol deviations will be
defined within the project Data Cleaning Plan. To the.extent feasible, rules for identifying
protocol deviations will be defined without,review of'the data and without consideration of the
frequency of occurrence of such\deviations. Whenever possible, criteria for identifying important
protocol deviations will be implementéd algorithmically to 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 process prior
to database lock.

Section 4.2.1, Missing seizure diary'days, this section has been revised from:
For evaluations based on seizute diary data, imputation for missing data will not be performed.

For the purpose of'the derivation of PGTC seizure-free status, if there are seizure counts reported
as “not done’*on a specific day, then the seizure count will be assumed to be zero on that date.

The calculation of\average 28-day seizure frequency accounts for missing data in the first 2 years
by only evaluating days for which data are available. A subject will only be considered seizure-
free-for absence or myoclonic seizures in the first 2 years if the subject had <10% of days during
the time period being analyzed reported as “not done”. For years 3-5, when subjects are only
required to enter days when seizures occur, days not reported are assumed to be seizure free.

Has been changed to:

For evaluations based on seizure diary data, imputation for missing data will not be performed.
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For the purpose of the derivation of PGTC seizure-free status, in the first 2 years, if there are
seizure counts reported as “not done” on a specific day, then the seizure count will be assumed to
be zero on that date. For years 3-5, when subjects are only required to enter days when PGTCS
occurred, days not reported are assumed to be PGTCS free; if seizure information is known to be
missing, then the subject is not PGTCS free. The calculation of average 28-day PGTCS
frequency accounts for missing data in the first 2 years by only evaluating days for which data
are available. For years 3-5, the calculation of average 28-day PGTCS frequency uses the seizure
information reported since “not done” information is no longer gathered; if there is a known nén-
compliance in recording seizures and the unevaluable days can be identified, then the average
28-day PGTCS frequency will use only evaluable days.

A subject will only be considered seizure-free for absence or myoclonic seizures in the/first 2
years if the subject had <10% of days during the time period being analyzed reported as ‘‘not
done”. For years 3-5, when subjects are only required to enter days when absenee or myoelonic
seizures occur, days not reported are assumed to be seizure free.

Section 4.3, Interim analyses and data monitoring, this section was revised from:

No formal interim analysis is planned for this study. Interim data fromr EP0012 may be
summarized to support a regulatory submission, regular safety signal deteetion monitoring,
publications, and annual reports to regulatory agencies. For any interim.data summaries, all
available data as of the time of the database snapshot willbe included’Subjects ongoing at the
time of an interim data summary will be assumed to be treated up until the date of the clinical
data cut-off. No Data Monitoring Committee is planned.

Has been changed to:

No formal interim analysis is planned for this study. Interim data from EP0012 may be
summarized to support a regulatory submission, regular safety signal detection monitoring,
publications, and annual reports to regtdatory agencies. For any interim data summaries, all
available data as of the time of the clinical cut-off date will be included. Subjects ongoing at the
time of an interim data summaryswill be assumed to be treated up to and including the date of the
clinical data cut-off. No DataMonitoring Committee is planned.

Section 4.8, Examinationof subgroups, the Region subgroup was revised from:
e Region

— North America; United States

— Latin,AmericasBrazil, Mexico

—  Western Europe: Belgium, France, Germany, Italy, Portugal, Spain

~_ Eastern Europe: Bulgaria, Czech Republic, Hungary, Poland, Romania, Russia, Slovakia,
Turkey

— Asia/Pacific/Other: Australia, Israel, Japan, South Korea, Taiwan.
Separate subgroupings are used for the purpose of summarizing the following scales:
Has been changed to:

e Region

Confidential Page 81 of 175



UCB 09 Sep 2022
Statistical Analysis Plan Lacosamide EP0012

— North America: United States, Puerto Rico
— Latin America: Brazil, Mexico

— Western/Central Europe: Belgium, Czech Republic, France, Germany, Hungary, Italy,
Poland, Portugal, Slovakia, Spain

— Eastern Europe: Bulgaria, Romania, Russia, Turkey
— Asia/Pacific/Other: Australia, China, Israel, Japan, South Korea, Taiwan.

The following scales are assessed by specific age subgroupings. The following age subgroupings
are used for the purpose of summarizing the following scales:

Section 6.2, Analysis of other Baseline Characteristics, the following was revised from:
e SP0982 exit status (Baseline failure, 24-week completer, met exit criteria),
Has been changed to:

e LCM study drug status (continuing LCM treatment (randomized to' LCM in"SP0982), new
LCM treatment (randomized to PBO or baseline failure from SP0982))

e SP0982 exit status (Baseline failure, 24-week completer, met.exit criteria, incomplete
screener, SP0982 safety follow-up).

Section 6.4, Medical history and concomitant diseases, the first sentence was modified from:

Previous and ongoing medical history conditions willybe summarized by system organ class
(SOC) and preferred term (PT) for the SS.

Was changed to:

Previous and ongoing medical hiStory conditionsgnitially reported in SP0982 and potentially
updated for EP0012, will be summarized by system organ class (SOC) and preferred term (PT)
for the SS.

Section 6.5, Prior and concomitant medications, the following sentence was added to the end of
the first paragraph:

Prior AEDs, benzodiazépines and.other medications are not summarized for the EP0012
subjects.

Section 8.2.2, Analysis.of secondary efficacy variable, this section was revised from:

The percent-change iPGTC seizure frequency during the Treatment Period by completer cohort
will be sumimarized-with descriptive statistics. The percent change in PGTC seizure frequency
during the Treatment Period by completer cohort will also be summarized separately for subjects
that.are in the study for 1-2 years and subjects that are in the study for 3-5 years.

All PGTC seizure frequency per 28 days data will be listed.
Has been changed to:

The percent change in PGTCS frequency during the Treatment Period by completer cohort will
be summarized with descriptive statistics.

All PGTCS frequency per 28 days data will be listed.
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Section 8.3.1.2, Variables: Responder status — reduction in PGTCS frequency, this section was
revised from:

A responder is defined as a subject experiencing >50% reduction in PGTC seizure frequency per
28 days from Combined Baseline to the period of interest. Response to treatment will be based
on the percent change in seizure frequency, calculated as described in Section 8.2.1.

Has been changed to:

A 50% responder is defined as a subject experiencing >50% reduction in PGTCS frequency pex
28 days from Combined Baseline Period to the period of interest. Response to treatment will.be
based on the percent change in PGTCS frequency, calculated as described in Section 8.2:1v A
75% responder is defined as a subject experiencing >75% reduction in PGTCS frequéney per:28
days from Combined Baseline Period to the period of interest.

Section 8.3.1.3, Variables: Responder status — reduction in days with absence seizures,this
section was revised from:

A responder is defined as a subject experiencing >50% reduction in the aumber-ofdays with
absence seizures per 28 days from Prospective Baseline to the Treatment Period. Response to
treatment will be based on the percent change in the number of days with-absence seizures per 28
days, calculated as described in Section 8.3.1.1.

Has been changed to:

A 50% responder is defined as a subject experiencing'>50% reduction in the number of days
with absence seizures per 28 days from Prespective Baseline’Period to the period of interest, for
the subjects reporting absence seizures'during the)Prospective Baseline Period from SP0982.
Response to treatment will be based on‘the percent change in the number of days with absence
seizures per 28 days, calculatedas described in Section 8.3.1.1. A 75% responder is defined as a
subject experiencing >75% reduction invthe number of days with absence seizures per 28 days
from Prospective Baseline Period to.the period 'of interest, for the subjects reporting absence
seizures during the Prospective Baseline Period from SP0982.

Section 8.3.1.4, Variables: Responder;status — reduction in days with myoclonic seizures, this
section was revised from.:

A responder is defined as a subject experiencing >50% reduction in the number of days with
myoclonic seizures'per 28 days from Prospective Baseline to the Treatment Period. Response to
treatment will be based on'the percent change in the number of days with myoclonic seizures per
28 days, calculated asidescribed in Section 8.3.1.1.

Has been changed-to:

A 50% responder is defined as a subject experiencing >50% reduction in the number of days
with'myocloenic seizures per 28 days from Prospective Baseline Period to the period of interest,
for the subjects reporting myoclonic seizures during the Prospective Baseline Period from
SP0982. Response to treatment will be based on the percent change in the number of days with
myoclonic seizures per 28 days, calculated as described in Section 8.3.1.1. A 75% responder is
defined as a subject experiencing >75% reduction in the number of days with myoclonic seizures
per 28 days from Prospective Baseline Period to the period of interest, for the subjects reporting
myoclonic seizures during the Prospective Baseline Period from SP0982.
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Section 8.3.1.5, Variables: Seizure-free status, this section was revised from:
For years 1-2, the following definitions will be used:

A PGTC seizure-free day will be defined as a day where no PGTC seizures were reported in
the seizure diary and seizures were assessed (ie, “no seizures” is marked or number is entered as
zero). Days in the seizure diary which are marked as “not done” on the CRF will be counted as a
PGTC seizure free day.

Seizure-free status will be determined for a particular time period. A subject will have PGTC
seizure freedom (seizure free status=yes) for the time period if the subject completed the time
period and reported “no seizures” or “not done” for all days during the time period.

A generalized seizure-free day will be defined as a day where no generalized seizures wete
reported in the seizure diary and seizures were assessed. Days in the seizure diary-which are
marked as “not done” on the CRF will not be counted as a generalized seizure free day.

A subject will have seizure freedom (seizure free status=yes) for all generalized seizure types
for the applicable time period if the subject completed the time period.and reported zero
generalized seizures for all days during the time period when the number of seizures was
available, and had <10% of days during the time period with seizute data-reported as “not done”.

For years 3-5, the following definitions will be used:

A PGTC seizure-free day will be defined as ajday where no PGTC seizures were reported in
the seizure diary.

Seizure-free status will be determined for a particular.time period. A subject will have PGTC
seizure freedom (seizure free status=yes) for the time period if the subject completed the time
period and no seizures were reported.during.the time period.

A generalized seizure-free day will'be-defined-ds a day where no generalized seizures were
reported in the seizure diary.

A subject will have seizure freedom (seizure free status=yes) for all generalized seizure types
for the applicable time period‘if the subject completed the time period and reported zero
generalized seizures during the time period.

Has been changed to;
For years 1-2, the-folowing definitions will be used:

A seizuresfiee day from PGTCS will be defined as a day where no PGTCS were reported in
the seizure diary and $eizures were assessed (ie, “no seizures” is marked or number is entered as
zero). Days in the\seizure diary which are marked as “not done” on the CRF will be counted as a
seizure-free dayfrom PGTCS.

Seizure-free status will be determined for a particular time period. A subject will have
seizure-free status from PGTCS for the time period if the subject completed the time period and
reported “no PGTC seizures” or “not done” for all days during the time period.

A seizure-free day from generalized seizures will be defined as a day where no generalized
seizures (seizure type=II) were reported in the seizure diary and seizures were assessed. Days in
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the seizure diary which are marked as “not done” on the CRF will not be counted as a seizure
free day.

A subject will have seizure-free status from all generalized seizure types for the applicable
time period if the subject completed the time period and reported zero generalized seizures for all
days during the time period when the number of generalized seizures was available, and had
<10% of days during the time period with seizure data reported as “not done”.

For years 3-5, the following definitions will be used:

A seizure-free day from PGTCS will be defined as a day where no PGTCS were reported in
the seizure diary.

Seizure-free status from PGTCS will be determined for a particular time period. A-subject
will have seizure-free status from PGTCS for the time period if the subject completed the time
period and no PGTCS were reported during the time period.

A seizure-free day from generalized seizures will be defined as a day.where no generalized
seizures (seizure type=II) were reported in the seizure diary.

A subject will have seizure-free status from all generalized seizure types-for the applicable
time period if the subject completed the time period andreported.zero seizures during the time
period.

Section 8.3.1.6, Variable: Worsening of PGTCS, this section was added:

Response to treatment will be based on the percent change in PGTCS frequency, calculated as
described in Section 8.2.1. Seizure worsening is defined asa-subject experiencing >50% increase
in PGTCS frequency per 28 days frem Combined Baseline Period to the period of interest.

Section 8.3.1.7, Variable: Worséning of days-with abseénce seizures, this section was added:

Response to treatment will be based ondhe percent change in days with absence seizures, as
calculated in Section 8.3.1.1. Worsening is defined as a subject experiencing >50% increase in
days with absence seizures per 28 days from Prospective Baseline Period to the period of
interest, for the subjects reporting absence seizures during the Prospective Baseline Period from
SP0982.

Section 8.3.1.8, Variable: Worsening of days with myoclonic seizures, this section was added.

Response to treatment willlbe based on the percent change in days with myoclonic seizures, as
calculated in Séction 8.3.1.1. Worsening is defined as a subject experiencing >50% increase in
days with myoclonic/seizures per 28 days from Prospective Baseline Period to the period of
interest, forthe subjects reporting myoclonic seizures during the Prospective Baseline Period
from SP0982.

Section 8.3:2)2; Analysis: Responder status — reduction in PGTCS frequency, this was revised
from:

The number and percentage of responders will be summarized for the Treatment Period with
descriptive statistics.

Has been changed to:
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The number and percentage of >50% and >75% responders will be summarized by completer
cohort and Treatment Period.

Section 8.3.2.3, Analysis: Responder status — reduction in days with absence seizures, this was
revised from:

The number and percentage of responders will be summarized for the Treatment Period with
descriptive statistics.

Has been changed to:

The number and percentage of >50% and >75% responders will be summarized by completer
cohort and Treatment Period.

Section 8.3.2.4, Analysis: Responder status — reduction in days with myoclonic seizures, this-was
revised from:

The number and percentage of responders will be summarized for the Treatment Period with
descriptive statistics.

Has been changed to:

The number and percentage of >50% and >75% responders will-be\summarized by completer
cohort and Treatment Period.

Section 8.3.2.5, Analysis: Seizure-free status, this,was revised from:

The number and percentage of subjects with seizure-free status-(yes/no) will be summarized by
completer cohort for the following types of'seizures:

e Seizure-free status (yes, no) for PGTC seizures
e Seizure-free status (yes, no) for all generalized seizure types
Has been changed to:

The number and percentage of subjects with seizure-free status (yes/no) will be summarized by
completer cohort and Treatment Period forthe following types of seizures:

e Seizure-free status (y€s,no) for PGTCS
o Seizure-free status (yes, no)yfor all generalized seizure types.
Section 8.3.2.6, Analysis:-PGTCS worsening, this section was added:

The number.and percentage of subjects with seizure worsening, >50% increase in PGTCS
frequency per 28-days, will be summarized by completer cohort and Treatment Period.

Section 8.3.2. 7, Analysis: Worsening in days with absence seizures, this section was added:

The numberiand percentage of subject with >50% increase in days with absence seizures per 28
days will be summarized by completer cohort and Treatment Period.

Section 8.3.2.8, Analysis: Worsening in days with myoclonic seizures, this section was added:

The number and percentage of subjects with >50% increase in days with myoclonic seizures per
28 days will be summarized by completer cohort and Treatment Period.

Section 8.4.2.1, QOLIE-31-P variables, the following paragraph was inserted:
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QOLIE-31-P data, for a specific visit may have a status of Abandoned if the subject doesn’t
complete the questionnaire. If the subject has duplicate QOLIE-31-P data for the same visit,
where one record is deemed as Abandoned and one record is deemed as Completed, the
Completed data will be used in the analysis and not the Abandoned record. All recorded
QOLIE-31 P data will be listed.

Section 8.4.2.1, QOLIE-31-P variables, the following sentence was added at the end of this
section.

The means of the QOLIE-31-P total score, subscale scores and health status item score will. be
plotted by visit.

Section 8.4.2.2, PedsQL variables, the following sentence was added at the end of this section:
The means of the PedsQL subscale scores and total score will be plotted by visit:

Section 8.4.2.3, EQ-5D-3L quality of life variables, the following was added at the end.of this
section:

The mean of the EQ-5D-3L VAS will be plotted by visit. For the EQ45D-3L, thepercentage of
subjects reporting a level within each dimension will be plotted ina histogram:

Section 10.1.2, Analysis of exposure variables, the 2™ buillet point wasgevised from:

e Number and percentage of subjects within each.L.CM treatment.duration category by modal
dose and maximum daily dose. LCM treatment duration categories (days) are as follows: 1 to
84; 85 to 168; 169 to 336; 337 to 5045 505 to 6723673 to. 1008; 1009 to 1344; 1345 to 1680;

>1680; any duration (total of durations)
Has been changed to:

e Number and percentage of subjects within each LCM treatment duration category by modal
dose and maximum daily dose. LEM treatment duration categories (days) are as follows: 1 to
84; 85 to 168; 169 to 336; 33740,504; 505:t0 672; 673 to 1008; 1009 to 1344; 1345 to 1680;
>1680; any duration (total of"durations). The LCM dose categories for oral solution are as
follows: O0mg/kg/day/Unknown, >0 to <4dmg/kg/day, >4mg/kg/day to <8mg/kg/day, and
>8mg/kg day. The LEM-dose eategories for tables are as follows: Omg/day/Unknown, >0 to
<200mg/day, >200 to<400mg/day, >400 to <600mg/day, >600 to 800mg/day, and
>800mg/day.

Section 10.2, Adverse events, has been revised from:

Adverse events will beycoded using MedDRA, and tabulated by SOC and PT for the SS and will
include the number and percentage of subjects experiencing each event at least once. All
summaries will'be sorted alphabetically by SOC and by frequency of events within each SOC,
starting withythe most frequent event for the LCM arm.

Adverse events will be considered treatment-emergent if the event had onset on or after the date
of the first study medication dose in EP0012 and within 30 days following the last study
medication dose or events whose intensity worsened on or after the date of first study medication
dose and within 30 days following the date of last study medication administration.

If the last dose of study medication administration is unknown, any event occurring after the first
study medication dose will be considered treatment-emergent. If the start date of an AE is
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completely missing and the stop date is either unknown or after the date of the first dose of study
medication, the AE will be considered as treatment-emergent. Incomplete dates for AEs will be
handled as described in Section 4.2.3.

Only TEAEs that start on or after the date of Visit 1 will be summarized in tables i.e. ongoing
AEs from the SP0982 study will not be considered treatment emergent. AEs that start in SP0982
but worsen in EP0012 will be recorded in the EP0012 database with a new start date.

The following summaries will be presented:

e Overview of TEAEs

e Overview of TEAEs by subgroup as detailed in Section 4.8

e Incidence of TEAEs

¢ Incidence of TEAEs by subgroup as detailed in Section 4.8

¢ Incidence of TEAEs by intensity

e Incidence of TEAEs by relationship

¢ Incidence of serious TEAEs

e Incidence of serious TEAEs— Subject numbers

e Incidence of TEAEs leading to discontinuation

e Incidence in TEAESs leading to discontinuation< Subjectnumbers
¢ Incidence of other significant TEAEs*(See Section 1.2 for details)
e Incidence of TEAEs by 100 persen-months of expesure during the study

The following summaries will be presented by dose at onset (Unknown/Missed, >0 to
<4mg/kg/day, >4 to <8mg/kg/day, =8to <12mg/kg/day and >12mg/kg/day, >0 to <200mg/day,
>200 to <300mg/day, >300 to <400mg/day, and >400mg/day). Adverse events of unknown
dosing are not summarized butthose taken where LCM dose is Omg/kg/day or Omg/day are in
the applicable column. Adverse events'of unknown dosing are those with UNK as the dose or
known dosing and partial AE start-ot stop dates.

e Incidence of TEAEs by dose at onset

e Incidence of Serious TEAEs by dose at onset

e Incidence;of TEAESs leading to discontinuation by dose at onset
Subject.data listings will be presented for the following:

e ~Subjectsexperiencing TEAEs

e Subjects experiencing serious TEAEs

e Subjects experiencing TEAEs leading to discontinuation

A glossary of AEs will be presented showing the mapping of investigator terms to coded SOC
and PTs.
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A list of further AE tables required for EudraCT and clinicaltrials.gov is provided in
Section 11.5.

Has been changed to:

Adverse events will be coded using MedDRA, and tabulated by SOC and PT for the SS and will
include the number and percentage of subjects experiencing each event at least once. All
summaries will be sorted alphabetically by SOC and by frequency of events within each SOC,
starting with the most frequent event for the LCM arm.

Adverse events will be considered treatment-emergent if the event had onset on or after the date
of the first study medication dose in EP0O012 and within 30 days following the last study
medication dose or events whose intensity worsened on or after the date of first study medication
dose and within 30 days following the date of last study medication administration,

If the last dose of study medication administration is unknown, any event occurring aftetithe first
study medication dose will be considered treatment-emergent. If the start'date’of anAE is
completely missing and the stop date is either unknown or after the date;of the fitst dose of study
medication, the AE will be considered as treatment-emergent. Incomplete dates.for AEs will be
handled as described in Section 4.2.3.

Only TEAESs that start on or after the date of Visit K will be summarized in tables (ie, ongoing
AEs from the SP0982 study will not be considered treatment emergent). AEs that start in SP0982
but worsen in EP0012 will be recorded in the EPQ012 database with a new start date.

The following summaries will be presented:

e Overview of TEAEs

e Overview of TEAEs by subgroup as detailed in-Section 4.8

e Incidence of TEAEs

e Incidence of TEAEs by subgroup as detailed in Section 4.8

e Incidence of TEAEs by intensity

¢ Incidence of TEAEs by:relationship

e Incidence of seriotis TEAESs

e Incidence of serious TEAEs — Subject numbers

e Incidence of TEAESs-leading to discontinuation

e Incidence in TEAESs leading to discontinuation — Subject numbers
e Incidencelof other significant TEAEs (See Section 11.2 for details)

¢ ) Incidence of TEAEs for potential drug-induced liver injury (PDILI) (See Section 11.2 for
details)

e Incidence of TEAEs by 100 person-months of exposure during the study
e Incidence of TEAEs by 3-month exposure period of TEAE onset
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e Incidence of TEAEs of interest related to epilepsy by 3-month exposure period of TEAE
onset

The 100 person-months of exposure calculation takes the incidence of subjects with TEAESs,
divides it by the total exposure and multiplies by 100.

To assess TEAEs related to epilepsy, PTs will be identified by ongoing manual medical review.
The following PTs (including those identified from continuing medical review) will be
summarized by 3-month periods of TEAE onset: petit mal epilepsy, myoclonus, and myoclonic

epilepsy.
The dose at onset TEAE summaries will be presented by the LCM dosing categories presented in

Section 10.1.2 . Adverse events of unknown dosing are those with no known dose or known
dosing and partial AE start or stop dates.

e Incidence of TEAEs by dose at onset

e Incidence of Serious TEAEs by dose at onset

e Incidence of TEAEs leading to discontinuation by dose at onset
Subject data listings will be presented for the following:

e Subjects experiencing adverse events on the ES

e Subjects experiencing serious TEAEs on the SS

e Subjects experiencing TEAEs leading to.discontinuation-on the SS

A glossary of AEs will be presented shewing the'mapping of investigator terms to coded SOC
and PTs.

A list of further AE tables required for BudraCT and clinicaltrials.gov is provided in
Section 11.5.

Section 10.3, Clinical laboratory evaluations, this section has been revised from:

Measurement and change from Baseline.in continuous laboratory parameters, including
hematology, clinical chemistry, endoctinology, and urinalysis will be summarized using
descriptive statistics for.the scheduled visits. When analyzing categorical data, the number and
percentage of subjeets\in each category will be presented. In addition, summary statistics for the
actual value and change fronr Baseline will be presented for Last Visit, minimum, and maximum
post-Baseline values obtained during the Treatment Period. Repeated or unscheduled laboratory
assessments during the'study will not be presented in by-visit summaries, but will be considered
when determining the last visit, minimum, and maximum post-Baseline values during the
Treatment Period.

Shifts basedion the normal range (ie, low, normal, high, and missing) for each hematology and
clinical chemistry lab parameter will be presented by maximum value during the Treatment
Period relative to Baseline. Similar shift tables for Baseline versus minimum value during the
Treatment Period will also be presented. Unscheduled visits will be considered when
determining the maximum and minimum value during the defined treatment period.

Markedly abnormal (MA) values indicate significant deviations from the expected range of age-
appropriate values. Marked laboratory abnormalities observed post-Baseline during the
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Treatment Period but not present at Baseline are considered treatment emergent. Markedly
abnormal values for serum chemistry and hematology laboratory parameters are provided in
UCB conventional (traditional) and standard units. The definition of MA values for hematology
and chemistry values can be found in Section 11.3.

A table summarizing the number of subjects meeting the potential drug induced liver injury
criteria will also be presented.

The National Cancer Institute common toxicity criteria (NCI CTC) can be found in Section 1 1¢4.
The number and percentage of subjects with treatment emergent laboratory abnormalities of NCI
CTC grade 2 or higher (hematology and clinical chemistry) will be summarized by laboratory
parameter, and visit for the Treatment Period. Treatment emergent abnormalities of grade 2 ot:
higher are those that were observed during the Treatment Period at scheduled visits.and not
reporting a grade 2 or higher abnormality during the Baseline Period.

Subject data listings of all laboratory data will also be presented.
Any additional lab data will be listed, including positive pregnancy testresults listed by subject.
Has been changed to:

Measurement and change from Baseline in continuous lTaboratofy.parameters, including
hematology, clinical chemistry, endocrinology, and.urinalysis(will be’simmarized using
descriptive statistics for the scheduled visits. When-analyZing categorical data, the number and
percentage of subjects in each category will.be presented.In addition, summary statistics for the
actual value and change from Baseline willbe presented for-Last Visit, minimum, and maximum
post-Baseline values obtained during the Treatment Period."Repeated or unscheduled laboratory
assessments during the study will not'be presented in by-visit summaries, but will be considered
when determining the last visit, minimum, and maxithum post-Baseline values during the
Treatment Period.

Shifts based on the normal range (ie, 1ow, nermal, high, and missing) for each hematology and
clinical chemistry lab parameter.will be ptesented by maximum value during the Treatment
Period relative to Baseline. Similar shift tables for Baseline versus minimum value during the
Treatment Period will also be presentéd. Unscheduled visits will be considered when
determining the maximum-and minimum value during the defined treatment period.

Treatment-emergentymarkedlyabnormal (TEMA) values indicate significant deviations from the
expected range of.age-appropriate values. TEMA laboratory results are those that are observed
post-Baseline-during the Treatment Period but not present at Baseline. TEMA values for serum
chemistry and hematology laboratory parameters are provided in UCB conventional (traditional)
and standard units."The definition of TEMA values for hematology and chemistry values can be
foundin'Section 1.3. The number and percentage of subjects with at least 1 TEMA value will
be(presented’ by scheduled visit, Last Visit, minimum and maximum post-Baseline values
obtained during the Treatment Period for each laboratory parameter (hematology and clinical
chemistry) with markedly abnormal criteria specified.

A table summarizing the number of subjects meeting the potential drug induced liver injury
criteria will also be presented.

The National Cancer Institute common toxicity criteria (NCI CTC) can be found in Section 11.4.
The number and percentage of subjects with treatment emergent laboratory abnormalities of NCI
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CTC grade 2 or higher (hematology and clinical chemistry) will be summarized by laboratory
parameter, and visit for the Treatment Period. Treatment emergent abnormalities of grade 2 or
higher are those that were observed during the Treatment Period at scheduled visits and not
reporting a grade 2 or higher abnormality during the Baseline Period. All treatment emergent
laboratory abnormalities of NCI CTC grade 2 or higher will be presented in a subject number
listing.

Subject data listings of all laboratory data will also be presented.
Any additional lab data will be listed, including positive pregnancy test results listed by subject.
Section 10.4.1, Vital signs, the 2™ paragraph has been revised from:

The number and percentage of subjects with a TEMA value, TEMA low value, and TEMA high
value, at each post-Baseline visit up to Visit 10, for which SBP, DBP and pulse rate:were
scheduled to be assessed, and Last Visit, will be presented. Percentages will be.relative.to the

number of subjects with a value at each time point. The abnormal vital sign. Criteria“are defined in
Section 11.3.3.

Has been changed to:

The number and percentage of subjects with a TEMA value, TEMA low value, and TEMA high
value, at each post-Baseline visit up to Visit 10, fer.which SBP; DBP-and pulse rate were
scheduled to be assessed, and Last Visit, will be presented, Percentages will be relative to the
number of subjects with a value at each time pomt. AFFEMA results summarized will be

presented in a subject number listing. The abnormal vital sign ctiteria are defined in
Section 11.3.3.

Section 10.4.2.2, Analysis of ECGparxameters,)this section has been revised from:

Absolute values and change from.Baselifiyof ECG, parameters will be summarized using
descriptive statistics for the scheduled visits, oyerall, Last Visit, minimum and maximum post-
Baseline values obtained during the Treatment Period, and in each of the age at enrollment
groups. Repeated or unscheduled ECG assessments during the study will not be presented in by-
visit summaries, but will be considered when determining the last visit, minimum, and maximum
post-Baseline values during the Treatment Period. If repeat measurements are taken at a
particular visit, then th¢.average value is used in summaries and the original values are listed.

The number and percentage-of subjects with QT interval values classified as <450ms, 450 to
<480ms, 480 to.<500ms @and >500ms and an increase from Baseline of <30ms, 30 to <60ms and
>60ms will be summartized for uncorrected QT, QTcB, and QTcF by visit.

The number and'percentage of subjects who met each of the criteria specified in Section 11.3.4
will be presentéd within the specified age groups. For each parameter, the number and
percentage of subjects with an abnormality (ie subjects who met any of the criteria specific to
their age) will be summarized for heart rate, PR interval and QRS interval.

Detailed information on the quantitative and qualitative ECG findings will be presented in
subject data listings.

Has been changed to:
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For quantitative ECG measurements (heart rate, RR interval, PR interval, QRS interval, QT
interval, and corrected QT intervals using Bazett and Fridiricia correction methods), summary
statistics of the actual values and change from Baseline (where Baseline is from SP0982 as
defined in Section 0) will be summarized for the scheduled visits, overall, Last Visit, minimum
and maximum post-Baseline values obtained during the Treatment Period, and in each of the
TEMA ECQG criteria age categories. Last visit is the value from the last post-baseline visit during
the Treatment Period. Repeated or unscheduled ECG assessments during the study will not be
presented in by-visit summaries, but will be considered when determining the last visit,
minimum, and maximum post-Baseline values during the Treatment Period. If repeat
measurements are taken at a particular visit, then the average value is used in summaries.and the
original values are listed.

The number and percentage of subjects who met each of the TEMA criteria specified in

Section 11.3.4 will be presented within the specified age groups. For each parameter, the number
and percentage of subjects with an abnormality (ie subjects who met any of the criteria specific
to their age) will be summarized for heart rate, PR interval, QRS interval, QT interval and
corrected QT intervals by scheduled visits and Last Visit during the TreatmentPeriod. Repeated
or unscheduled ECG assessments during the study will not be presented in.by-visit summaries,
but will be considered when determining the last visitvalues during the Treatment Period.
Subject numbers for those with TEMA ECG values will be listed by abnormality criteria.

Detailed information on the quantitative and qualitative E€G findings will be presented in
subject data listings.

Section 10.4.7.2, Analysis of Achenbach variables, the following sentence was added to the end
of this section:

The means of the calculated T-score-will.be plotted by visit.

Section 10.4.8.1, BRIEF-P scores, the followingsentence was added to the end of this section:
The means of the BRIEF-P assessment data will be plotted by visit.

Section 10.4.8.2, BRIEF scores; the following sentence was added to the end of this section:
The means of the BRIEF assessment data will be plotted.

Section 10.4.9, Safety Seizure Anformation, this section changed from:

10.4.9.1 New Seizure Type

The incidencé of new-seizure types i.e. those not experienced in the Prospective Baseline but
experienced‘duringthe Treatment Period as recorded in the diary will be summarized.

10.4.9.2 Increase in days with absence seizures

Response to treatment regarding absence seizures will be based on the percent change in the
number of days with absence seizures per 28 days for the first 2 years of treatment, calculated as
described in Section 8.3.1.1. The number and percentage of subjects experiencing an increase of
up to 25%, >25% to 50%, >50% to 75%, and >75% in the number of days with absence seizures
per 28 days during the first 2 years of the Treatment Period compared to the Prospective Baseline
will be presented.
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10.4.9.3 Increase in days with myoclonic seizures

Response to treatment regarding myoclonic seizures will be based on the percent change in the
number of days with myoclonic seizures per 28 days for the first 2 years of treatment, calculated
as described in Section 8.3.1.1. The number and percentage of subjects experiencing an increase
of up to 25%, >25% to 50%, >50% to 75%, and >75% in the number of days with myoclonic
seizures per 28 days during the first 2 years of the Treatment Period compared to the Prospective
Baseline will be presented.

Has been changed to:
10.4.9.1 New Seizure Type or Worsening Over Time

The number and percentage of subjects with new absence or myoclonic seizure types
experienced in the Treatment Period with absence or myoclonic, respectively, indicated by'the
Seizure History Classification, but not experienced in the Combined Baseline Périod, asrecorded
in the diary, will be summarized overall and by LCM study drug status by, l-month*period of
seizure onset.

The number and percentage of subjects with new absence or myoclonic seizure types
experienced in the Treatment Period but not experienced in Combined Baseline Period or in
seizure classification history, as recorded in the diary, will be'summarized overall and by LCM
study drug status by 1-month period of seizure onset.

The number and percentage of subjects with.néw’absence’or myoclonic seizures in the Treatment
Period, with absence or myoclonic, respectively, indicated by the Seizure History Classification
but not experienced in the Combined Baseline Period as récorded in the diary in subjects with a
history of absence or myoclonic seizutes, respectivelyor'subjects with >50% increase in days
with absence or myoclonic seizures;-respectively, pet 28 days as compared to Prospective
Baseline (for those subjects with absence.or myoclonic seizure data, respectively, reported in the
Prospective Baseline Period in SP0982); will be-summarized overall and by LCM study drug
status by 1 month period of seizure.onset.

The number and percentage of subjects'with >50% increase in days in absence or myoclonic
seizures as compared to Prospective Baseline Period (for those subjects with absence or
myoclonic seizure data,respectively, reported in the Prospective Baseline Period in SP0982),
will be summarized by I-month,period of seizure onset.

10.4.9.2 Increase in days with absence seizures

Response to.treatment regarding absence seizures will be based on the percent change in the
number of'days with absence seizures per 28 days, calculated as described in Section 8.3.1.1.
The number andpetcentage of subjects experiencing an increase of up to 25%, >25% to 50%,
>50% to 75%, and >75% in the number of days with absence seizures per 28 days during the
Treatment Period compared to the Prospective Baseline Period (for those subjects with absence
s€izure data reported in the Prospective Baseline Period in SP0982) will be presented.

10.4.9.3 Increase in days with myoclonic seizures

Response to treatment regarding myoclonic seizures will be based on the percent change in the
number of days with myoclonic seizures per 28 days, calculated as described in Section 8.3.1.1.
The number and percentage of subjects experiencing an increase of up to 25%, >25% to 50%,

Confidential Page 94 of 175



UCB 09 Sep 2022
Statistical Analysis Plan Lacosamide EP0012

>50% to 75%, and >75% in the number of days with myoclonic seizures per 28 days during the
Treatment Period compared to the Prospective Baseline Period (for those subjects with
myoclonic seizure data reported in the Prospective Baseline Period in SP0982) will be presented.

Section 11.2.1, List of other significant AEs, this table has been updated.

Section 11.2.2, List of AEs for potentially drug induced liver injury, this table has been added.
Section 11.3.4, ECG Abnormality Criteria, some of the criteria have been updated.

Section 11.5, Appendix 5, the table titles have been updated in this section.

Section 11.6, the section has been added.

12.2 Amendment 2

12.2.1 Rationale for the amendment

A Type C Meeting request was submitted to FDA on Dec 12, 2018 to IND 057939.Sequence
No.1268 cross-reference IND 068407 and IND 073809. Included in the.package wvas the SP0982
SAP Amendment 3. A Type C Written Response dated 4Mar2019 was-received which prompted
this amendment. Other items were clarified or added.

12.2.2 Modification and changes

e Analyses involving post-treatment vital sign.and QTc.measurements were added

The following item was clarified:

e Algorithm for identifying rescue medications

The following items were added:

e An analysis of subjects withdrawing from background AEDs to monotherapy with LCM
e A new listing of rescue medications

e New variable identifying Asian Sites
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12.2.21 Specific changes
The information below was revised from:

SAP/Amendment Number Date
Final SAP 20 Dec 2016
SAP Amendment #1 10 Dec 2018

Has been revised to:

SAP/Amendment Number Date

Final SAP 20 Dec 2016
SAP Amendment #1 10 Dec 2018
SAP Amendment #2 10 Oct 2019

Section 3.1, General presentation of summaries and analyses, the following.text was added to the
end of the section:

Efficacy analyses will be performed on data reported during analysis, treatment period. PGTCS
analyses will be done on PGTCS data captured while the subject is taking)LCM (gaps 3 days or
less are permitted); if a subject experiences an LCM gap > 3 days, any PGTCS reported during
the gap will not be included in PGTCS summaries. Safety-analyses will be performed on data
reported during the analysis treatment period. All'data réported i the study will be listed in
subject data listings.

Section 3.2.1.5, Completer cohorts, the following sentence was modified from:

A completer cohort will be defined as the subset of subjects in the Full Analysis Set (FAS) that
were enrolled, treated with LCM.for a specified duration of time, and have efficacy data
available for the duration of the cohort;

Was revised to:

A completer cohort will be defined as the.subset of subjects in the Full Analysis Set (FAS) that
were enrolled, treated with"LCM for the specified duration of time (allowing gaps of 3 days or
less), and have efficacy data available for the duration of the cohort.

Section 3.2.1.6, Time Period, the following section was added:

The time periods for the Treatment Period seizure analysis are “0 to 22 Weeks”, “>22 to 46
Weeks”, “>46.to 94 Weeks”, “>94 to 142 Weeks”, “>142 to 190 Weeks”, “>190 to 238 Weeks”,
“0 to 46 Weeks”,“0'to'46 Weeks (> 22 Weeks)”, “0 to 94 Weeks”, “0 to 94 Weeks (> 46
Weeks)’;."0 to 442" Weeks”, “0 to 142 Weeks (>94 Weeks)”, “0 to 190 Weeks”, and “0 to 238
Weeks™. Additional time periods will be added based on the visit schedule as subjects progress
through the study.

The time periods include all data in the time window of the time period of interest including
early termination and end of taper visit data. A calculation may be needed using dates to
determine what time period the early termination and end of taper visit data fit into for each
subject.

Section 3.2.4, the following text was changed from:
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Antiepileptic drugs (AEDs) and benzodiazepines will be collected on the concomitant and prior
medication case report form (CRF) for AEDs. New concomitant AEDs can be added at any time.
Stable use of benzodiazepines is allowed as concomitant AEDs. Intermittent use of

benzodiazepines is allowed as rescue medication for epilepsy indications with a maximum of 1
dose per week. Benzodiazepines used as rescue medication will be flagged with “RESCUE” in
the indication field on the CRF. Rescue benzodiazepines will also be identified programmatically
as any benzodiazepines taken intermittently as 1 dose per week.

Was revised to:

Antiepileptic drugs (AEDs) and benzodiazepines will be collected on the concomitant and prior
medication case report form (CRF) for AEDs. New concomitant AEDs can be added‘atrany time.
Stable use of benzodiazepines is allowed as concomitant AEDs. Intermittent use of

benzodiazepines is allowed as rescue medication for epilepsy indications with'a'maximum of 1
dose per week. Benzodiazepines used as rescue medication will be flagged/with “RESCUE” in
the indication field on the CRF. Rescue AEDs will also be identified programmatically as any
AED with an epilepsy or seizure related indication taken intermittently as 1 dese per week.

Lifetime AEDs are defined as AEDs taken in the subject’s history-and stopped at least 28 days
prior to Visit 1.

Section 4.2, Handling of dropouts or missing data,-the following text was added to the beginning
of the section:

For subjects missing data at the first visit in EP0012;data frem SP0982 will be checked as
follow:

« for subjects who transitioned-frem SP0982'to ERP0O012, final clinic visit data in SP0982 will
be checked for data not reported for V1 _in EP00 2.

» for subjects who are baseline failures or incomplete screen failures in SP0982 who enrolled
in EP0012, baseline data will be used from EP0012 V1 (if prior to first EP0O012 dose) or the
latest data from the screening and baseline visits in SP0982 can be used (also if prior to first
EP0012 dose).

Section 4.2.1, Missing seizure diary days, the following text was changed from:

A subject will only‘be considered seizure-free for absence or myoclonic seizures in the first 2
years if the subject-had <10% of days during the time period being analyzed reported as “not
done”. For years 3-5,when subjects are only required to enter days when absence or myoclonic
seizures oecut, days not reported are assumed to be seizure free.

Was revised to:

For all seizure types, any missing day in the seizure diary during years 1-2 renders a subject to be
net seizure-free due to the lack of information.

Absence or myoclonic subjects will be considered for seizure-free evaluation from all
generalized seizure types in years 1-2 for the applicable time period if the subject had <10% of
days during the time period with seizure data reported as “not done”.
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For years 3-5, when subjects are only required to enter days when generalized seizures occur, a
subject will be considered seizure-free for generalized seizures if the subject has no days
reported with generalized seizures (seizure type=II).

Section 4.9, Data Handling Method of Textual Results in Laboratory Data, the following section
was added:

For laboratory data analysis, any textual data above the upper LOQ (eg. “>n.nnn”) will be set to
the upper LOQ and used when determining the maximum.

The original value will be displayed in subject data listings.
Section 6.2.2, Analysis of other Baseline characteristics, the following text was changed.from:

e SP0982 exit status (Baseline failure, 24-week completer, met exit criteria, incomplete
screener, SP0982 safety follow-up).

Was revised to:

e SP0982 exit status (Baseline failure, 24-week completer, met exit criteria, incomplete
screener, SP0982 safety follow-up, SP0982 early discontinuation):

Section 6.5, Prior and concomitant medications, the following text was ddded to the end of the
section:

AEDs flagged as rescue medications will also be {isted in\subject data listings.

The number of subjects withdrawing to Monotherapy,during the Treatment Period will be
summarized. Withdrawing to monotherapy means the subjeet has documentation that all
background AEDs [except LCM] were discontinued dufing Treatment Period) will be
summarized. A record for the discontinued*AED must’be present in the concomitant AED data.

Section 8. Efficacy Analyses, the following textwas changed from:

Analyses of the efficacy variables will'be performed using the FAS and will be descriptive in
manner only.

All seizure diary data will be listed. A/listing of subjects excluded from the FAS will also be
produced.

Was revised to:

Analyses of the efficacy variables will be performed using the FAS (unless otherwise stated) and
will be descriptive in manner only. Efficacy analyses will be performed on data reported during
analysis treatment period. PGTCS analyses will be done on PGTCS data captured while the
subject.is taking LEM (gaps 3 days or less are permitted); if a subject experiences an LCM gap >
3 days,-any PGTCS reported during the gap will not be included in PGTCS summaries.

Allseizure diary data will be listed. A listing of subjects excluded from the FAS will also be
produced.

Section 8.2.2 Analysis of secondary efficacy variable, the following text was changed from:

The percent change in PGTCS frequency during the Treatment Period by completer cohort will
be summarized with descriptive statistics.

All PGTCS frequency per 28 days data will be listed.
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Was revised to:

The percent change in PGTCS frequency during the Treatment Period by Completer Cohort and
Time Period will be summarized with descriptive statistics.

The percent change in PGTCS frequency over the Treatment Period by Time Period will be
summarized with descriptive statistics.

All PGTCS frequency per 28 days data will be listed.

Section 8.3, Analysis of seizure related other efficacy variables, the following text was added to
the beginning of the section:

All seizure data recorded during the treatment period will be summarized and listed forthe
seizure related other efficacy variables.

For absence seizure analyses, this analysis population will be further restricted.to the subset of
subjects who reported a history of absence seizures or reported absence seizures during baseline
or the treatment period.

For myoclonic seizure analyses, this analysis population will be further restricted to the subset of
subjects who reported a history of myoclonic seizures or reported.myoclonic seizures during
baseline or the treatment period.

Section 8.3.1.5 Variables: Seizure-free status, thefollowingtext was added:

For all seizure types, any missing day in theseizure diary during)years 1-2 renders a subject to be
not seizure-free due to the lack of information.

Section 8.3.1.5 Variables: Seizure-free Status, the'following text was changed from:

Seizure-free status will be determined for a particular time period. A subject will have seizure-
free status from PGTCS for the time period if thesubject completed the time period and reported
“no PGTC seizures” or “not done” for-all days during the time period.

A seizure-free day from generalized seizures will be defined as a day where no generalized
seizures (seizure type=II) were réported.in the seizure diary and seizures were assessed. Days in
the seizure diary which are. marked. as*“not done” on the CRF will not be counted as a seizure
free day.

A subject will have seizure-free status from all generalized seizure types for the applicable
time period if the'subject-ecompleted the time period and reported zero generalized seizures for all
days during the.time périod when the number of generalized seizures was available, and had
<10% of days during the time period with seizure data reported as “not done”.

For years'3-5, the following definitions will be used:

A'seizute-free day from PGTCS will be defined as a day where no PGTCS were reported in
the seizure diary.

Seizure-free status from PGTCS will be determined for a particular time period. A subject
will have seizure-free status from PGTCS for the time period if the subject completed the time
period and no PGTCS were reported during the time period.

A seizure-free day from generalized seizures will be defined as a day where no generalized
seizures (seizure type=II) were reported in the seizure diary.
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A subject will have seizure-free status from all generalized seizure types for the applicable
time period if the subject completed the time period and reported zero seizures during the time
period.

Was revised to:

PGTCS free status will be determined for a particular time period. A subject will have seizure-
free status from PGTCS for the time period if the subject completed the time period and reported
only a combination of “no PGTC seizures” or “not done” for all days during the time period. If 1
or more PGTCS are reported in the time period or if the seizure data is missing, then the subject
does not have PGTCS free status=Yes for the time period.

A seizure-free day from generalized seizures will be defined as a day where no generalized
seizures (seizure type=II) were reported in the seizure diary and seizures were assessed. An
absence or myoclonic subject will be considered for seizure-free evaluation fergeneralized
seizure-free status in years 1-2 for the applicable time period if the subject had <10% of days
during the time period with seizure data reported as “not done”. If 1 or more seizure type=II
seizures are reported in the time period, if there is missing data or if therfe are 10% or more “Not
done” days for an absence and/or myoclonic seizure subject, then the subject.does not have
generalized seizure-free status=Yes for the time period:

For years 3-5, the following definitions will be used:

A seizure-free day from PGTCS will be defined as a day where no PGTCS were reported in the
seizure diary.

Seizure-free status from PGTCS will be.determined for aparticular time period. A subject will
have seizure-free status from PGTCS for the time peried.-if the subject completed the time period
and no PGTCS were reported during-the timeperiod. If 1 or more PGTCS are reported in the
time period, then the subject does\not have PGTC s¢izure-free status=Yes for the time period.

A seizure-free day from generalized seizures:will be defined as a day where no generalized
seizures (seizure type=II) were reported inthe seizure diary.

A subject will have seizure-free status)from all generalized seizure types for the applicable time
period if the subject completed the'time period and reported zero seizure type=II seizures during
the time period. If 1 ormore seizure type=II seizures are reported in the time period, then the
subject does not have generalized seizure-free status=Yes for the time period.

Section 8.3.1.7\¥ariable{ Worsening of days with absence seizures, the following text was
changed from:

Response to treatthent will be based on the percent change in days with absence seizures, as
calculated in Séction 8.3.1.1. Worsening is defined as a subject experiencing >50% increase in
days with absence seizures per 28 days from Prospective Baseline Period to the period of
interest, for the subjects reporting absence seizures during the Prospective Baseline Period from
SP0982.

Was revised to:

Response to treatment will be based on the percent change in days with absence seizures per 28
days, as calculated in Section 8.3.1.1. Worsening is defined as a subject experiencing >50%
increase in days with absence seizures per 28 days from Prospective Baseline Period to the
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period of interest, for the subjects reporting absence seizures during the Prospective Baseline
Period from SP0982.

The increase in days with absence seizures per 28 days from Prospective Baseline will be
categorized as >0 to 25%, >25 to 50%, >50 to 75%, and >75% to the period of interest, for the
subjects reporting absence seizures during the Prospective Baseline Period from SP0982.

Section 8.3.1.8 Variable: Worsening of days with myoclonic seizures, the following text was
changed from:

Response to treatment will be based on the percent change in days with myoclonic seizures; as
calculated in Section 8.3.1.1. Worsening is defined as a subject experiencing >50% increase in
days with myoclonic seizures per 28 days from Prospective Baseline Period to the period of
interest, for the subjects reporting myoclonic seizures during the Prospective Baseline Period
from SP0982.

Was revised to:

Response to treatment will be based on the percent change in days with mnyoclenie’seizures per
28 days, as calculated in Section 8.3.1.1. Worsening is defined as a subject experiencing >50%
increase in days with myoclonic seizures per 28 days from Prospective, Baseline Period to the

period of interest, for the subjects reporting myoclofic seizutes duringthe Prospective Baseline
Period from SP0982.

The increase in days with myoclonic seizures per 28 days/from-Prospective Baseline will be
categorized as >0 to 25%, >25 to 50%, >50.to 75%; and >75% to the period of interest, for the
subjects reporting myoclonic seizures.during the-Prospective Baseline Period from SP0982.

Section 8.3.2 Analysis of seizure-related othér efficacy-variables — throughout this section, it was
clarified which analysis would be perforimed on the.SS.

Section 8.3.2.1 Analysis: Days with seizures pér 28 days, the following text was changed from:
The following data will be summarized with descriptive statistics only:

e Change in days with absence seizures per 28 days relative to the Prospective Baseline Period
by Baseline age in SP0982 and completer cohort

e Percent change inddays with absence seizures per 28 days relative to the Prospective Baseline
Period by Baseline age in SP0982 and completer cohort

¢ Change in-days withumyoclonic seizures per 28 days relative to the Prospective Baseline
Period by, Baselinejage in SP0982 and completer cohort

e Percent change in days with myoclonic seizures per 28 days relative to the Prospective
Baseline Period by Baseline age in SP0982 and completer cohort.

All'seizure days data for absence and myoclonic seizures will be listed.
Was revised to:
The following data will be summarized with descriptive statistics only:

e Change in days with absence seizures per 28 days relative to the Prospective Baseline Period
by Baseline age in SP0982 and Completer Cohort
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e Change in days with absence seizures per 28 days relative to the Prospective Baseline Period
by Baseline age in SP0982 and Time Period

e Percent change in days with absence seizures per 28 days relative to the Prospective Baseline
Period by Baseline age in SP0982 and Completer Cohort

e Percent change in days with absence seizures per 28 days relative to the Prospective Baseline
Period by Baseline age in SP0982 and Time Period

e Change in days with myoclonic seizures per 28 days relative to the Prospective Baseline
Period by Baseline age in SP0982 and Completer Cohort

e Change in days with myoclonic seizures per 28 days relative to the Prospective Baseline
Period by Baseline age in SP0982 and Time Period

e Percent change in days with myoclonic seizures per 28 days relative to the:Prospective
Baseline Period by Baseline age in SP0982 and Completer Cohort.

e Percent change in days with myoclonic seizures per 28 days relative to the Prospective
Baseline Period by Baseline age in SP0982 and Time Period

All seizure days data for absence and myoclonic seizures will be listed.

Section 8.3.2.2 Analysis: Responder status — reduction in PGTCS frequency, the following text
was changed from:

The number and percentage of >50% and >75% responders will’be summarized by completer
cohort and Treatment Period.

Was revised to:

The number and percentage of 250% and>75% responders will be summarized Time Period and
Treatment Period.

Section 8.3.2.3Analysis: Responder: status —téduction in days with absence seizures, the
following text was changed froni:

The number and percentage.of >50% and >75% responders will be summarized by completer
cohort and Treatment Pertod.

Was revised to:

The number and percentage of >50% and >75% responders will be summarized by Time Period
and Treatment Period:

Section 8:3.2.4 Analysis: Responder status — reduction in days with myoclonic seizures, the
following text was changed from:

The number/and percentage of >50% and >75% responders will be summarized by completer
cehort and Treatment Period.

Was revised to:

The number and percentage of >50% and >75% responders will be summarized by Time Period
and Treatment Period.

Section 8.3.2.6 Analysis: PGTCS worsening, the following text was changed from:
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The number and percentage of subjects with seizure worsening, >50% increase in PGTCS
frequency per 28 days, will be summarized by completer cohort and Treatment Period.

Was revised to:

The number and percentage of subjects with seizure worsening, >50% increase in PGTCS
frequency per 28 days, will be summarized by Time Period and Treatment Period.

Section 8.3.2.7 Analysis: Worsening in days with absence seizures, the following text was
changed from:

The number and percentage of subject with >50% increase in days with absence seizuresper 28
days will be summarized by completer cohort and Treatment Period.

Was revised to:

The number and percentage of subject with >50% increase in days with absence.seizures,per 28
days will be summarized by Time Period and Treatment Period.

Section 8.3.2.8 Analysis: Worsening in days with myoclonic seizures, thefollowing text was
changed from:

The number and percentage of subjects with >50% increase in days with/myoclonic seizures per
28 days will be summarized by completer cohort and/Treatment Period:

Was revised to:

The number and percentage of subject with >50% inerease in days with myoclonic seizures per
28 days will be summarized by Time Period and Treatment Period.

Section 10.2 Adverse events, the following rest was changed from:

The 100 person-months of exposure calculation takes the incidence of subjects with TEAEs,
divides it by the total exposure and multiplies by.100.

Was revised to:

The 100 person-months of exposure calculation takes the incidence of subjects with TEAEs,
divides it by the total exposure in months and multiplies by 100. Exposure in days is divided by
28 days to get exposuredn-months:

Section 10.3  Clinical laboratory evaluations, the following text was changed from:

The definition of TEMA(values for hematology and chemistry values can be found in

Section 11.3.“The number and percentage of subjects with at least 1 TEMA value will be
presented-by-scheduled visit, Last Visit, minimum and maximum post-Baseline values obtained
during the Treatment Period for each laboratory parameter (hematology and clinical chemistry)
with(markedly abnormal criteria specified.

Was revised to:

The definition of TEMA values for hematology and chemistry values can be found in

Section 11.3. The number and percentage of subjects with at least 1 TEMA value will be
presented by scheduled visit, Last Visit, Early Termination Visit, minimum and maximum post-
Baseline values obtained during the Treatment Period for each laboratory parameter (hematology
and clinical chemistry) with markedly abnormal criteria specified. A subject can be summarized
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in multiple minimum and maximum post-Baseline categories if the subject appears in multiple
age categories (eg, Pediatric subjects) for the markedly abnormal criteria.

Section 10.4  Vital signs, physical findings, and other observations related to safety, the
following text was changed from:

The number and percentage of subjects with a TEMA value, TEMA low value, and TEMA high
value, at each post-Baseline visit up to Visit 10, for which SBP, DBP and pulse rate were
scheduled to be assessed, and Last Visit, will be presented. Percentages will be relative to the
number of subjects with a value at each time point. All TEMA results summarized will be

presented in a subject number listing. The abnormal vital sign criteria are defined in
Section 11.3.3.

Was revised to:

The number and percentage of subjects with at least | TEMA value will be presented at'each
post-Baseline visit, Last Visit, Early Termination Visit and minimum and\haximum post-
Baseline values obtained during the Treatment Period. Percentages will'be relativeyto the number
of subjects with a value at each time point.

A subject can be summarized in multiple minimum and maximum-‘post-Baseline categories if the
subject appears in multiple age categories (eg. Pediatric subjects) for the"TEMA criteria.

Section 10.4.2.2 Analysis of ECG parameters, thefollowing text was.changed from:

The number and percentage of subjects who met each'of the TEMA criteria specified in

Section 11.3.4 will be presented within the.specifiedage groups. For each parameter, the number
and percentage of subjects with an abhormality (ie subjeets who met any of the criteria specific
to their age) will be summarized for heart rate,)PR interval, QRS interval, QT interval and
corrected QT intervals by scheduled visits.and Last. Visit during the Treatment Period. Repeated
or unscheduled ECG assessments during; the studywill not be presented in by visit summaries,
but will be considered when determining the-last visit values during the Treatment Period.
Subject numbers for those with TEMA ECG values will be listed by abnormality criteria.

Was revised to:

The number and percentage of subjects who met each of the TEMA criteria specified in Section
11.3.4 will be presented withimthe specified age groups. For each parameter, the number and
percentage of subjects with-an abnormality (ie subjects who met any of the criteria specific to
their age) will be summatized for heart rate, PR interval, QRS interval, QT interval and corrected
QT intervals by'scheduled visits and Last Visit, Early Termination Visit, minimum and
maximumrpost-Baseline values obtained during the Treatment Period. A subject can be
summarized in.multiple minimum and maximum post-Baseline categories if the subject appears
in multiple age categories (eg, Pediatric subjects) for the TEMA criteria.

Repeated or unscheduled ECG assessments during the study will not be presented in by visit
summaries, but will be considered when determining the last visit values during the Treatment
Period. Subject numbers for those with TEMA ECG values will be listed by abnormality criteria.

The number and percentage of subjects with QT interval values classified as <450ms, 450 to
<480ms, 480 to <500ms and >500ms and an increase from Baseline of <30ms, 30 to <60ms and
>60ms will be summarized for uncorrected QT, QTcB, and QTcF by visit.

Confidential Page 104 of 175



UCB 09 Sep 2022
Statistical Analysis Plan Lacosamide EP0012

Section 10.4.8.2 BRIEF scores, Table 4, question 28 was added to the list of items used for
scoring of Plan/Organize individual component score

Section 11.3.1 Hematology, the following table was changed from:
Table 12 Hematology Markedly Abnormal Values

Parameter UNIT abnormality unit Abnormality
(conventional) | Criteria (standard) Criteria (standard
(conventional unit)
unit)
Hematocrit % <85% of LLN % <85% of LLN
>115% of ULN >115% of ULN
Hemoglobin g/dL <85% of LLN g/L <85% of LLN
>115% of ULN >115% of ULN
WBC/Leukocytes 10°/L <3.0 G/L <3.0
>16.0 >16.0
Platelets 10°/L <100 G/L <100
>600 >600
RBC/ 10'4/L <3.5 T/L <3.5
Erythrocytes

Abbreviations: LLN=lower limit of normal, ULN=upper limit of normal.
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Was revised to:
Parameter Age UNIT Abnormality Unit Abnormality
Range (conventional | Criteria . (standard Crl-terla (standard
) (conventional ) unit)
unit)
Hematocrit 2y -<17y | % <29 % <29
>47 >47
=17y <85% of LLN <85% of. DLN
=115% of ULN =115% 0f ULN
Hemoglobin 2y -<17y | g/dL <9.5 g/L <95
>16.0 >160
=17y <85% of LLN <85% of LLN
=115% of ULN = 115% of ULN
WBC/ All 10°/L <3.0 G/L 3.0
Leukocytes >16.0 =16.0
Lymphocytes 2y - <6y 10°/L <0.7 G/L <0.7
Absolute >6.9 >6.9
=6y <0.6 <0.6
>500 >5.0
Basophils >1m % =5.0 % >5.0
Basophils >1m 10°/L >0.4 G/L >0.4
Absolute
Eosinophils >Im % =10 % >10
Eosinophils >1m 10°7L >1.0 G/L >1.0
Absolute
Monocytes >1m % >20.0 % >20.0
Monocytes >1m 10%/L >2.0 G/L >2.0
Absolute
Neutrophils >1m 101 <1.5 G/L <l.5
Absolute
Platelets >1m 10°/L <100 G/L <100
>600 >600
RBC/ =72y 10"%/L <35 T/L <35
Erythrocytes

Abbreviationsy ANC = absolute neutrophil count;
upper limit of normal; y = year.

A month is defined as 30 days; a year is defined as 365.25 days.
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Section 11.3.2 Chemistry, the following table was changed from:
Table 13 Chemistry - Markedly Abnormal Values
Parameter UNIT Abnormality Criteria Unit Abnormality
(conventional) (conventional) (standard) Criteria
(standard)
AST (SGOT) U/L >3.0 x ULN U/L >3.0 x ULN
>5.0 x ULN >5.0X"\ULN
>10.0 x ULN >10.0 x ULN
ALT (SGPT) U/L >3.0 x ULN U/L >3.0x"ULN
>5.0 x ULN >5.0 x ULN
>10.0 x ULN >10.0 x ULN
Alkaline U/L >3.0 x ULN U/L >3.0 x ULN
Phosphatase
GGT U/L >3.0x ULN U/L >3.0 x ULN
Total Bilirubin mg/dL >2.0 umol/L >34.208
Total Protein g/dL <4.3 g/L <43
>13.0 >130
Albumin g/dL <2.6 g/L <26
BUN mg/dL >40 mmol/L >14.28
Creatinine mg/dL >2.0 umol/L >176.8
Creatinine mly/min <50 mL/s <0.835
Clearance*
Bicarbonate mEq/L <18 mmol/L <18
>38 >38
Calcium mg/dL <7.6 mmol/L <1.9
>11.0 >2.75
Chloride mEq/L <90 mmol/L <90
>112 >112
Confidential Page 107 of 175



UCB 09 Sep 2022
Statistical Analysis Plan Lacosamide EP0012
Parameter UNIT Abnormality Criteria Unit Abnormality
(conventional) (conventional) (standard) Criteria
(standard)
Phosphorous mg/dL <2.0 mmol/L <0.646
>6.0 >1.938
Potassium mEq/L <3.0 mmol/L <3.0
>6.0 >6.0
Sodium mEq/L <127 mmol/L <127
>151 >151
Glucose mg/dL <50 mmol/L <2.775
>200 >11.1
Uric Acid mg/dL >9.5 umol/I¢ >565.06

Abbreviations: ALT=alanine aminotransferase; AS =aspartate aminotransferase; BUN=blood urea nitrogen;

GGT=gamma-glutamyltransferase; ULN=upper limit ofinormal;

*Cr Cl ml/min=[Height (cm) * 0.55] / serum creatinine Cockroft equation (subjects >12):

Male: Cr Cl ml/min=[(140-age) x body weight, (kg)] / (72-x.serum creatinine);
Female: Cr Cl ml/min=[(140-age) x body weight (kg)]*/ (72 x serum-Creatinine)] x 0.85.
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Was revised to:
Parameter Age UNIT abnormality unit Abnormality
Range (conventional) Crlterla' (standard) Criteria
(conventional) (standard)
AST (SGOT) All U/L >3.0 x ULN U/L >3.0 x ULN
>5.0x ULN >5.0x ULN
>10.0 x ULN =10.0 x ULN
ALT (SGPT) All U/L >3.0 x ULN U/L >3.0 x ULN
>5.0x ULN >5.0 x ULN
>10.0 x ULN =100xULN
Alkaline 4y -<10y | U/L =834 U/L =834
Phosphatase
10y - =1761 =176l
<17y
=17y =3.0 x ULN =3.0 x ULN
GGT ly-<13y | UL =66 U/L =66
13y - =126 =126
<17y
=17y =3.0'x ULN =3.0x ULN
Total Bilirubin | >1m mg/dL >2.0 umol/L >34.208
Total Protein ly -<17y | g/dL <43 g/L <43
>12.0 >120
=17y <43 <43
>13.0 >130
Albumin =ly - g/dL <2.4 g/L <24
<17y >8.4 >84
=17y <2.6 <26
BUN ly -<17y | mg/dL =136 mmol/L =12.852
=17y =40 =14.28
Urea =1y mg/dL >60 mmol/L >10.02
Creatinine 1y <10y | mg/dL >1.2 umol/L >106.8
10y - >1.8 >159.12
<léy
=16y =2.0 =176.8
Creatinine All mL/min <50 mL/s <0.835
Clearance*
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Parameter Age UNIT abnormality unit Abnormality
Range (conventional) Crlterla' (standard) Criteria
(conventional) (standard)
Bicarbonate >1m - mEq/L <15 mmol/L <15
<17y >38 >38
=17y <18 <18
>38 >38
Calcium ly - <17y | mg/dL <7.4 mmol/L <1.85
>11.7 >2.925
=17y <7.6 <1.9
=11.0 =215
Chloride >1m mEq/L <90 mmol/L <90
>112 >112
Phosphorous ly - <17y | mg/dL <1.8 mmol/L <0.5814
>7.4 =2.3902
=17y <2.0 <0.646
=6.0 =1.938
Potassium =1y mEq/L <3.0 mmol/L <3.0
=6.0 =6.0
Sodium >1m mEq/L <127 mmol/L <127
>151 >151
Glucose >Im - mg/dL <50 mmol/L <2.775
<17y =180 >9.99
=17y <50 <2.775
=200 =11.1
Total >ly mg/dL >250 mmol/L >6.475
Cholesterol
LDL ly - <17y | mg/dL >140 mmol/L >3.626
(calculated) =17y =200 518
HDL >2y mg/dLC <20 mmol/L <0.518
Triglycerides =y mg/dL >300 mmol/L >3.39
Uric Acid ly -<13y | mg/dL >6.5 umol/L >386.62
13yt~ >8.6 >511.528
<17y
=17y >9.5 >565.06
Thyroxine (T4) | =1y ug/dL <3.8 nmol/L <48.9098
=135 =173.7585
Globulin =1y g/dL <1.2 g/L <12
>5.3 >53
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Abbreviations: ALT = alanine aminotransferase; AST = aspartate aminotransferase; BUN = blood urea nitrogen;
dL = deciliter; GGT: gamma-glutamyltransferase; L = liter; LLN = lower limit of normal; m = month; mg =
milligram; mmol = millimoles; pg = microgram; U = unit; ULN = upper limit of normal; y = year.

*Cr Cl ml/min = [Height (cm) * 0.55] / serum creatinine Cockroft equation (subjects >12);
Male: Cr Cl ml/min = [(140-age) x body weight (kg)] / (72 x serum creatinine);
Female: Cr Cl ml/min = [(140-age) x body weight (kg)] / (72 x serum creatinine)] x 0.85.

Section 11.3.3 Vital signs, the following table was changed from:
Table 14 Vital Signs Abnormality Criteria

Parameter Age Range Abnormality Criteria
Pulse Rate 3y -<12y <60
(beats/minute) ~130
12y - <17y <50
>120
>17y <50 and‘a'decrease from Baseline of >15

>120'and an increase from Baseline of >15

Systolic Blood 3y -<12y <80
Pressure (mmHg) ~140
12y - <17y <90
>160

>17y <90 and a decrease from Baseline of >20

> 180 and an increase from Baseline of >20

Diastolic Blood: Jy - <12y <50
Pressure (mmHg) ~80
12y - <17y <50
>105

>17y <50 and a decrease from Baseline of >15

>105 and an increase from Baseline of > 15

Abbreviations: m=month, y=year. A month is defined as 30 days; a year is defined as 365.25 days.

source: http://www.cdc.gov/growthcharts/
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Was revised to:

Table 15 Vital Signs Abnormality Criteria

Parameter Age Range

Pulse Rate 3y -<12y <60
(beats/minute)

>130

Abnormality Criteria

12y - <17y <50

>120

>17y <50 and a decrease from Baseline of >15

>120 and an increase from Baseline of >15
<60?
>100*

Systolic Blood 3y -<12y <80
Pressure (mmHg)

=140

12y - <17y <90

>160

>17y <90-and a decrease from Baseline of >20

>/180 and an increase from Baseline of >20
<90?
>140?
>160*

Diastolic Blood 3y=<12y <50
Pressure (mmHg)

>80

12y - <17y <50

>105

>17y <50 and a decrease from Baseline of >15

>105 and an increase from Baseline of > 15
<50°
>90?
>100?
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Parameter Age Range Abnormality Criteria
Body Weight Im - <17y <3% or 97% of the normal body weight growth
curve ranges based on gender and the age of subject
on date of weight assessment®
>17y > 10% change from Baseline (an increase or a

decrease)* >7% change from Baseline (an increase

or a decrease)®

Abbreviations: m=month, y=year. A month is defined as 30 days; a year is defined as 365.25 days.

a Type C Meeting Written Response Dated 4 Mar 2019 (Response to the Type C Meeting Request(submitted-on-Dec

12,2018 to IND 057939 Sequence No. 1268 cross-reference IND 068407 and IND 073809)

b,

source: http://www.cdc.gov/growthcharts/

Section 11.3.4 ECG, the following table was changed from:

Table 16 ECGs Abnormality Criteria
Parameter Age Abnormality. Criteria
QT interval (ms) Im-<12y >500
<450, 450+<480,'480-<500, >500 or <30, 30-<60,
>12y >60increase from Baseline
QTc(F) (ms) 3y-<l2y >440, or >15% increase from Baseline
>12y- <17y >440, or >15% increase from Baseline
<450, 450-<480, 480-<500, >500 or <30, 30-<60,
=17y >60 increase from Baseline
QTc(B) (ms) 3y-<12y >450, or >15% increase from Baseline
>12y- <17y >450, or >15% increase from Baseline
<450, 450-<480, 480-<500, >500 or <30, 30-<60,
>17y >60 increase from Baseline
PRunterval (ms) 3y-<12y >180, or >25% increase from Baseline
>12y -<17y >200, or >25% increase from Baseline
>17y Treatment-emergent value >200, >220, >250
QRS interval (ms) 3y-<12y >100, or>25% increase from Baseline
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>12y - <17y >110, or >25% increase from Baseline
>17y Treatment-emergent value >100, >120, >140
Heart rate (bpm) 3y-<12y <60, >130
>12y <50, >120

Was revised to:

Table 17 ECGs Abnormality Criteria

Parameter Age Abnormality Criteria
QT interval (ms) Im-<12y >500
>12y >500 or >60 increase.from-Baseline
QTc(F) (ms) 3y-<12y >440, or >15%'increase from Baseline
>12y- <17y >440, or>15% increase from Baseline
>17y >450, >480=, >500 or >60 increase from Baseline
QTc(B) (ms) 3y-<12y >450, or>15% increase from Baseline
>12y- <17y >450, or >15% increase from Baseline
>17y >450, >4804, >500 or >60 increase from Baseline
PR interval (ms) 3y-<12y >180, or >25% increase from Baseline
>12y - <ITy >200, or >25% increase from Baseline
=17y Treatment-emergent value >200, >220, >250
QRS interval (ms) 3y-<12y >100, or >25% increase from Baseline
>12y - <17y >110, or >25% increase from Baseline
>17y Treatment-emergent value >100, >120, >140
Heart rate (bpm) 3y-<12y <60, >130
>12y <50, >120

2 Type C Meeting Written Response dated 4 Mar 2019 (Response to the Type C Meeting Request submitted on Dec
12, 2018 to IND 057939 Sequence No. 1268 cross-reference IND 068407 and IND 073809)
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Section 11.5, Appendix 5: Tables required for Article 41 (EudraCT), clinicaltrials.gov and
Article 46 (European Pediatric Regulation), the following text was changed from:

Disposition and Discontinuation Reasons by Development
Discontinuation due to AEs

Demographics by Development*

Baseline Characteristics by Development*

LCM Overall Exposure by Development*

Study Medication Duration by Development

Incidence of TEAEs by Development — Overview™

Incidence of TEAEs by Development*

Incidence of Serious TEAEs by Development*

Incidence of Non-serious TEAEs*

Incidence of TEAEs by Relationship and Development#*
Incidence of TEAEs Leading to Discontinuation by‘Development™
Incidence of Serious TEAEs by Relationship*

Incidence of Non-serious TEAEs by Relationship*

Incidence of Fatal TEAEs by Relationship*

Incidence of Non-serious TEAEs Above Reporting Threshold of 5% of Subjects*

Incidence of Non-serious TEAEs{AboveReporting Threshold of 5% of Subjects by
Relationship*

Was revised to:

Disposition and Discontinuation Reasons'by Development
Discontinuation due to AES

Demographics by Development

Baseline Characteéristics by:Development

ILAE Seizure Classification History by Development
Classification of*Epileptic Syndrome by Development
AEDs and Benzodiazepines at Study Entry by Development

Increase in Days with Absence Seizures During the Treatment Period Compared to Prospective
Baseline by Development

Increase in Days with Myoclonic Seizures During the Treatment Period Compared to
Prospective Baseline by Development

Study Medication Duration by Development
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Cumulative Study Medication Duration by Development

Study Medication Daily Dosing by Development

Incidence of TEAEs by Development — Overview

Incidence of TEAEs by Development

Incidence of Serious TEAEs by Development

Incidence of Non-serious TEAEs

Incidence of TEAEs by Relationship and Development

Incidence of TEAEs Leading to Discontinuation by Development

Incidence of Serious TEAEs by Relationship

Incidence of Non-serious TEAEs by Relationship

Incidence of Fatal TEAEs by Relationship

Incidence of Non-serious TEAEs Above Reporting Threshold of 5%-0f Subjects
Incidence of Non-serious TEAEs Above Reporting Threshold of 5% of Subjects by Relationship
12-Lead ECG Summary by Development

Treatment-Emergent Abnormal 12-Lead ECG{Findingsfor Subjects by Development

Tables in this section are not referred to in‘the bodyof'the SAP:“Tables summarizing
Development may show columns for Pediatrics andrAdultsS'where Pediatrics are the subjects in
EP0012 aged 17 or less and Adults are the subjeets in'EP0012 aged 18 or more or the table may
be generated by Pediatrics and Adults.

Section 11.6, Additional Subgroups to be programmed in ADSL, the following text was added to
the end of the section:

Subjects enrolled at Asian study sites (Asian, non-Asian) — Asian sites are those in Taiwan,
South Korea, China and Japan,

12.3 Amendment 3
12.3.1 Rationale for the amendment
SAP Amendment3’'was issued because

e Protocel Amendments #4 and #5 occurred,

o CRFs were added to the clinical database (i.e. related to COVID-19, medical history,
seizureclassification),

¢ Textwas added to address handling COVID-19,

e for seizures, a database change of documenting missing seizure data as “Not Done” for
all missing days in the data, in addition to the “Not Done” as reported by the subject; this
prompted the changing of the efficacy algorithm for counting PGTCS to no longer
assume zero PGTCS for reports of “Not Done”

e new analyses were added involving generalized seizure and all seizure types and
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e other analysis items throughout the SAP were also clarified.

12.3.2 Modification and changes
12.3.21 Specific changes
The information below was revised from

SAP/Amendment Number Date

Final SAP 20 Dec 2016
SAP Amendment #1 10 Dec 2018
SAP Amendment #2 10 Oct 2019

Has been revised to:

SAP/Amendment Number Date

Final SAP 20 Dec 2016
SAP Amendment #1 10 Dec 2018
SAP Amendment #2 10 Oct 2019
SAP Amendment #3 15 Nov 2021

The following list of abbreviations were added.:
COVID-19  Coronavirus disease 2019

II generalized seizures

A absence seizures

IIB myoclonic seizures

IIE primary generalized-tonic-clonic seizutes
IPD important protocol deviation

MA markedly abnormal

SAE serious adverse-event

SPD specification of protocol deviations

Section 1 Introduction

This Statistical Analysis Plan (SAP) describes the planned analysis and reporting for protocol

number EP0012.

Has been révised to:

This Statistical Analysis Plan (SAP) describes the planned analysis and reporting for protocol
number EPQ012, through protocol amendment #5; the data summarized will be from EP0012
unless otherwise stated. Since EP0012 is an open-label extension of SP0982, the SP0982 SAP
Amendment #4 should be consulted for how variables were calculated for the randomized

subjects rolling into EP0012.
Section 2.2.1.1 Primary safety variables,

The primary safety variables are:

Confidential Page 117 of 175



UCB

09 Sep 2022

Statistical Analysis Plan Lacosamide EP0012

Adverse events (AEs) as reported spontaneously by the subject and/or caregiver or observed
by the investigator

Subject withdrawals due to AEs
Incidence of new seizure types during the Treatment Period

Subjects with an increase of up to 25%, >25% to 50%, >50% to 75%, and >75% in days with
absence seizures per 28 days during the Treatment Period as compared to the Prospective
Baseline Period

Subjects with an increase of up to 25%, >25% to 50%, >50% to 75%, and >75% in days with
myoclonic seizures per 28 days during the Treatment Period as compared to the Prospective
Baseline Period

Has been revised to:

The primary safety variables are:

The incidence of TEAESs over the duration of the Treatment Period
Subject withdrawals due to TEAEs

Incidence of new appearance of absence of absence and/otmyoclonic seizures during the
Treatment Period

An increase of up to 25%, >25% to 50%; >50% to75%, and>75% in days with absence
seizures per 28 days during the Treatment Period as-compared to the Prospective Baseline
Period

An increase of up to 25%, >25% to 50%,>50% t6-75%, and >75% in days with myoclonic
seizures per 28 days during the Treatment Period as compared to the Prospective Baseline
Period

At least 50% worsening in days.with absence seizures

At least 50% worsening in days with myoclonic seizures

Section 2.2.1.2 Secondary, safety variables

Secondary safety variables are;

Changes in hématology;.chemistry, and urinalysis parameters
Changes.in 12-lead electrocardiogram (ECG)

Changes in vital Sign measurements (ie, blood pressure (BP) and pulse rate), including body
mass index.(BMI) and physical (including neurological) examination findings

Has 'been revised to:

Secondary safety variables are:

Percentage of treatment-emergent marked abnormalities in hematology and chemistry
parameters

Percent of treatment-emergent marked abnormalities in 12-lead electrocardiogram (ECG)
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Percentage of treatment-emergent marked abnormalities in vital sign measurements (ie, blood
pressure (BP) and pulse rate)

Section 2.2.1.3 Other safety variables
Other safety variables are:

e Achenbach Child Behavior Checklist (CBCL)1%2-5 or CBCL/6-18

e Cognitive function assessment Behavior Rating Inventory of Executive Function
(BRIEF)/BRIEF-P

Has been revised to:

Other safety variables are:

e Changes in hematology, chemistry, and urinalysis parameters
e Changes in 12-Lead ECGs

e Changes in vital sign measurements (ie. BP and pulse rate), including-weight and height and
physical (including neurological) examination findings

e Achenbach Child Behavior Checklist (CBCL)1%:-5"or CBCI/6-18 (fotr'pediatric subjects
only)

e Cognitive function assessment Behavior Rating Inventory of Executive Function
(BRIEF)/BRIEF-P (for pediatric subjeets only)

Section 2.2.2.3 Other efficacy variables:
The other efficacy variables are:

e Change in days with myoclonic seizures per 28 days relative to the Prospective Baseline
Period

e Percent change in days with myecloni¢ seizures per 28 days relative to the Prospective
Baseline Period

e Change in days with absence seizutes per 28 days relative to the Prospective Baseline Period

e Percent change inddays with absence seizures per 28 days relative to the Prospective Baseline
Period

e Percentage.of subjects-with at least a 50% reduction in PGTCS frequency compared to the
Combined Baseline Period

o Percentage of subjects with at least a 50% reduction in myoclonic seizure days compared to
the Prospéctive Baseline Period

¢ ) Percentage of subjects with at least a 50% reduction in absence seizure days compared to the
Prospective Baseline Period

e Seizure-free status (yes/no) for PGTCS

e Seizure-free status (yes/no) for all generalized seizure types
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Change from Baseline in Patient-Weighted Quality of Life in Epilepsy Inventory-Form 31
(QOLIE-31-P) subscale (Seizure Worry, Daily Activities/Social Functioning,
Energy/Fatigue, Emotional Well-being, Mental Activity/Cognitive Functioning, Overall
Quality of Life, and Medication Effects) and total scores in subjects >18 years of age or
change from Baseline in the Pediatric Quality of Life Inventory (PedsQL) subscale (Physical
Functioning, Emotional Functioning, Social Functioning, and School Functioning) and total
scores in subjects <18 years of age for the first two years of treatment

Change from Baseline in the EQ-5D-3L visual analogue scale (VAS) score and change in
utility as converted from the 5 dimensions (for subjects >12 years of age) for the first.two
years of treatment

Healthcare resource use: medical procedures, hospitalizations, and healthcare provider visits
for the first two years of treatment

Number of working or school days lost by subject due to epilepsy for.thedirst twe_years of
treatment

Number of days with help from a caregiver due to epilepsy for the.first.two, years of
treatment

Has been revised to:

The other efficacy variables are:

Change in days with myoclonic seizurés per 28 days relative'to the Prospective Baseline
Period

Percent change in days with myoclenic seizures per.28 days relative to the Prospective
Baseline Period

Change in days with absence seizutes per 28 days relative to the Prospective Baseline Period

Percent change in days with absence seizures per 28 days relative to the Prospective Baseline
Period

At least a 50% reductien.in PGTCS frequency compared to the Combined Baseline Period

At least a 50% reduction in,myoclonic seizure days compared to the Prospective Baseline
Period

At least a 50% reduetion in absence seizure days compared to the Prospective Baseline
Period

Seizure-free-status (yes/no) for PGTCS
Seizure-free status (yes/no) for all generalized seizure types

Change from Baseline in Patient-Weighted Quality of Life in Epilepsy Inventory-Form 31
(QOLIE-31-P) subscale (Seizure Worry, Daily Activities/Social Functioning,
Energy/Fatigue, Emotional Well-being, Mental Activity/Cognitive Functioning, Overall
Quality of Life, and Medication Effects) and total scores in subjects >18 years of age or
change from Baseline in the Pediatric Quality of Life Inventory (PedsQL) subscale (Physical
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Functioning, Emotional Functioning, Social Functioning, and School Functioning) and total
scores in subjects <18 years of age for the first two years of treatment

e Change from Baseline in the EQ-5D-3L visual analogue scale (VAS) score and change in
utility as converted from the 5 dimensions (for subjects >12 years of age) for the first two
years of treatment

e Healthcare resource use: medical procedures, hospitalizations, and healthcare provider visits
for the first two years of treatment

e Number of working or school days lost by subject due to epilepsy for the first two years of
treatment

e Number of days with help from a caregiver due to epilepsy for the first two years of
treatment

Section 2.2.2.4 Additional efficacy variables was added:
Additional other efficacy variables that will be analyzed in this SAP are;

e Change in days with generalized seizures per 28 days relative to'the Prospective Baseline
Period

e Percent change in days with generalized seizures per 28 days relative to the Prospective
Baseline Period

e Change in days with all seizures per 28 days relative to the'Prospective Baseline Period

e Percent change in days with all seizures per28.days relative to the Prospective Baseline
Period

e Atleast a 50% reduction in generalized seizure days compared to the Prospective Baseline
Period

e Atleast a 50% reduction in all'seizure days compared to the Prospective Baseline Period
e Seizure-free status (yes/no)for all seizure types

e Duration of PGTCS ftee intervals

e Duration of all generalized seizure-free intervals

e Duration of all seizure-free intervals

Section 2.3 Study design-and conduct:

This is aimulticenter, open-label extension study to assess the long-term safety and change in
seizure frequency associated with long-term adjunctive oral LCM for uncontrolled PGTCS in
subjects >4cyears of age with IGE. This study will enroll consenting subjects, or subjects whose
legal representatives have given consent, who have completed the LCM SP0982 study as well as
eligible Baseline failures from SP0982. 250 subjects from 150 sites are planned to be enrolled in
EP0012.

For the purposes of this study, Baseline failures, randomized subjects who meet SP0982 exit
criteria, study completers from SP0982 who are eligible for inclusion in EP0012 are defined as:

SP09S82 Baseline failures
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e Subjects who complete the Prospective Baseline Period of SP0982 and meet all entry criteria
except the minimum PGTCS criteria required for randomization (Baseline failures)

Randomized subjects meeting SP0982 exit criteria

e Subjects who completed the first 6 weeks of the Treatment Period (after randomization) of
SP0982 and experienced >2 PGTCS during that time or

e Subjects who experience a second PGTCS after the first 6 weeks of the Treatment Period of
SP0982

SP0982 completers
e Subjects who experience <2 PGTCS within the 24-week Treatment Period of SP0982

For SP0982 subjects consented under SP0982 Protocol Amendment 5, after the 125" eventis
confirmed, two classes of subjects will be allowed to enroll in EP0012. Subjects who are being
screened will be allowed to directly enroll into EP0012, thus their screening.and baseline data
will be captured in SP0982 but some of their baseline data may be captured in EPO012. For
subjects who are concluding their LCM treatment and tapering in SP0982, these participants will
be consented and complete their Safety Follow-Up (thus not receiving any’LCM) in EP0012; the
data captured in EP0012 will not be transferred to SPO982.

EP0012 will last at least 2 years and consists of a Treatment Period,\an up to 4-week Taper
Period, and a 30-day Safety Follow-Up Period. Visit 1 of EP0012 is the same as the Final Clinic
Visit of SP0982 for completers and subjects who meet.the SP0982 exit criteria. Eligible
Baseline failures from SP0982 who cheose.to enterthis stady'will undergo a complete Visit 1.

The study duration and the total number of clinic visits\will vary for each subject. For each
subject, the study will last from study entry until LEM-is approved for use in the subject’s
country for the treatment of PGTES in_subjects with IGE, or until UCB has determined that the
clinical development program for thesindication-will be formally discontinued, or until the
sponsor decides to close the study.\It is anti¢ipated that at least 2 years of treatment will be
performed to allow for the colleetion ofdong-term safety data. If LCM is not approved for use in
the subject’s country at the,time the sponsor closes the study, access to LCM will be provided
according to local laws.

The following study periods ate,defined:
e A Treatment Period lasting at least 2 years.
e Anup to-4-week Taper Period and a 30-day Safety Follow-Up Period.

— Subjects continuing LCM treatment with commercially available LCM will transition to a
dose determined by the investigator.

= Subyjects tapering off LCM will do so over a period of up to 4 weeks.

— An End of Taper Visit will occur after the final LCM dose for subjects who taper off
LCM. Following the End of Taper Visit, there will be a 30-day Safety Follow-Up Period.
The Safety Follow-Up Period consists of a clinic visit 2 weeks after the End of Taper
Visit followed by a Safety Follow-Up telephone contact 30 days after the last dose of
study drug.
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The end of the study is defined as the date of the last visit/telephone contact of the last subject in
the study.

Has been revised to:

This is a multicenter, open-label extension study to assess the long-term safety, tolerability and
change in seizure frequency associated with long-term adjunctive oral LCM for uncontrolled
PGTCS (seizure type=IIE) in subjects >4 years of age with IGE. This study will enroll
consenting subjects, or subjects whose legal representatives have given consent, who have
completed the LCM SP0982 study (or have left the primary study at the time of the 125" eveént,
whichever came first) as well as eligible Baseline failures from SP0982. Then, some subjects
who tapered in SP0982 after the 125" event may enter EP0012 for the Safety Follow-up-only
(ICF to be signed beforehand). Up to 250 subjects from 150 to 180 study sites are planned t6 be
enrolled in EP0012.

For the purposes of this study, Baseline failures, randomized subjects who meet SP0982 exit
criteria, study completers from SP0982 who are eligible for inclusion in EP0012,SP0982 Safety
Follow-up subjects, and Others are defined as:

SP0982 Baseline failures

e Subjects who complete the Prospective Baseliné Period of;SP0982‘and meet all entry criteria
except the minimum PGTCS criteria required for randomization\(Baseline failures)

Randomized subjects meeting SP0982 exit criteria

e Subjects who completed the first 6 weeks of the Treatment Period (after randomization) of
SP0982 and experienced >2 PGTCS, during ‘that timeor

e Subjects who experience a second PGTCS afterthe first 6 weeks of the Treatment Period of
SP0982

SP0982 completers
e Subjects who experience <2 PGTCS.within the 24-week Treatment Period of SP0982

e Subjects who were ongoing in.SP0982 when the 125" event occurred
SP09S82 Safety Follow-Up subjects

e Subjects tapered/in SP0982 after the 125" event occurs will enter EP0012 for the Safety
Follow-Upsonly; these subjects take no study medication in EP0012 and their EPO012 reason
for discontinuation, is that they are completing SP0982 Follow-up in EP0012.

Other
e Subjects that'enrolled in EP0012 that did not fall into the above categories

For SP0982 Subjects consented under SP0982 Protocol Amendment 5, after the 125" event is
confirmed, two classes of SP0982 subjects will be allowed to enroll in EPO012. Subjects who
are being screened in SP0982, at the time of the 125" event, will be allowed to directly enroll
into EP0012, thus their screening and baseline data will be captured in SP0982 but some of their
baseline data may be captured in EP0012; their treatment information will be captured in
EP0012. For subjects who are concluding their SP0982 LCM treatment and tapering, these
SP0982 participants will be consented to enroll in EPO012 and complete their Safety Follow-Up
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(thus not receiving any LCM) in EP0012; the data captured in EP0012 will not be transferred to
SP0982.

EP0012 will last at least 2 years and consists of a Treatment Period, an up to 4-week Taper
Period, and a 30-day Safety Follow-Up Period. Visit 1 of EP0012 is the same as the Final Clinic
Visit of SP0982 for completers and subjects who meet the SP0982 exit criteria. Eligible
Baseline failures from SP0982 who choose to enter this study will undergo a complete Visit 1.

For adult subjects, treatment will continue for at least 2 years. Once 2 years of participation are
reached, adult subjects will continue to participate until 1 of the 2 following conditions are.met:

e LCM is approved for use for the treatment of PGTCS in subjects with IGE in the subject’s
country or

e until the latest approval is granted either by EMA, FDA or PMDA.

For pediatric subjects, treatment will continue until 1 of the following 2 conditions aré-met:
e up to 5 years of participation or

e until the approval of the extension of indication to cover the target-age group is granted.

Adult and pediatric subjects are completers if they continue in the study.for the maximum
duration in their respective region.

The following study periods for the EP0012 ptotocol (not for the analysis) are defined:

e A Treatment Period lasting at least 2 years for adults enrolled into EP0012 (may be shorter
for adults leaving the study when the PGTCS ‘indication.approvals are obtained during the
course of the study).

e A Treatment Period lasting atleast 5 years (238 weeks) for the population less than 18 years
old at enrollment in EP0012 (may be,shortet.as'some participants leave the study when the
PGTCS indication approvals are obtained-during the course of the study).

e Anup to 4-week Taper Period and a.30-day Safety Follow-Up Period.

— Subjects continuing‘'LCM treatment with commercially available LCM will transition to a
dose determined-by-the investigator and do not have to perform the tapering (Taper Visit
and SFU).

— Subjects tapering.off LCM will do so over a period of up to 4 weeks.

— An End'of Taper-Visit (latest 3 days after the final dose) will occur after the final LCM
dose for subjects who taper off LCM. Following the End of Taper Visit, there will be a
30-day Safety Follow-Up Period. The Safety Follow-Up Period consists of a clinic visit 2
weeks.after the End of Taper Visit followed by a Safety Follow-Up telephone contact 30
days‘after the last dose of study drug. The same design will apply to some of the subjects
tapered in SP0982 at the time of the 125" event and who entered EP0012 for the Safety
Follow-Up Visit only and to subjects who entered EP0012 for a Safety Follow-Up Visit
after discontinuing SP0982 due to the study stopping.

The end of the study is defined as the date of the last visit/telephone contact of the last subject in
the study.
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Subjects who entered EP0012 as <18 years and become adults (18 years and older) during the
study will remain in the study for at least 5 years (238 weeks).

Section 3.1 General presentation of summaries and analyses, new 2" paragraph:

All appropriate tables, figures and listings will present the study results by All Subjects,
Pediatrics (>=4 to <18 years old in EP0012), and Adults (>=18 years old in EP0012). Study
results for assessments given only to pediatric subjects will present information by All Subjects.
A pediatric subject is less than 18 years old at EP0012 Visit 1.

Section 3.1 General presentation of summaries and analyses, last 3 paragraphs:

By-visit summaries will not include data from unscheduled clinic visits unless otherwise.stated.
Data provided at these visits will be included in subject data listings. A complete set of data
listings containing all documented data and all calculated data (eg, change from.Baseline) will be
generated.

Efficacy analyses will be performed on data reported during analysis treatment period. PGTCS

analyses will be done on PGTCS data captured while the subject is taking LCM(gaps 3 days or
less are permitted); if a subject experiences an LCM gap > 3 days, any PGTCS reported during

the gap will not be included in PGTCS summaries.

Safety analyses will be performed on data reported-during the/analysis treatment period. All data
reported in the study will be listed in subject data listings:

Has been revised to:

By-visit summaries will not include data from unscheduled-clinic visits unless otherwise stated.
Data provided at all visits will be incldded in_subject data'listings. A complete set of data
listings containing all reported and‘documented study-data and all calculated data (eg, change
from Baseline) will be generated;.in most cases, for'the analysis population of interest.

Efficacy analyses will be performed ‘on data reported during the analysis Treatment Period see
Section 3.2.1.1) on the Full Analysis Set (FAS). PGTCS analyses will be done on PGTCS data
captured while the subject is.taking LCM.(gaps 3 days or less are permitted); if a subject
experiences an LCM gap >3 consecutive days, any PGTCS reported during the gap will not be
included in PGTCS summaries.

Safety analyses (which include analyses on absence (seizure type=IIA) and/or myoclonic
seizures (seizure type=I1B)) will be performed on data reported during the analysis Treatment
Period for the-Safety Set.(SS).

Section 3.2.1/1 Analysis periods,
The following analysis periods are defined:

o, Treatment Period: The Treatment Period starts at the time of first dose of study medication
during the EP0012 study and ends on the date of last dose of study medication or the date of
ET Visit or Termination Visit, whichever is later. The Treatment Period includes the
protocol-defined Taper Period (see Section 3.2.2) if the subject completes it.

e Post-Treatment Period: The Post-Treatment Period is defined as the treatment free
observational phase after the Treatment Period, for the subjects who take LCM in EP0012. It
starts on the day after the end date of the Treatment Period and ends on the date of the final
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visit or date of last contact with the subject, whichever is later. For the subjects from SP0982
who are completing their Safety Follow-up in EP0012, their entire time in EP0012 will be
deemed to be in the Post-Treatment Period due to the subjects not taking LCM in EP0012.

Has been revised to:
The following analysis periods are defined:

e Treatment Period (this analysis Treatment Period differs from the protocol-defined treatment
period): The Treatment Period starts at the time of first dose of study medication during the
EP0012 study and ends on the date of last dose of study medication or the date of ET Visit or
Termination Visit, whichever is later. The Treatment Period includes the protocol-defined
Taper Period (see Section 3.2.2) if the subject completes it. In essence, the Treatment Period
contains all data between the dates when the subject is being treated with study medication.

— An efficacy analysis Treatment Period must be calculated for the PGTCS-related
analyses. This time period starts at the time of first dose of study medication.during the
EP0012 study and ends on the date of last dose of study medicatien.

e Post-Treatment Period: The Post-Treatment Period is defined as'the treatment free (ie no
study medication) observational phase after the Treatment Period (in/SP0982 or EP0012)
where study is taken. It starts on the day after the.end date of the Treatment Period and ends
on the date of the final visit or date of last contact with the subject; whichever is later. For the
subjects from SP0982 who are completing their Safety Follow-up in EP0012, their entire
time in EP0012 will be deemed to be in the Post-Treatment-Period due to the subjects not
taking study medication in EP0012:

If the date of last dose of study medication is'missing, se¢e imputation rules in Section 4.2.4.
Section 3.2.1.5 Completer cohort;

A completer cohort will be defined as.the subset of subjects in the Full Analysis Set (FAS) that
were enrolled, treated with LCM forthe specified duration of time (allowing gaps of 3 days or
less), and have efficacy data available for the duration of the cohort. For example, a 22-week
completer cohort consists of subjects/from the FAS, treated with LCM for at least 22 weeks and
have efficacy data through atleast22 weeks of exposure.

Subjects will be classified as belonging to one or more of the following completer cohorts for the
purpose of subgroup.analyses:

o 22 weeks
o 46 weeks
e 94'weeks,
Has 'been revised to:

A completer cohort will be defined as the subset of subjects in the FAS that were enrolled,
treated with LCM for the specified duration of time (allowing gaps of 3 days or less), and have
efficacy data available for the duration of the treatment exposure stated in the name of the
cohort. For example, a 22-week completer cohort consists of subjects from the FAS, treated with
LCM for at least 22 weeks and have efficacy data through at least 22 weeks of exposure (Visit
5).
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Subjects will be classified as belonging to one or more of the following completer cohorts for the
purpose of subgroup analyses:

o 22 weeks
e 46 weeks

e 94 weeks.

e 142 Weeks
e 190 Weeks
o 238 Weeks

Section 3.2.1.5.1 Use of ET or Termination Visit when Scheduled Visits are missing

An adult subject is considered a completer of EP0012 if Visit 11 (Week 94) or-ET or
Termination visit is completed instead of Visit 11 (and there are no other treatmentvisits
completed) within the window stated below. Visit 11 or Week 94 was chosen as the visit where
subjects could complete the study because it was the closest visit oceurring to-2.years given the 6
month visit schedule. Subjects also may be deemed completers of EP0012*when they leave the
study due to LCM being approved in their region.

If the visit that corresponds to the completer cohort is missing, then'\ET or Termination visit will
be checked to see if this data can be used for the missing visit and to complete the data needed
for the completer cohort.

For assessing the 22 and 46 Week completer cohorts, respectively, assess whether the ET visit
was completed instead of Visit 5 orVisit 8, respectivelys;-the Termination visit may not be an
option for some subjects for the 22"Week or46 Week - Completer cohorts since subjects can only
complete the study after 2 years or approval in their region.

Since subjects can complete EP0012at Week-94 for the 94 Week completer cohort (and for later
completer cohorts), if the Week 94 (Visit 11) is missing, then assess whether the Termination or
ET visit was completed instead\of Visit I'.

The assessment of using Termination or ET visit to determine whether a subject completes a
cohort occurs when the'subject is missing visit for XX Week Completer Cohort (Week 22 — Visit
5, Week 46 — Visit 8, Week 94— Visit 11, Week 142 — Visit 13, Week 190 - Visit 15, and Week
238 — Visit 17) andsthere.are no other later protocol-scheduled visits indicating the subject was
exposed longer.in the study. Review the Protocol’s Schedule of Study Assessments to determine
the number(of weeks (and calculate the expected date) from the prior visit that the Termination
or ET visit.is expeeted. The Termination or ET visit must not be any more than 7 days earlier
than expected-date for XX Week Completer Cohort, as protocol visit windows are +7 days; if the
ET or Termination visit date is too early, the subject did not complete enough exposure to be
in¢luded in XX Week Completer Cohort.

Subjects in the completer cohort may have their data further presented by smaller time periods
within the duration of the completer cohort as presented in Section 3.2.1.6. When a subject
qualifies for a particular completer cohort, the subject has data for the entire completer cohort;
this means that the subject has data for the smaller time periods within the completer cohort.

Section 3.2.1.6 Time Period
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The time periods for the Treatment Period seizure analysis are “0 to 22 Weeks”, “>22 to 46
Weeks”, “>46 to 94 Weeks”, “>94 to 142 Weeks”, “>142 to 190 Weeks”, “>190 to 238 Weeks”,
“0 to 46 Weeks”, “0 to 46 Weeks (> 22 Weeks)”, “0 to 94 Weeks”, “0 to 94 Weeks (> 46
Weeks)”, “0 to 142 Weeks”, “0 to 142 Weeks (>94 Weeks)”, “0 to 190 Weeks”, and “0 to 238
Weeks”. Additional time periods will be added based on the visit schedule as subjects progress
through the study.

The time periods include all data in the time window of the time period of interest including
early termination and end of taper visit data. A calculation may be needed using dates to
determine what time period the early termination and end of taper visit data fit into for each
subject.

Has been revised to:

Some time period labels are used for completer cohort tables as well as non-completer eohort
tables. When the tables present time periods within a completer cohort, the subject, by
definition, has data for the entire time period whereas for the non-completer cohort tables, the
subject may not have data for the entire time period.

The time periods for the Treatment Period seizure analysis are “0 to 22 Weeks”, “>22 to 46
Weeks”, “>46 to 94 Weeks”, “>94 to 142 Weeks”, “>142 to 190"Weeks?’*>190 to 238 Weeks”,
“0 to 46 Weeks”, “0 to 46 Weeks (> 22 Weeks)” 0 to 94 Weeks”, “0'to 94 Weeks (> 46
Weeks)”, “0 to 142 Weeks”, “0 to 142 Weeks (>94"Weeks)”, “0,t0-190 Weeks”, “0 to 238
Weeks” and entire “Treatment Period”. Additional time periodswill be added based on the visit
schedule as subjects progress through the'study. All tables displaying Time Period should show
all time periods.

The time periods for the Treatment Period inclide alldata in the time window of the time period
of interest including terminationy€arly termination and end of taper visit data. A calculation may
be needed using dates to determine what;time period the termination, early termination and end
of taper visit data fit into for each subject. While completer cohorts and their time periods
involve subjects having data for-the entire 'cohort or time period, when it comes to non-completer
cohort tables, subjects do nothave to have data for the whole Treatment period or time period
within the Treatment period:

For example, for non-completer'cohort tables, “0 to 46 Weeks” contains all data from all subjects
in 0-46 weeks, whete,Week 46-is Visit 8, if present; if a subject discontinues the study at Visit 4,
the subject is still'summarized in “0 to 46 Weeks”. “0 to 46 Weeks (>22 Weeks)” contains all
data for all subjects who have data through at least Visit 5 (Week 22). If a subject only has data
up to Week'd4 (Visit 4), the subject will appear in “0 to 46 Weeks” but not in “0 to 46 Weeks
(>22 Weeks)”.

Section 3.2, 1.7 Visit Algorithm was added.:

In'determining the date of visits, which is specifically helpful in determining whether patients are
members of completer cohorts, the in-clinic date of the visit will be used instead of visit dates
from SDTM.SV (the Study Visits SDTM dataset which contain in-clinic and non-clinic visit
dates). In-clinic visit dates, firstly from SDTM.VS (Vital Signs), will be used as the date of
protocol-specified visits. If a visit is missing in SDTM.VS, then the in-clinic visit date from
SDTM.DA (Drug Accountability) will be used as the date of the protocol-specified visit. If a
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visit is missing in SDTM.VS and SDTM.DA, then the in-clinic visit date from SDTM.LB
(Laboratory Results) will be used as the data of the protocol-specified visit.

Section 3.2.4 AEDs and Benzodiazepines

Antiepileptic drugs (AEDs) and benzodiazepines will be collected on the concomitant and prior
medication case report form (CRF) for AEDs. New concomitant AEDs can be added at any time.
Stable use of benzodiazepines is allowed as concomitant AEDs. Intermittent use of
benzodiazepines is allowed as rescue medication for epilepsy indications with a maximum of 1
dose per week. Benzodiazepines used as rescue medication will be flagged with “RESCUE’in
the indication field on the CRF. Rescue AEDs will also be identified programmatically as.any
AED with an epilepsy or seizure related indication taken intermittently as 1 dose per week.

Lifetime AEDs are defined as AEDs taken in the subject’s history and stopped at least 28 days
prior to SP0982 Visit 1.

Was revised to:

Antiepileptic drugs (AEDs) and benzodiazepines will be collected on the'concomitant and prior
medication case report form (CRF) for AEDs. New concomitant AEDs can.be added at any time.
Benzodiazepines are AEDs. The UCB study physician.will review:a listing of all medications
and flag which ones are to be summarized as AEDs‘and benzodiazepines-since AEDs may be
entered on the wrong medication case report form.

Concomitant AEDs at Study entry, concomitant-benzodiazepine.nse at SP0982 entry, and
Lifetime AEDs and Benzodiazepines for subjects randomized in SP0982 are already calculated
and carried forward into EP0012. These.vatiables'will be suthmarized.

For EP0012 direct enrollers, concemitant AEDs at study entry are defined as AEDs where the
start date is on or before 28 days prior to,/EP0012 Visit 1 and the medication was still ongoing on
the date of Visit 1. Lifetime AEDs aredefined as ‘AEDs taken in the subject’s history and
stopped at least 28 days prior to EPO012 (direct enrollers) Visit 1; ongoing AEDs are not
counted as a lifetime AED. Concomitant benzodiazepine use at EP0012 entry is the use of any
benzodiazepine at EPO012 Visit'1.

Stable use of benzodiazepines is allowed as concomitant AEDs. Intermittent use of
benzodiazepines is allowed as résecue medication for epilepsy indications with a maximum of 1
dose per week. Benzodiazepines used as rescue medication will be flagged with “RESCUE” in
the indication field on the-CRF. Rescue AEDs will also be identified programmatically as any
AED with an epilepsy'or.seizure related indication taken for 1 or 2 days, at any frequency.

If a subjeet.is'unable to take study medication, commercial lacosamide can be taken instead in
order to.fill the gaps in exposure. In this instance, the commercial lacosamide usage is
considered a substitute for study medication in determining whether a subject has >3 day LCM
gap-and counting PGTCS occurring in such a gap; no exposure records will be created to add
commercial lacosamide to study medication exposure. The start and end date of commercial
LCM usage will be calculated and stored in ADSL for use in PGTCS analyses.

The preferred term reported on the concomitant medication CRF is lacosamide.

Section 3.2.4.1 Phenytoin use was added.:
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The following preferred terms will be grouped as “Phenytoin”: phenytoin, phenytoin sodium,
ethotoin, fosphenytoin, fosphenytoin sodium, and zentronal.

Section 3.2.4.2 Valproate use was added.:

The following preferred terms will be grouped as “Valproate”: valproic acid, valproate
semisodium, valproate sodium, valproate magnesium, ergenyl chrono, and valproate.

Section 3.2.4.3 Phenobarbital use was added:

The following preferred terms will be grouped as “Phenobarbital”: phenobarbital, phenobarbital
sodium, methylphenobarbital, and primidone.

Section 3.3 Definition of Baseline Values

For PGTCS data, the Combined Baseline Period is defined as the combined 12-week Historical
and 4-week Prospective Baseline Periods from the SP0982 study. This Period'starts 84(days prior
to Visit 1 of the SP0982 study and ends the day before Visit 2 of the SP0982<study:

For absence and myoclonic seizure data in order to determine Responder)Status-and worsening,
the Prospective Baseline Period is defined as the 4-week Prospectivé Baseline Period from the
SP0982 study. This Period starts the date of Visit 1 of the SP0982 study and.ends the day before
Visit 2 of the SP0982 study. In order to determine emergence-of new seizure type, the Combined
Baseline Period will be used.

For all other data, Baseline values are defined as.follows;

e For Baseline failures from SP0982, data-collected’at Visitl prior to the first dose of study
medication will be used as Baseline.values. (Data colected on the date of first dose of study
medication will be assumed to,be\prior tathe first-dose. For data not collected at Visit 1
prior to the first dose of studymédication; the last'data collected in SP0982 will be used as
Baseline values, if available.

For non-Baseline failures from SPQ982, the last non-missing value prior to the first dose of study
medication in the SP0982 study will be used as the Baseline value.

Was revised to:

The baseline data for randomized\SP0982 subjects in EP0012 will not recalculated. For subjects
who directly enrolled'into EP0012, some baseline variables may be calculated in SP0982 but
these calculations'heed to be'reassessed as detailed below.

For PGTCS data; the Combined Baseline Period is defined as the combined 12-week Historical
and 4-week Prospective Baseline Periods from the SP0982 study. The Combined Baseline Period
starts 84 days prior'to Visit 1 of the SP0982 study and ends the day before Visit 2 of the SP0982
study. Fhis means that for subjects who directly enrolled into EP0012 (were not randomized in
SP0982), the baseline PGTCS (before first dose in EP0012) data from SP0982 is combined with
any reported baseline seizure information from EP0012 to recalculate the subject’s baseline
variables such as PGTCS frequency.

Data from Combined Baseline is used for analyses involving PGTCS since the CRF was specific
in asking for PGTCS counts. Other seizure type data recorded in Historical Baseline are deemed
less reliable. For seizure calculations involving Absence, Myoclonic, Generalized (seizure
type=II) and All seizure types (seizure types = I, II and III), Prospective Baseline data is used;
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that means for generalized and all seizure type calculations specifically, PGTCS data in
Prospective Baseline will only be used (not the Combined Baseline data) along with the other
seizure types.

For absence, myoclonic, generalized and all seizure data, the Prospective Baseline Period is
defined as the 4-week Prospective Baseline Period from the SP0982 study. This Period starts the
date of Visit 1 of the SP0982 study and ends the day before Visit 2 of the SP0982 study. This
means that for the subjects who directly enrolled into EP0012 (were not randomized in SP0982),
the baseline absence, myoclonic, generalized or all (respectively) seizure data from SP0982’s
Prospective Baseline period is combined with any reported baseline absence, myoclonic;
generalized or all (respectively) seizure information from EP0012 (reported before first. dose in
EP0012) to recalculate the subject’s baseline variables such as days with absence, myoclonig;
generalized or all seizures per 28 days.

In order to determine emergence of new seizure type, the Combined Baseline,Period asawell as
any seizures reported prior to first dose in EP0012 will be used.

For all other data, Baseline values are defined as follows;

e For Baseline failures from SP0982, data collected at Visit 1 prior to the.first dose of study
medication will be used as Baseline values. Data'collected‘on the date of first dose of study
medication will be assumed to be prior to thefirst.dose. For data’not collected at Visit 1 but
still prior to the first dose of study medication, the last.ddta collected in SP0982 will be used
as Baseline values, if available.

e For non-Baseline failures from SP0982; the last,non-missing value prior to the first dose of
study medication in the SP0982 study will beused as'the Baseline value.

For quantitative ECG assessments, if.irepeat measurements pre-first dose, then the average
value is used as the Baseline value,

Section 3.4 Protocol Deviations

Important protocol deviations ate deviations from the protocol which potentially could have a
meaningful impact on key safety oute¢omes for an individual subject. The criteria for identifying
important protocol deviations andthe classification of important protocol deviations will be
defined within the projéct' Data Cleaning Plan. To the extent feasible, rules for identifying
protocol deviations/will be defined without review of the data and without consideration of the
frequency of occurrence of such deviations. Whenever possible, criteria for identifying important
protocol deviations will be implemented algorithmically to ensure consistency in the
classificationof impottant protocol deviations across all subjects.

Important protocol deviations will be reviewed as part of the ongoing data cleaning process prior
to database lock.

Was revised to:

Important protocol deviations are deviations from the protocol which potentially could have a
meaningful impact on key safety outcomes for an individual subject. The criteria for identifying
important protocol deviations and the classification of important protocol deviations will be
defined in the Specification of Protocol Deviation (SPD) document. To the extent feasible, rules
for identifying protocol deviations will be defined without review of the data and without
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consideration of the frequency of occurrence of such deviations. Whenever possible, criteria for
identifying important protocol deviations will be implemented algorithmically to ensure
consistency in the classification of important protocol deviations across all subjects.

In general, protocol deviations will be considered according to the following general categories:
e Inclusion criteria
e Exclusion criteria
e Withdrawal criteria
e LCM dosing regimen
e Prohibited concomitant medications
e Procedural non-compliance

Important protocol deviations will be reviewed as part of the ongoing data cleaning<process prior
to database lock. A list of subjects with important protocol deviations will\be agreed upon during
the quarterly IPD meetings and will be documented in the IPD meeting minutes.

In addition, protocol deviations related to the impact of the global-pandemic-of coronavirus
disease 2019 (covid-19) will be documented. Important protocol deviations related to COVID-19
will be included in the important protocol deviations.

Section 3.5.1 Enrolled Set

The Enrolled Set (ES) will consist of all subjects whe have a'signed Informed Consent/Assent
form.

Was revised to:

The Enrolled Set (ES) will consist of all-subjects who have a signed Informed Consent/Assent
form. Subjects completing SP0982.Safety Follow-up are contained in this analysis population
because no study medication is administered to them.

Section 3.5.2 Safety Set

The Safety Set (SS) is a.subset of the ES and consists of all subjects who received at least 1 dose
of LCM during EP0012:

Was revised to:

The Safety Set(SS) is a subset of the ES and consists of all subjects who received at least 1 dose
of LCM during EP0012. All safety analyses will be performed on the SS.

Section3:5.3 Full Analysis Set

The FAS i1s'ajsubset of the SS and consists of all subjects with seizure diary data for at least 1
day during EP0012.

Was revised to:

The FAS is a subset of the SS and consists of all subjects with seizure diary data for at least 1
day during EP0012. PGTCS-related analyses will be performed on the FAS.

Section 3.6 Treatment assignment and treatment groups, first sentence:
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All subjects will receive LCM.

Has been revised to:

All subjects, except those enrolled to complete Safety-Follow-up in EP0012, will receive LCM.
Section 3.9 Changes to protocol-defined analyses:

There are no changes to analyses specified in the protocol.

Has been revised to:

There are no changes to analyses specified in the protocol however there are additional variables
defined in the SAP which are detailed in Section 2.2.2.4 that will be analyzed.

Section 4.2 Handling of dropouts or missing data:

For subjects missing data at the first visit in EP0012, data from SP0982 will be'checked-as
follow:

» for subjects who transitioned from SP0982 to EP0012, final clinic visit data.in”SP0982 will
be checked for data not reported for V1 in EP0012.

+ for subjects who are baseline failures or incomplete-screen failures in”’SP0982 who enrolled
in EP0012, baseline data will be used from EP0012°V1 (if prior to first EP0012 dose) or the
latest data from the screening and baseline visits in SP0982.can be.used (also if prior to first
EP0012 dose).

Has been revised to:

For subjects missing data at the first visit'in EP0012, data,from SP0982 will be checked as
follow:

» for subjects who transitioned from SP0982 to EP0012, final clinic visit data in SP0982 will
be checked for data not reported for ¥.1-in EPO0I12.

» for subjects who are baseling failures or incomplete screen failures in SP0982 who enrolled
in EP0012, baseline data willbeused ftfom’EP0012 V1 or unscheduled V1 (if prior to first
EP0012 dose) or the latest data from the screening and baseline visits in SP0982 can be used
(also if prior to first EP0012 dose):

Section 4.2.1 Missing seizure days
For evaluations:based on(seizure diary data, imputation for missing data will not be performed.

For the purpose of the derivation of PGTC seizure-free status, in the first 2 years, if there are
seizure ¢ounts reported as “not done” on a specific day, then the seizure count will be assumed to
be zere on thatdate. For years 3-5, when subjects are only required to enter days when PGTCS
occurred, daysot reported are assumed to be PGTC seizure-free; if seizure information is
known to be missing, then the subject is not PGTC seizure-free.

The calculation of average 28-day PGTCS frequency accounts for missing data in the first 2
years by only evaluating days for which data are available. For years 3-5, the calculation of
average 28-day PGTCS frequency uses the seizure information reported since “not done”
information is no longer gathered; if there is a known non-compliance in recording seizures and
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the unevaluable days can be identified, then the average 28-day PGTCS frequency will use only
evaluable days.

For all seizure types, any missing day in the seizure diary during years 1-2 renders a subject to be
not seizure-free due to the lack of information.

Absence or myoclonic subjects will be considered for seizure-free evaluation from all
generalized seizure types in years 1-2 for the applicable time period if the subject had <10% of
days during the time period with seizure data reported as “not done”.

For years 3-5, when subjects are only required to enter days when generalized seizures oceur,a
subject will be considered seizure-free for generalized seizures if the subject has no days
reported with generalized seizures (seizure type=II).

Has been revised to:

For evaluations based on seizure diary data, imputation for missing data will’not beperformed.
This means, for example, for an analysis for an interim data cut or for the final analysis, only
seizure data for completed visits can be used in the analyses (i.e. study participants should not be
assumed to have zero seizures between the time of the last-known visit and the interim cutoff;
the subject will appear as having missing seizure information). The calculation of average 28-day
seizure frequency or days with seizure per 28 days accounts for missing data by only evaluating
days for which the data are available. Additionally for PGTC seizure calculations, PGTCS are
not counted during gaps when LCM is not taken > 3 consecutiveldays.

Section 4.8 Examination of subgroups, the following was added:
e Development (in EP0012) (> 4 to’<18years‘of age, >18)
Section 4.10 Use of safety subsetgfsubjects\yas added:

For absence seizure analyses, the population analyzed will be further restricted to the subset of
subjects

e who reported a seizure classification history of absence seizures in either SP0982 or
EP0012, or

e who reported absence seizures during Combined Baseline Period, the Treatment Period
or Transition Pertod of SP0982 or

e who reported absence seizures at any time prior to Safety Follow-up in EP0012.

These subjects are hereby referred to as the “Absence subpopulation” because this subgroup only
contain subjects whoshave had or who are having absence seizures.

For myoclonic $eizure analyses, the population analyzed will be further restricted to the subset of
subjeets

e who reported a seizure classification history of myoclonic seizures in either SP0982 or
EP0012, or

e who reported myoclonic seizures during Combined Baseline period, the Treatment Period
or Transition Period of SP0982 or

e who reported myoclonic seizures at any time prior to Safety Follow-up in EP0012.

Confidential Page 134 of 175



UCB 09 Sep 2022
Statistical Analysis Plan Lacosamide EP0012

These subjects are hereby referred to as the “Myoclonic subpopulation” because this subgroup
only contain subjects who have had or who are having myoclonic seizures.

Section 5.1 Subject disposition

The study eligibility criteria and those subjects who did not meet it will be listed for the ES. All
disposition data for the ES will be presented in subject data listings.

The number of subjects in the SS and FAS will be presented by investigator; the date of first
subject in and date of last subject out will also be included in this summary. The subject
populations will be listed.

The overall number and percentage of subjects who completed and discontinued from-the study
will be presented for the SS and FAS including number and percentages for each reason for
discontinuation. The completion of the study is defined as the completion of the/Fermination
Visit. Discontinuation is defined as the completion of the ET Visit. This summary willbe
repeated for each subgroup as detailed in Section 4.8 for the SS and FAS: The study termination
information will be presented in the subject data listings.

A by-subject listing will be presented to show all visit dates and the‘associatéd relative day.
Has been revised to:

The study eligibility criteria and those subjects who\did not meet it will be listed for the ES. All
disposition data for the ES will be presented in subject data listings.

The number of subjects in the SS and FAS'will be presented.by-investigator; the date of first
subject in and date of last subject out will also beuineluded inthis summary. The subject
populations will be listed.

The number and percentage of subjects in.the ES, SS.and FAS will be presented by age at
Baseline in SP0982 as well as for all subjects.

The overall number and percentage ‘of subjects who completed and discontinued from the study
will be presented for the SS and’ FAS by -age at baseline in SP0982 as well as all subjects
including number and percentages for.cach reason for discontinuation. The completion of the
study is defined as the completion‘ef the Termination Visit. Discontinuation is defined as the
completion of the ET Visit. Themumber and percentage of subjects who switch to commercial
Vimpat use will be ptesented. The study termination information will be presented in the subject
data listings.

The number and percentages of subjects impacted by COVID-19 will be presented for each visit,
overall and by impact-category, for all subjects in the SS. These data will be presented in subject
data listings.

A by-subjeet.listing will be presented to show all visit dates and the associated relative day.
Section 6.1.2 Analysis of demographic variables:

Baseline demographics will be summarized for the SS and include gender, race, ethnicity, age,
age category, height (cm), weight (kg) and BMI (kg/m?). Race and ethnicity will be from the
SP0982 study but all other demographic variables will be from EP0012.

Demographics will be listed for all subjects screened.
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Has been changed to:

Baseline demographics will be summarized for the SS and include gender, race, ethnicity, age,
age category, height (cm), weight (kg) and BMI (kg/m?); age is calculated in the SDTM as age at
enrollment into EP0012 and that variable should be used for defining age category. Race and
ethnicity will be from the SP0982 study but all other demographic variables will be from
EP0012.

Demographics will be listed for all subjects enrolled.

Section 6.2.2 Analysis of other Baseline characteristics:

The following Baseline characteristics will be presented:

e Time since first diagnosis at date of consent for SP0982

e Age at diagnosis of the disease

e ILAE Seizure classification history from SP0982

e C(lassification of epileptic syndrome from SP0982

e Lifetime AEDs and Benzodiazepines at SP0982 entry (0, 1-3;4-6, 7+)

e Baseline PGTCS frequency from SP0982 per,28'days (as'continuous data)

e Baseline PGTCS frequency at SP0982 entty (=2, >2per 28 days) from Interactive Response
Technology (IRT)

e Baseline PGTCS frequency at SP0982 entry (<2, >2 per28 days) from CRF
e Concomitant AEDs at SP0982.entry (1,.2, 3).

e Concomitant AEDs at EPO012 entry (05 1, 2,3;.4)

e Concomitant benzodiazepine use-at SP0982 entry (yes, no)

e Concomitant benzodiazepine’use at EP0012 entry (yes, no)

e LCM study drug status’(continuing/LCM treatment (randomized to LCM in SP0982), new
LCM treatment (randomized.-te.PBO or baseline failure from SP0982))

e SP0982 exit status\(Baseline failure, 24-week completer, met exit criteria, incomplete
screener, SP0982 safety. follow-up, SP0982 early discontinuation).

All Baseline ¢haracteristics will be presented in data listings. All reproductive potential and birth
control information will be presented in data listings.

Was revised to:

Fort directoréentollers in EP0012, the baseline characteristic variables can represent a
combination of baseline data stored in SP0982 as well as EP0012; the subjects continuing from
SP0982 are included but their baseline data is from SP0982 only.

Subjects randomized in SP0982 will appear in summaries below denoted as being from “SP(0982
entry”. All subjects enrolled in EP0012 will appear in rows that have no reference to SP0982 and
the rows denoted as being from “EP0012 entry” or “EP0012”.
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The following Baseline characteristics will be presented:

e Time since first diagnosis at date of consent — Time since first diagnosis calculated for all
EP0012 subjects; this data is stored in SP0982

e Age at diagnosis of the disease — age at diagnosis calculated for all EPO012 subjects; this data
is stored in SPO982ILAE Seizure classification history — see below

e (lassification of epileptic syndrome — see below

e Lifetime AEDs and Benzodiazepines (SP0982) (0, 1-3, 4-6, 7+) — categorical representation
of lifetime AEDs and Benzos of randomized SP0982 subjects in EP0012; this data is'stored
in SP0982

e Lifetime AEDs and Benzodiazepines (EP0012) (0, 1-3, 4-6, 7+) — categorical. representation
of lifetime AEDs and Benzos of all EP0012 subjects

e Combined Baseline PGTCS frequency per 28 days (as continuous data)— baseline PGTCS
seizure frequency from CRF of all EP0012 subjects; SP0982 IRT data‘is not used in EP0012.

e Combined Baseline PGTCS frequency categories (<2, >2 per 28'days). < baseline PGTCS
seizure frequency categorized from CRF of all EPO012 subjects

e Concomitant AEDs at SP0982 entry (0, 1, 2, 3,4)— categorical répresentation of concomitant
AEDs of randomized SP0982 subjects in EP0012; this\data is stored in SP0982

e Concomitant AEDs at EP0012 entry (0, 12, 3, 4) < 'categorical representation of
concomitant AEDs of all EP0012 subjeets

e Concomitant benzodiazepine use.at'SP0982 entry.(yes, no, missing) — Yes/No to concomitant
Benzo use of randomized SP0982 subjects in EP0012; this data is stored in SP0982

e Concomitant benzodiazepine use atZEP0012 eritry (yes, no) — Yes/No to concomitant Benzo
use of all EP0012 subjects

e [LCM study drug status - cortinuing"LCM treatment (randomized to LCM in SP0982), new
LCM treatment (randomized to PBO or baseline failure from SP0982 or other)

e SP0982 exit status .« Baseline failure, 24-week completer, met exit criteria, incomplete
screener, SP0982 safety follow-up, SP0982 early discontinuation.

ILAE Seizure Classification History (SP0982 + EP0012): On a subject level, information

reported in EP0O012 will be summarized if it contains the same information as reported in

SP0982; EP0012.and'SP0982 information will be summarized if additional information is
presented in either study. SP0982 information will be summarized if EPO012 contains no

updated‘information.

Classification of Epileptic Syndromes (SP0982 + EP0012): On a subject level, information
reported in EP0012 will be summarized if it contains the same information as reported in
SP0982; EP0012 and SP0982 information will be summarized if additional information is
presented in either study. SP0982 information will be summarized if EPO012 contains no
updated information.
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All Baseline characteristics will be presented in data listings. All reproductive potential and birth
control information will be presented in data listings.

Section 6.4 Medical history and concomitant diseases:

Previous and ongoing medical history conditions, initially reported in SP0982 and potentially
updated for EP0012, will be summarized by system organ class (SOC) and preferred term (PT)
for the SS. A similar summary will be provided for concomitant diseases for the SS.
Concomitant diseases are medical history events which are ongoing at the Screening Visit.

The data, including the SOC, PT and verbatim reported term, will also be presented in data
listings. A glossary of medical history SOC and PTs will also be completed.

Was revised to:

Previous and ongoing medical history conditions, initially reported in SP0982 ‘and potentially
updated for EP0012, will be summarized by system organ class (SOC) and preferrediterm (PT)
for the subjects in the SS. For medical history events, meaning they are not.ongoing,1f the same
coded condition is reported in both SP0982 and EP0012, only the EP0012 condition will be
summarized; if the coded conditions are differently reported in SP0982 and. EP0012, then both
sets of conditions will be summarized. If no new conditions are reported in EP0012, then only
SP0982 conditions will be summarized. A similar summary will-be provided for concomitant
diseases for the SS. Concomitant diseases are medical history events which are ongoing at the
SP0982 Screening Visit or reported as ongoing it EPO012 on the medical history CRF page.

The SP0982 and EP0012 data for the subjects'in EP0012, ineluding the SOC, PT and verbatim
reported term, will also be presented in'data listings: A gléssary of medical history SOC and PTs
will also be completed.

Section 6.5 Prior and concomitant medications:

Medications with a start date before thefirst dose of study medication will be considered prior
medications. Medications taken on,Or after the date of the first dose of study medication will be
considered concomitant medications. Medications with a missing start date whose stop date is
either unknown or after the date of the first dose of study medication will be considered
concomitant. Medications with a missing start date whose stop date is prior to the date of the first
dose of study medication will bé considered as prior medications. Prior AEDs, benzodiazepines
and other medicationsare not summarized for the EPO012 subjects.

Details regarding imputation of incomplete dates are described in Section 4.2.3.

Medicationswill be.summarized using the Anatomical Therapeutic Chemical (ATC) codes from
the WHO-DD. All\tabulations will be sorted by frequency of the higher level ATC code and by
frequency of the Jower level ATC code within the higher level ATC code.

Concomitant’/AEDs and benzodiazepines taken during the Treatment Period will be summarized
by ATC level 4 and PT for the SS.

Concomitant medications (excluding AEDs and benzodiazepines) will be summarized by ATC
level 1 (anatomical main group) and ATC level 2 (therapeutic subgroup) for the SS.

All concomitant medications will be listed. A glossary of ATC codes and associated
investigator’s terms for all AEDs or benzodiazepines and all other medications (excluding AEDS
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and benzodiazepines) will be listed separately in subject data listings. The WHO-DD coding and
other information for AEDs or benzodiazepines and all other medications (excluding AEDS and
benzodiazepines) will be listed separately in subject data listings.

AEDs flagged as rescue medications will also be listed in subject data listings.

The number of subjects withdrawing to Monotherapy during the Treatment Period will be
summarized. Withdrawing to monotherapy means the subject has documentation that all
background AEDs [except LCM] were discontinued during Treatment Period) will be
summarized. A record for the discontinued AED must be present in the concomitant AED data.

Has been revised to:

Medications with a start date before the first dose of study medication will be considered prion
medications. Medications taken on or after the date of the first dose of study medication will be
considered concomitant medications. Medications with a missing start date whose stop.date is
either unknown or after the date of the first dose of study medication will:be considered
concomitant. Medications with a missing start date whose stop date is prior to thé-date of the first
dose of study medication will be considered as prior medications. PriorAEDs; benzodiazepines
and other medications are not summarized for the EP0012 subjects.

Details regarding imputation of incomplete dates ar¢ described.in Section 4.2.3.

Medications will be summarized using the Anatomical Therapeutic-Chemical (ATC) codes from
the WHO-DD. All tabulations will be sorted by-frequeney of the higher level ATC code and by
frequency of the lower level ATC code within the higher leyel ATC code.

Concomitant AEDs and benzodiazepines-taken during the Treatment Period will be summarized
by ATC level 4 and PT for the SS:

Concomitant medications (excluding AEDs and benzodiazepines) will be summarized by ATC
level 1 (anatomical main group) and ATC level 2-(therapeutic subgroup) for the SS.

All medications will be listed. A glossary of ATC codes and associated investigator’s terms for
all AEDs or benzodiazepines and-all other medications (excluding AEDs and benzodiazepines)
will be listed separately in subject.data’listings. The WHO-DD coding and other information for
AEDs or benzodiazepines-and all other medications (excluding AEDs and benzodiazepines) will
be listed separately in‘subject data listings.

AEDs flagged as fescue medications will also be listed in subject data listings.

The number of subjects:withdrawing to Monotherapy during the Treatment Period will be
identified~ Withdrawing to monotherapy means the subject has documentation that all
backgreund AEDs.[except LCM] were discontinued during Treatment Period. A record for the
discontinued-background AEDs must be present in the concomitant AED data and study
medication must be taken continuously (>3 day gaps are not allowed). For the subjects who
withdrew to monotherapy, the following results will be listed:

e Treatment Duration
e Monotherapy Start Date
e Monotherapy End Date
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e Duration (days) of monotherapy
e AEDs that were discontinued

e Period when monotherapy starts (0 to Week 46 (V8), >Week 46 to Week 94 (V11),
>Week 94 to Week 142 (V13), >Week 142 to Week 190 (V15), >Week 190 (V15)).

The Monotherapy period and the cutoffs are determined for any visit falling within the Treatment
Period, after using the definition of Treatment Period from Section 3.2.1.1 and the visit algorithm
from Section 3.2.1.7. The start of the Monotherapy period is mapped to the period based onthe
subject’s visit schedule as denoted in the period cutoffs (V8, V11, V13, and V15).

Section 8 Efficacy Analyses:

Analyses of the efficacy variables will be performed using the FAS (unless otherwise stated)-and
will be descriptive in manner only. Efficacy analyses will be performed on data.reported during
analysis treatment period. PGTCS analyses will be done on PGTCS data captured while the
subject is taking LCM (gaps 3 days or less are permitted); if a subject experiences an'LCM gap >
3 days, any PGTCS reported during the gap will not be included in PGTCS summaries.

All seizure diary data will be listed. A listing of subjects excluded\from the FAS will also be
produced.

Was revised to:

Analyses of the efficacy variables (i.e. PGTCS=related-variables) will be performed using the
FAS (unless otherwise stated) and will be descriptive'inh manner only. Efficacy analyses will be
performed on data reported during the.¢fficacy analysis Tteatment Period. PGTCS analyses will
be performed on PGTCS data captured while-the Subject.is taking LCM (gaps 3 days or less are
permitted); if a subject experienees'an LCM\gap > 3.days, any PGTCS reported during the gap
will not be included in PGTCS summaries!

Subject seizure information will be imputed,with all dates between the start and end of the
efficacy Treatment Period; for years’3-5, all days are assumed zero seizure days except those
with Not Dones or non-zero counts. Seizure frequency and seizure days will be calculated over
non-missing (or evaluable) seizure didry days. Diary days captured as Not Done will not be
considered in the calculatien of seizure frequency or days with seizure (i.e. unevaluable).
Because the evaluation‘of efficacy is not the primary objective of this study, and because in an
uncontrolled study-ifv'a variable setting, which allows individualized optimization of study
medication and«concomitant AEDs, no summaries assessing the impact of missing seizure diary
days are planned.

Other seizure variables are considered safety variables and the analysis will be performed using
the SS'spanning-the Treatment Period.

Allseizure diary data will be listed. A listing of subjects excluded from the FAS will also be
produced.

Section 8.2.1 Derivation of secondary efficacy variable:

The secondary efficacy variable is percent change in PGTCS frequency per 28 days from
Combined Baseline Period. In order to account for potential differences in the durations of the
study periods for individuals, seizure data will be normalized to 28 days. For years 1-2, seizure

Confidential Page 140 of 175



UCB 09 Sep 2022
Statistical Analysis Plan Lacosamide EP0012

information is collected every day, but for years 3-5 only days with a seizure are recorded.
Therefore, from (and including) the day after Visit 11 date to the (and including) date of
completion/discontinuation will be assumed to be seizure free days if no seizures are recorded.
For years 1-2, only days with a seizure record are considered evaluable

The 28-day PGTCS frequency (SF) will be calculated for the Combined Baseline Period and
Treatment Periods as:

SF =
(# PGTCS in the relative period/# days in relative period with evaluable seizure data)*28

The percent change (PCH) in PGTCS frequency per 28 days from Combined Baseline Period
(CB) to the appropriate analysis period (T) is defined as:

PCH = [(SFT — SFCB) / SFCB] x 100

where SFT corresponds to the 28-day PGTCS frequency during the relative periodand"'SFCB
corresponds to the 28-day Combined Baseline PGTCS frequency.

Was revised to:

The secondary efficacy variable, calculated on the FAS;.is percent change'in PGTCS frequency
per 28 days from Combined Baseline Period for PGTCS data where there is no >3 day LCM gap.
In order to account for potential differences in the.durations.of the-study periods for individuals,
seizure data will be normalized to 28 days. Forwyears 1-2,(up to.and including Visit 11 date),
seizure information is collected every day,'but for years 3-5 only days with a seizure are
recorded. Therefore, from the day afterVisit 11 date (inclusive) to the date of the end of the
efficacy Treatment Period (inclusive)will be assumed to_be seizure free days unless non-zero
seizure counts are recorded or the,seizure diaries are recorded as being Not Done for those days.
For years 1-2, only days with a seizure récord other than Not Done are considered evaluable.
Also see Section 4.2.1.

The 28-day PGTCS frequency (SF)-will be calculated for the Combined Baseline Period and
Treatment Periods as:

SF =

(# PGTCS in the relative period on days with evaluable seizure data/# days in relative period
with evaluable seizure data)*28

The percent change (PCH)'in PGTCS frequency per 28 days from Combined Baseline Period
(CB) to theappropriate.analysis period (T) is defined as:

PCH =[(SFT — SFCB) / SFCB] x 100

where SFT corresponds to the 28-day PGTCS frequency during the relative period and SFCB
corresponds‘to the 28-day Combined Baseline PGTCS frequency.

Section 8.2.2 Analysis of secondary efficacy variable:

The percent change in PGTCS frequency during the Treatment Period by Completer Cohort and
Time Period will be summarized with descriptive statistics.

The percent change in PGTCS frequency over the Treatment Period by Time Period will be
summarized with descriptive statistics.
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Was revised to:

The percent change in PGTCS frequency during the efficacy Treatment Period by Completer
Cohort and Time Period will be summarized with descriptive statistics. All calculated completer
cohorts and time periods will be summarized.

The percent change in PGTCS frequency over the efficacy Treatment Period by Time Period will
be summarized with descriptive statistics. All calculated time period results will be summarized.

Section 8.3 Analysis of seizure related other efficacy variables

All seizure data recorded during the Treatment Period will be summarized and listed for the
seizure-related other efficacy variables.

For absence seizure analyses, this analysis population will be further restricted to the subset of
subjects who reported a history of absence seizures or reported absence seizures during.Baseline
or the Treatment Period of SP0982 or EP0012.

For myoclonic seizure analyses, this analysis population will be furthersestrictedto the subset of
subjects who reported a history of myoclonic seizures or reported myoelonic séizures during
Baseline or the Treatment Period of SP0982 or EP0012,

Was revised to:

All seizure data recorded during the Treatment Period will be summarized and listed for the
seizure-related other efficacy variables. Analyses of the'other efficacy variables (i.e. absence,
myoclonic, generalized and/or all seizure.related variables) will'be performed using the SS and
will be descriptive in manner only. These analyses will be performed on data reported during the
Treatment Period.

In section 8.3.1.1 Variable: Days with seizures per 28 days:

The number of days with absence seizuteés per 28-days will be calculated separately for the
Prospective Baseline Period and Treatment Periods as:

D = ([# days with absence seizures in the.relative period] / [# days in relative period with
evaluable seizure data])*28.

For years 1-2, only days with a seizure record are considered evaluable. However, for years 3-5,
from (and including) the day after Visit 11 date to the (and including) date of
completion/discontinuation will be assumed to be seizure free days if no seizures are recorded.

Similarly, the'humber 6f'days with myoclonic seizures per 28 days will be calculated.

The percent change. (PCH) in days with absence seizures per 28 days from Prospective Baseline
Period (PB) to the appropriate analysis period (T) is defined as:

PCH = [(DTDPB)/DPB] x 100

where DT corresponds to the number of days with absence seizures per 28 days during the
relative period and DPB corresponds to the number of days with absence seizures per 28 days
during the Prospective Baseline Period from SP0982. If DPB is zero, then PCH will be missing
and any such subjects will be excluded from the percent change summary.

Similarly, the percent change in the number of days with myoclonic seizures per 28 days from
the Prospective Baseline Period will be calculated.
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Have been revised to:
All calculations involving days with seizures per 28 days will be on the SS.

The number of days with absence seizures per 28 days (D) will be calculated separately for the
Prospective Baseline Period and Treatment Periods as:

D = ([# days with absence seizures in the relative period on days with evaluable seizure data] / [#
days in relative period with evaluable seizure data])*28.

For years 1-2 (up to and including Visit 11 date), only days with a seizure record other than Not
Done are considered evaluable. However, for years 3-5, from the day after Visit 11 date
(inclusive) to the date of the end of the efficacy Treatment period (inclusive) will be assumed:to
be seizure free days if no seizures are recorded or the seizure diaries are not recorded as being
Not Done for those days..

Similarly, the number of days with myoclonic, generalized and all seizures per 28 days will be
calculated.

The percent change (PCH) in days with absence seizures per 28 daysfrom Prospective Baseline
Period (PB) to the appropriate analysis period (T) is defined as:

PCH = [(DT - DPB) / DPB] x 100

where DT corresponds to the number of days with absence seizures.per 28 days during the
relative period and DPB corresponds to the number of days with'absence seizures per 28 days
during the Prospective Baseline Period. If DPB is zero;then PCH will be missing and any such
subjects will be excluded from the percent.change. summary.

Similarly, the percent change in the humber of\days with myoclonic, generalized and all seizures
per 28 days from the Prospective Baseline Period will be calculated.

Section 8.3.1.2 Variables: Responder-status — reduction in PGTCS frequency:

A 50% responder is defined as a subject experiencing >50% reduction in PGTCS frequency per
28 days from Combined Baseline/Period-tojthe period of interest. Response to treatment will be
based on the percent change in"'PGTCSfrequency, calculated as described in Section 8.2.1. A
75% responder is defined'as a subjeet experiencing >75% reduction in PGTCS frequency per 28
days from Combined Baseline-Period to the period of interest.

Has been revised o’

These variables.are calculated on the FAS. A 50% responder is defined as a subject experiencing
>50% redugtion in PGTCS frequency per 28 days from Combined Baseline Period to the period
of interest: Response to treatment will be based on the percent change in PGTCS frequency,
calculated as.described in Section 8.2.1. A 75% responder is defined as a subject experiencing
=75% reduction in PGTCS frequency per 28 days from Combined Baseline Period to the period
of'interest.

Section 8.3.1.3 Variables: Responder status — reduction in days with absence seizures:

A 50% responder is defined as a subject experiencing >50% reduction in the number of days
with absence seizures per 28 days from Prospective Baseline Period to the period of interest, for
the subjects reporting absence seizures during the Prospective Baseline Period from SP0982.
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Response to treatment will be based on the percent change in the number of days with absence
seizures per 28 days, calculated as described in Section 8.3.1.1. A 75% responder is defined as a
subject experiencing >75% reduction in the number of days with absence seizures per 28 days
from Prospective Baseline Period to the period of interest, for the subjects reporting absence
seizures during the Prospective Baseline Period from SP0982.

Has been revised to:

These variables are calculated on the Absence subpopulation of the SS. A 50% responder is
defined as a subject experiencing >50% reduction in the number of days with absence seizures
per 28 days from Prospective Baseline Period to the period of interest, for the subjects reporting
absence seizures during the Prospective Baseline Period. Response to treatment will be basedion
the percent change in the number of days with absence seizures per 28 days, calculated as
described in Section 8.3.1.1. A 75% responder is defined as a subject experiencing =75%
reduction in the number of days with absence seizures per 28 days from Prospective Baséline
Period to the period of interest, for the subjects reporting absence seizures.during the Prospective
Baseline Period.

Section 8.3.1.3 Variables: Responder status — reduction in days withunyoclenic seizures:

A 50% responder is defined as a subject experiencing,>50% reduction in the number of days
with myoclonic seizures per 28 days from Prospective Baseline Periodyto the period of interest,
for the subjects reporting myoclonic seizures during the Prospective-Baseline Period from
SP0982. Response to treatment will be based onthe percent change in the number of days with
myoclonic seizures per 28 days, calculated as’'described in Section 8.3.1.1. A 75% responder is
defined as a subject experiencing >75% teduction in the number of days with myoclonic seizures
per 28 days from Prospective Baseline.Period-to the period of interest, for the subjects reporting
myoclonic seizures during the Prospective BaselingPeriod from SP0982.

Has been revised to:

These variables are calculated on the-Myoclenic subpopulation of the SS. A 50% responder is
defined as a subject experiencing >50%-teduction in the number of days with myoclonic seizures
per 28 days from Prospective Baseline Period to the period of interest, for the subjects reporting
myoclonic seizures during the Prospective Baseline Period. Response to treatment will be based
on the percent change-in.the number of days with myoclonic seizures per 28 days, calculated as
described in Section’8:3.1.1. A~75% responder is defined as a subject experiencing >75%
reduction in the number of days with myoclonic seizures per 28 days from Prospective Baseline
Period to the period of‘interest, for the subjects reporting myoclonic seizures during the
ProspectivéBaseline Period.

Section 8:3.1.5,Viariables: Responder status — reduction in days with generalized seizures is
new.;

These variables are calculated on the SS. A 50% responder is defined as a subject experiencing
>50% reduction in the number of days with generalized (all type II) seizures per 28 days from
Prospective Baseline Period to the period of interest, for the subjects reporting generalized
seizures during the Prospective Baseline Period. Response to treatment will be based on the
percent change in the number of days with generalized seizures per 28 days, calculated as
described in Section 8.3.1.1. A 75% responder is defined as a subject experiencing >75%
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reduction in the number of days with generalized seizures per 28 days from Prospective Baseline
Period to the period of interest, for the subjects reporting generalized seizures during the
Prospective Baseline Period.

Section 8.3.1.6, Variables: Responder status — reduction in days with all seizures is new:

These variables are calculated on the SS. A 50% responder is defined as a subject experiencing
>50% reduction in the number of days with all types of seizures per 28 days from Prospective
Baseline Period to the period of interest, for the subjects reporting any seizures during the
Prospective Baseline Period. Response to treatment will be based on the percent change in the
number of days with all seizures per 28 days, calculated as described in Section 8.3.1.1..A 75%
responder is defined as a subject experiencing >75% reduction in the number of days with all
seizures per 28 days from Prospective Baseline Period to the period of interest, forthe subjects
reporting any seizures during the Prospective Baseline Period.

Section 8.3.1.5 Variable seizure-free status:
For years 1-2, the following definitions will be used:

For all seizure types, any missing day in the seizure diary during years 1-2 ténders a subject to be
not seizure-free due to the lack of information.

A seizure-free day from PGTCS will be defined as-a‘day whereno PGTCS were reported in the
seizure diary and seizures were assessed (ie, “no seizures™. is'marked or number is entered as
zero). Days in the seizure diary which are marked as ‘not‘doneon the CRF will be counted as a
seizure-free day from PGTCS.

PGTCS free status will be determined fora particular timeperiod. A subject will have seizure-
free status from PGTCS for the time period.if the subject completed the time period and reported
only a combination of “no PGTC seizures” of “not'done” for all days during the time period. If 1
or more PGTCS are reported in the time period or-if the seizure data is missing, then the subject
does not have PGTCS free status=Y.esfor the time period.

A seizure-free day from generalized seizures will be defined as a day where no generalized
seizures (seizure type=II) were.reported in the seizure diary and seizures were assessed. An
absence or myoclonic subject will-be considered for seizure-free evaluation for generalized
seizure-free status in years 1-2 forthe applicable time period if the subject had <10% of days
during the time period with seizure data reported as “not done”. If 1 or more seizure type=II
seizures are reported in the time period, if there is missing data or if there are 10% or more “Not
done” days foran absénce and/or myoclonic seizure subject, then the subject does not have
generalized(seizure-free status=Yes for the time period.

For years.3-5, the following definitions will be used:

A seizure-free'day from PGTCS will be defined as a day where no PGTCS were reported in the
seizure diary.

Seizure-free status from PGTCS will be determined for a particular time period. A subject will
have seizure-free status from PGTCS for the time period if the subject completed the time period
and no PGTCS were reported during the time period. If 1 or more PGTCS are reported in the
time period, then the subject does not have PGTC seizure-free status=Yes for the time period.
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A seizure-free day from generalized seizures will be defined as a day where no generalized
seizures (seizure type=II) were reported in the seizure diary.

A subject will have seizure-free status from all generalized seizure types for the applicable time
period if the subject completed the time period and reported zero seizure type=II seizures during
the time period. If 1 or more seizure type=II seizures are reported in the time period, then the
subject does not have generalized seizure-free status=Yes for the time period.

Has been revised to:

For all seizure types and all subjects, any missing or Not Done day in the seizure diary renders a
subject to be not seizure-free on that day due to the lack of information.

Section 8.3.1.7.1 Variable: PGTCS free status is new:

A seizure-free day from PGTCS will be defined as a day where no PGTCS were reported.n the
seizure diary and seizures were assessed (ie, “no seizures” is marked or number-is entered as
zero). Days in the seizure diary which are marked as “not done” on the CRF will not'be counted
as a seizure-free day from PGTCS. A subject with a >3 day LCM gap within the period of
interest will not be PGTCS-free for that period.

PGTCS free status will be summarized by completer-Cohort onithe FAS. 'Arsubject will have
seizure-free status from PGTCS for a completer cohort if the'subjectare in the completer cohort
and reported only “no PGTC seizures” for all days.during‘the completer cohort period. If 1 or
more PGTCS are reported in the completer cohert or if-the seizute data is Not Done, then the
subject has PGTCS free status=No for the completet cohort,

Section 8.3.1.7.2 Variable: Generalized.séizuresfree status.is new:

If missing data is reported, then the.subject'is-not seiztire-free from generalized seizures for those
missing days.

A seizure-free day from generalized seizures-will be defined as a day where no generalized
seizures (seizure type=II) were reported in the seizure diary.

A subject will have seizure-free status,from all generalized seizure types for the applicable time
period if the subject completed the'time period and reported zero seizure type=II seizures and no
“Not Done” days during the time period for the SS. If 1 or more seizure type=II seizures are
reported or if there are.“Not Done” seizure diary days in the time period, then the subject has
generalized seizufefree status=No for the time period.

Section 8.3.1:8 Variables: all seizure-free status is new:

A seizure-free day.from all seizures will be defined as a day where no seizures (seizure type=I, 11
or IIT).were reported in the seizure diary.

A subject will have seizure-free status from all seizure types for the applicable time period if the
subject completed the time period and reported zero seizures, with no “Not Done” days, during
the time period for the SS. If 1 or more seizures are reported or if there are “Not Done” seizure
diary days in the time period, then the subject has all seizure-free status=No for the time period.

Section 8.3.1.9 Variable: Worsening of PGTCS:
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Response to treatment will be based on the percent change in PGTCS frequency, calculated as
described in Section 8.2.1. Seizure worsening is defined as a subject experiencing >50% increase
in PGTCS frequency per 28 days from Combined Baseline Period to the period of interest.

Has been revised to:

Response to treatment will be based on the percent change in PGTCS frequency, calculated as
described in Section 8.2.1 on the FAS. PGTCS worsening is defined as a subject experiencing
>50% increase in PGTCS frequency per 28 days from Combined Baseline Period to the period of
interest.

Section 8.3.1.10 Variable: Worsening of days with absence seizures:

Response to treatment will be based on the percent change in days with absence seizures per 28
days, as calculated in Section 8.3.1.1. Worsening is defined as a subject experiencing >50%
increase in days with absence seizures per 28 days from Prospective Baseline Period to.the
period of interest, for the subjects reporting absence seizures during the Prospective:Baseline
Period from SP0982.

The increase in days with absence seizures per 28 days from Prospective Baseline will be
categorized as >0 to 25%, >25 to 50%, >50 to 75%, and >75% to-the period-of interest, for the
subjects reporting absence seizures during the Prospective Baseline Pefiod from SP0982.

Has been revised to:

Response to treatment will be based on thepercent change in days with absence seizures per 28
days on the Absence subpopulation, as calculated in'Section-8.3.1.1 on the SS. Worsening is
defined as a subject experiencing >50%.increase-in days-with absence seizures per 28 days from
Prospective Baseline Period to the.period of interest, for the subjects reporting absence seizures
during the Prospective Baseline‘Period.

The increase in days with absence seizures per!28 days from Prospective Baseline will be
categorized as >0 to 25%, >25 to 50%, >50 t0/75%, and >75% to the period of interest, for the
subjects reporting absence seizures during-the Prospective Baseline Period.

Section 8.3.1.12 Worsening.of days with generalized seizures is new:

Response to treatment will be based on the percent change in days with generalized seizures per
28 days, as calculated\in Section 8.3.1.1 on the SS. Worsening is defined as a subject
experiencing >50%;increase in days with generalized seizures per 28 days from Prospective
Baseline Period'to the'period of interest, for the subjects reporting generalized seizures during
the Prospective Baseline Period.

Section8.3.1.13Worsening of days with all seizures is new:

Response tostreatment will be based on the percent change in days with all seizures per 28 days,
as\calculated’in Section 8.3.1.1 on the SS. Worsening is defined as a subject experiencing >50%
increase in days with all seizures per 28 days from Prospective Baseline Period to the period of
interest, for the subjects reporting all seizures during the Prospective Baseline Period.

Section 8.3.1.14 PGTCS free intervals was added:

PGTCS-free intervals will only be assessed for periods not containing >3 day LCM gap. If the
>3 day LCM gap appears in the period of interest, the subject is not PGTCS-free for the interval.
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For the FAS, subjects who are PGTCS-free from the date of Visit 1 will be identified as having a
PGTCS-free interval from Visit 1. The duration of the PGTCS-free interval will be calculated as
date of last day of consecutive PGTCS freedom — date of Visit 1 +1.

To determine the longest interval of PGTCS-freedom, all PGTCS-free intervals will be identified
with a calculation of date of last day of PGTCS freedom for Nth interval — date of the first day of
PGTCS freedom for the Nth interval + 1. The largest duration of all N intervals will be identified
as the longest interval of PGTCS freedom.

To determine the total duration of PGTCS-freedom, all N PGTCS-free intervals will be summed.
Section 8.3.1.15 Generalized seizure free intervals was added.:

For the SS, subjects who are generalized seizure-free from the date of Visit 1 will be identified ‘as
having a generalized seizure-free interval from Visit 1. The duration of the generalized seizure-
free interval will be calculated as date of last day of consecutive generalized seizure fréedom —
date of Visit 1 +1.

To determine the longest interval of generalized seizure free, all generalized seizure-free
intervals will be identified with a calculation of date of last day of consecutive)generalized
seizure freedom for Nth interval — date of the first day.of generalized seizure freedom for the Nth
interval + 1. The largest duration of all N intervals will be identified as'the longest interval of
generalized seizure freedom.

To determine the total duration of generalized seizure fteedoms-all N generalized seizure-free
intervals will be summed.

Section 8.3.1.16 All seizure-free intexvals'was added:

For the SS, subjects who are all seizute-free.from thedate of Visit 1 will be identified as having
an all seizure-free interval from Visit 1. (The duration of the all seizure-free interval will be
calculated as date of last day of consecutive all seizure freedom — date of Visit 1 +1.

To determine the longest interval of-all seizure free, all seizure-free intervals will be identified
with a calculation of date of last‘day ofCensecutive all seizure freedom for Nth interval — date of
the first day of all seizure freedom for'the Nth interval + 1. The largest duration of all N intervals
will be identified as the longest interval of all seizure freedom.

To determine the totalduration of all seizure freedom, all N all seizure-free intervals will be
summed.

Section 8.3.2:0 Analysis."Days with seizures per 28 days:
The following data will be summarized on the SS with descriptive statistics only:

e (Change indays with absence seizures per 28 days relative to the Prospective Baseline Period
by Baseline age in SP0982 and Completer Cohort

e Change in days with absence seizures per 28 days relative to the Prospective Baseline Period
by Baseline Age in SP0982 and Time Period

e Percent change in days with absence seizures per 28 days relative to the Prospective Baseline
Period by Baseline age in SP0982 and Completer Cohort

Confidential Page 148 of 175



UCB 09 Sep 2022
Statistical Analysis Plan Lacosamide EP0012

e Percent change in days with absence seizures per 28 days relative to the Prospective Baseline
Period by Baseline Age in SP0982 and Time Period

e Change in days with myoclonic seizures per 28 days relative to the Prospective Baseline
Period by Baseline age in SP0982 and Completer Cohort

¢ Change in days with myoclonic seizures per 28 days relative to the Prospective Baseline
Period by Baseline Age in SP0982 and Time Period

e Percent change in days with myoclonic seizures per 28 days relative to the Prospective
Baseline Period by Baseline age in SP0982 and Completer Cohort.

e Percent change in days with myoclonic seizures per 28 days relative to the Prospective
Baseline Period by Baseline Age in SP0982 and Time Period

All seizure days data for absence and myoclonic seizures will be listed.
Was revised to:

The following data will be summarized on the SS by all periods calculated for.the"Time Period
or Completer Cohort with descriptive statistics only:

e Change in days with absence seizures per 28 days,relative t0 the Prospective Baseline Period
by Age at Baseline in SP0982 and Completer,Cohort

e Change in days with absence seizures per 28 days relative tothe Prospective Baseline Period
by Age at Baseline in SP0982 and Time Period

e Percent change in days with absence.seizures per 28 days relative to the Prospective Baseline
Period by Age at Baseline in SP0982 and-Completer-Cohort

e Percent change in days with'absence seizures per 28 days relative to the Prospective Baseline
Period by Age at Baseline in SP0982 and Time Period

¢ Change in days with myoclonie.seizures per 28 days relative to the Prospective Baseline
Period by Age at Baseline in“'SP0982. and Completer Cohort

e Change in days with myoclonic séizures per 28 days relative to the Prospective Baseline
Period by Age at Baseline in"SP0982 and Time Period

e Percent changedn.days with'myoclonic seizures per 28 days relative to the Prospective
Baseline Period’by Ageat Baseline in SP0982 and Completer Cohort.

e Percent ehange indays with myoclonic seizures per 28 days relative to the Prospective
Baseline Period by Age at Baseline in SP0982 and Time Period

e (hange in"days with generalized seizures per 28 days relative to the Prospective Baseline
Period byrAge at Baseline in SP0982 and Completer Cohort

e Change in days with generalized seizures per 28 days relative to the Prospective Baseline
Period by Age at Baseline in SP0982 and Time Period

e Percent change in days with generalized seizures per 28 days relative to the Prospective
Baseline Period by Age at Baseline in SP0982 and Completer Cohort.
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e Percent change in days with generalized seizures per 28 days relative to the Prospective
Baseline Period by Age at Baseline in SP0982 and Time Period

e Change in days with all seizures per 28 days relative to the Prospective Baseline Period by
Age at Baseline in SP0982 and Completer Cohort

e Change in days with all seizures per 28 days relative to the Prospective Baseline Period by
Age at Baseline in SP0982 and Time Period

e Percent change in days with all seizures per 28 days relative to the Prospective Baseline
Period by Age at Baseline in SP0982 and Completer Cohort.

e Percent change in days with all seizures per 28 days relative to the Prospective Baseline
Period by Age at Baseline in SP0982 and Time Period

All seizure days data for absence, myoclonic, generalized and all seizures willbe listed:
Analyses of the absence seizure related variables will summarize the Absence subpopulation.
Analyses of the myoclonic seizure related variables will summarize the Myoclonic
subpopulation.

Section 8.3.2.2 Analysis: Responder status — reduction in PGTCS frequency.:

The number and percentage of >50% and >75% responders will'be summarized by Time Period
and Treatment Period.

Has been revised to:

The number and percentage of >50% and >75% responders ‘i PGTCS will be summarized on
the FAS by Time Period and Treatmeént Period.

Section 8.3.2.3 Responder status= reductionin days.with absence seizures was updated to be on
the Absence subpopulation

Section 8.3.2.4 Responder status — reduction-in days with myoclonic seizures was updated to be
on the Myoclonic subpopulation

Section 8.3.2.5 Responder status — reduction in days with generalized seizures was added:

The number and percentage of >50% and >75% responders will be summarized on the SS by
Time Period and Treatmient Peviod.

Section 8.3.2.6 Responder status — reduction in days with all seizures was added.:

The number and percentage of >50% and >75% responders will be summarized on the SS by
Time Period’and Treatment Period.

Section8:3.2.7-Seizure-free status:

The numbetyand percentage of subjects with seizure-free status (yes/no) will be summarized on
the SS by Completer Cohort and Treatment Period for the following types of seizures:

e Seizure-free status (yes, no) for PGTCS
e Seizure-free status (yes, no) for all generalized seizure types.

Was revised to:
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The number and percentage of subjects with seizure-free status (yes/no) will be summarized by
Completer Cohort for the following types of seizures:

e Seizure-free status (yes, no) for PGTCS on the FAS

e Seizure-free status (yes, no) for all generalized seizure types on the SS
e Seizure-free status (yes, no) for all seizure types on the SS.

Section 8.3.2.7.1 PGTCS free intervals was added:

The duration of the following PGTCS-free intervals during the Treatment Period on the FAS will
be summarized with descriptive statistics:

e [®PGTCS free interval from Visit 1

e Longest PGTCS-free interval

o All PGTCS-free intervals

Section 8.3.2.7.2 Generalized seizure-free intervals was added:

The duration of the following generalized seizure-free intervals during thexTreatment period will
be summarized with descriptive statistics:

e 1% generalized seizure- free interval from Visit 1

e Longest generalized seizure-free interval

e All generalized seizure-free intervals

Section 8.3.2.7.3 All seizure-free intervals was added:

The duration of the following all seizure-free-intervals during the Treatment period on the SS
will be summarized with descriptive statistics:

e % all seizure-free interval from Visit 1

e Longest all seizure-free interval

e All seizure-free intervals

Section 8.3.2.8 Analysis» PGTES worsening was updated to be on the FAS.

Section 8.3.2.9 Worsening-in-days with absence seizures was updated to be on the Absence
subpopulation

Section 8.3:2)10 Worsening in days with myoclonic seizures was updated to be on the Myoclonic
subpopulation

Section 8.4.1.2 PedsQL variables:

The PedsQL is a validated instrument that consists of generic core scales suitable for use with
pediatric populations (<18 years), including those with acute or chronic health conditions.

PedsQL generic core scale scores will be calculated for each of the following 4 PedsQL scales:
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 (0 to 4 representing responses of: never, almost never, sometimes, often, or
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almost always). These scores of 0 to 4 will be transformed by the function: 100 — (response x 25)
in order to generate scores of 0, 25, 50, 75, and 100, where a higher value represents a better
HRQoL.

Each scale score is then calculated as the mean of the non-missing categorized items if 50% or
more of the items are non-missing.

The above algorithm will also be used to calculate an overall total scale score (all scales) for
each subject. To create the Total Scale Score, the mean is computed over the number of items
answered on all the Scales

Was revised to:

The PedsQL is a validated instrument that consists of generic core scales suitable for use with
pediatric populations (<18 years), including those with acute or chronic health conditions."Only
whole year ages are used. Self-report is measured for pediatric subjects >5 years-to <18/years of
age, and parent proxy report of child health-related quality of life (HRQoL).is'measured for
pediatric subjects <4 years of age. The PedsQL Measurement Model includes dévelopmentally
appropriate forms for pediatric subjects>2 years to <4 years, >5 years.to <7 yeats, >8 years to
<12 years, and >13 years to <18 years of age. For each subject, the same version that is used at
Baseline should be used for 12 months and thereafterthe approptiate age versions should be
used.

PedsQL generic core scale scores will be calculated for €ach of the following 4 PedsQL scales:
Physical Functioning, Emotional Functioning; Social Functioning, and School Functioning. For
versions intended for subjects >8 years.of age, Physical Funcfioning refers to questions [l

I CotionalPunctioningrefers to questions || Social
Functioning refers to questions || I Schoo! Functioning refers to
questions

The PedsQL assessment is retrospective-to the-prior 4 weeks, and individual items are scored
using a 5-point Likert scale (0 to 4'representing responses of: never, almost never, sometimes,
often, or almost always). These(scores of 0'to 4 will be transformed by the function: 100 —
(response x 25) in order to.generate sCores of 0, 25, 50, 75, and 100, where a higher value
represents a better HRQoL.

Item transformed scote'= 100/~ (item raw score x 25)

Each PedsQL scaleor dimension score is then calculated as the mean of the transformed item
scores from items of the'Considered dimension. In the case of item-level missing data, these will
be replacedby the average of non-missing item scores from the considered dimension, if at least
50% of the itemsfrom that dimension are non-missing.

The above algorithm will also be used to calculate the PedsQL total score (all items), the
psychosocial’health summary score (a combination of the emotional, social and school
functioning items), and the physical health summary score (the physical functioning items) for
each subject. These summary scores will be missing if any of the scale scores contributing to
their calculation is missing.

Section 10 Safety analyses was updated with:
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Any data that appears in the database (in UCB Findings, Clinical Events, or Findings About) and
is not covered by the sections below, will be listed.

Section 10.1.1 Derivation of exposure variables, the following was added.:

For pediatric subjects who take both LCM formulations, their tablet dosing in mg/day will be
converted to mg/kg/day by dividing the total daily dose in mg/day by the most recently available
(relative to the dosing date) body weight in kg. Should a subject receive both oral solution and an
oral tablet on the same day, then the individual tablet dose in mg is converted to mg/kg by
dividing by the most recently available (relative to the dosing date) body weight, and then the
individual dose of oral solution in mg/kg is added to the tablet dose in mg/kg to obtain a.total
daily dose in mg/kg/day.

Section 10.1.2 Analysis of exposure variables, the following was added:

Pediatric subjects with oral solution (mg/kg/day) and tablet (mg/day) dosing will be summarized
two ways: raw (mg/kg/day and mg/day) and converted (mg/kg/day only).

Section 10.2 Adverse events, the following listing was added.:
e Subjects experiencing adverse events leading to death on the ES
Section 10.3 Clinical laboratory evaluations, this fitst paragraph was added:

Clinical laboratory parameters are used in analyses.if mor¢ than two\subjects per visit have a
result. All clinical laboratory data appear in listings

Section 10.3 Clinical laboratory evaluations:

A table summarizing the number of.Subjects meeting the potential drug induced liver injury
criteria will also be presented.

was revised to:

A table summarizing the number of'subjects’meeting the potential drug induced liver injury
criteria during the Treatment Period will-also be presented.

Section 10.4.2.2 Analysis of ECG parameters:

For quantitative ECG measurements (heart rate, RR interval, PR interval, QRS interval, QT
interval, and corrected QT intéryals using Bazett and Fridiricia correction methods), summary
statistics of the actual valu¢s.and change from Baseline (where Baseline is from SP0982 as
defined in Section 0) will.be summarized for the scheduled visits, overall, Last Visit, minimum
and maximum.post-Baseline values obtained during the Treatment Period, and in each of the
TEMA ECG criteria.age categories. Last visit is the value from the last post-baseline visit during
the Treatment Petiod. Repeated or unscheduled ECG assessments during the study will not be
presented in-by-visit summaries, but will be considered when determining the last visit,
minimum, and maximum post-Baseline values during the Treatment Period. If repeat
measurements are taken at a particular visit, then the average value is used in summaries and the
original values are listed.

Was revised to:

For quantitative ECG measurements (heart rate, RR interval, PR interval, QRS interval, QT
interval, and corrected QT intervals using Bazett and Fridiricia correction methods), summary
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statistics of the actual values and change from Baseline (where Baseline is from SP0982 as
defined in Section 0) will be summarized for the scheduled visits, overall, Last Visit, minimum
and maximum post-Baseline values obtained during the Treatment Period, and in each of the
TEMA ECG criteria age categories. Last visit is the value from the last post-baseline visit during
the Treatment Period. Repeated or unscheduled ECG assessments during the study will not be
presented in by-visit summaries, but will be considered when determining the last visit,
minimum, and maximum post-Baseline values during the Treatment Period. If repeat
measurements are taken at a particular visit, then the average value is used in summaries and the
original values and average value are listed. A subject can be summarized in multiple minimum
and maximum post-Baseline categories if the subject appears in multiple age categories (eg;
Pediatric subjects) for the continuous data.

Section 10.4.6 Assessment of suicidality:

Subject data listings of the data for the C-SSRS will be provided. No summaries of the C-SSRS
data are planned.

Was changed to:

Subject data listings of the data for the C-SSRS where questions 4\or'5 was answered ‘Yes’ will
be provided. No summaries of the C-SSRS data are planned.

Section 10.4.7.2 Analysis of Achenbach variables.

Calculated T-score values and change from.Baseline for-each CBCL/1"2-5 syndrome (aggressive
behavior, anxious/depressed, attention preblems, emotionally reactive, other problems, sleep
problems, somatic complaints, and withdrawn) will’be summiarized for each visit, and Last Visit.

Calculated T-score values and change from Baseline for each CBCL/6-18 syndrome (aggressive
behavior, anxious/depressed, attention preblems, rule-breaking behavior, social problems,
somatic complaints, thought problemsand withdrawn/depressed) will be summarized for each
visit, and Last Visit.

Subject data listings of the datador the Achenbach CBCL will be provided. The means of the
calculated T-score will be plotted by wisit.

Was changed to:

Only the syndrome scales presented in Tables 1 and 2 will be analyzed. Raw scores and change
from Baseline foreach CBCL/1 %2 -5 syndrome (aggressive behavior, anxious/depressed,
attention problems, emotionally reactive, other problems, sleep problems, somatic complaints,
and withdrawn) will be-summarized for each visit, and Last Visit.

Raw scores and-ehange from Baseline for each CBCL/6-18 syndrome (aggressive behavior,
anxious/depréssed, attention problems, rule-breaking behavior, social problems, somatic
complaints, thought problems, and withdrawn/depressed) will be summarized for each visit, and
Last Visit.

Calculated T-score values and change from Baseline for each CBCL/1%5-5 syndrome (aggressive
behavior, anxious/depressed, attention problems, emotionally reactive, other problems, sleep
problems, somatic complaints, and withdrawn) will be summarized for each visit, and Last Visit.
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Calculated T-score values and change from Baseline for each CBCL/6-18 syndrome (aggressive
behavior, anxious/depressed, attention problems, rule-breaking behavior, social problems,
somatic complaints, thought problems, and withdrawn/depressed) will be summarized for each
visit, and Last Visit.

Subject data listings of the data for the Achenbach CBCL will be provided containing the
calculated T-scores, raw scores and change from Baseline. The means of the calculated T-score
will be plotted by visit.

Section 10.4.8.1 BRIEF-P Scores:

The 2-subscale scores and 5 individual component scores that make up these subscale scores are
outlined in Table 3.

, Table3 BRIEF-P questionnaire scoring
Scale/Index Questions
Inhibit 3.8.13.18,23,28, 33, 38,43, 48,52, 54, 56(58. 60, 62
Shift 5.10, 15,20, 25, 30, 35,40, 45(50
Emotional Control 1,6.11, 16, 2126, 31, 36,41, 46
BRI All from {Inhibit, Shift, and Emotional Control}
Working Memory 2,712, 4722, 27,32, 37,42,747, 51, 53, 55,57, 59. 61, 63
Plan/Organize 4/9,14, 19, 24,29, 34, 39/44, 49
MI All from {Working Memory and Plan/Organize}
GEC Score 1-63

Standardized T-scores are determined from each ‘subject’s raw GEC, BRI, MI, and component
scores based on the subject’s age and-sex. Tables that map each raw score to the appropriate T-
score are provided in the BRIEF-P*Professional Manual and will be reproduced
programmatically.

Two validity scales will also.be derived: Negativity to assess the extent to which the respondent
answers selected BRIEF-P-itemsin-an unusually negative manner and Inconsistency to assess the
extent to which the réspondent/answers similar BRIEF-P items in an inconsistent manner. The
Negativity scale i§ the number of items in 30, 44, 46, 47, 53, 55, 56, 57, 59 and 63 with a score
of 3, and so has\a range0f0 to10. A score of 2 or less is considered acceptable, 3 as elevated and
4 or more highly elevated.

For the.Jnconsisteney scale, there are 10 item pairs of related questions. The Inconsistency scale
is the'sum of‘theabsolute values of the difference in scores for the items in each item pair, and so
ranges from/0 to 20. The item pairs are questions 1 and 11, 3 and 33, 5 and 45, 10 and 20, 11 and
26, 16 and 21, 18 and 52, 33 and 38, 43 and 52, and 48 and 54. A score of 7 or less is acceptable
and 8 or more inconsistent.

Calculated T-score values and change from Baseline for the 2 indexed scores (BRI and MI), and
GEC for the BRIEF-P questionnaire will be summarized at each visit, and Last Visit.
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All BRIEF-P assessment data will be listed. The means of the BRIEF-P assessment data will be
plotted by visit.

Was revised to:

The 3-subscale scores and 5 individual component scores that make up these subscale scores are
outlined in Table 3.

Scale/Index Questions

Inhibit 3,8, 13,18, 23, 28, 33, 38, 43, 48, 52, 54, 56, 58, 60, 62
Shift 5,10, 15, 20, 25, 30, 35, 40, 45, 50

Emotional Control 1,6, 11, 16,21, 26, 31, 36,41, 46

Inhibitory self-control All from {Inhibit and Emotional Control}

Flexibility All from {Shift, and Emotional Control}

Working Memory 2,7,12,17,22,27,32,37,42, 47,51, 53, 55757, 59, 61, 63
Plan/Organize 4,9, 14, 19, 24, 29, 34, 39, 44,49

Emergent metacognition All from {Werking Memory and Plan/Organize}

GEC Score 1-63

Standardized T-scores are determined from.each-subjeet’s raw GEC, inhibitory self-control,
flexibility, emergent metacognition, and eomponent scores based on the subject’s age and sex.
Tables that map each raw score to the-appropriate T-score.are provided in the BRIEF-P
Professional Manual and will be reproduced programmatically.

Calculated T-score values and change from Baseline for the three index scores (Inhibitory self-
control, flexibility and emergent metacognition), the 5 individual component scores and GEC for
the BRIEF-P questionnaire will be summarized at each visit, and Last Visit.

All BRIEF-P assessment data will be listed including calculated T-scores, raw scores and
changes from Baseline. The means of the BRIEF-P assessment data will be plotted by visit.

Section 10.4.8.2 BRIEF sscores, after Table 4:

The BRI score is the,tetal of 28 items and ranges from 28-84. The MI score is the total of 44
items and ranges from 44.to, 132.

StandardizedT=scores,are determined from each subject’s raw GEC, BRI, MI, and component
scores based-on the subject’s age and sex. Tables that map each raw score to the appropriate T-
score are\provided-in the BRIEF Professional Manual and will be reproduced programmatically.

Twe validity.seales will also be derived: Negativity to assess the extent to which the respondent
answers selected BRIEF items in an unusually negative manner, and Inconsistency to assess the
extent to which the respondent answers similar BRIEF items in an inconsistent manner. The
Negativity scale is the number of items in 8, 13, 23, 30, 62, 71, 80, 83, and 85 with a score of 3,
and so has a range of 0 to 9. A score of 4 or less is considered acceptable, 5 and 6 elevated, and 7
or more highly elevated.
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For the Inconsistency scale, there are 10 item pairs of related questions. The Inconsistency scale
is the sum of the absolute values of the difference in scores for the items in each item pair, and so
ranges from 0 to 20. The item pairs are questions 7 and 25, 11 and 22, 27 and 17, 33 and 32, 38
and 59, 41 and 65, 42 and 63, 44 and 54, 43 and 60, and 55 and 44. A score of 6 or less is
acceptable, 7 and 8 questionable, and 9 or more inconsistent.

Calculated T-score values and change from Baseline for the 2 indexed scores (BRI and MI), and
GEC for the BRIEF questionnaire will be summarized at each visit, and Last Visit.

All BRIEF assessment data will be listed. The means of the BRIEF assessment data will be
plotted.

Was revised to:

The BRI score is the total of 28 items and ranges from 28-84. The MI score is.the-total of 44
items and ranges from 44 to 132.

T-score values and change from Baseline for the two indexed scores (BRI'and MI), the GEC and
the 8 individual component scores for the BRIEF questionnaire will be'summarized at each visit,
and Last Visit.

Standardized T-scores are determined from each subject’s raw GEC, BRI MI, and component
scores based on the subject’s age and sex. Tables that map each raw seore to the appropriate T-
score are provided in the BRIEF Professional Manual and'will be reproduced programmatically.

All BRIEF assessment data will be listed including all scales/index scores (raw and T-scores,
calculated and change from baseline). Theumeans of'the BRIEF assessment data will be plotted.

Section 10.4.9 Safety Seizure Information was. updated with:

All analyses will use the relevant data in'the'SS. Theanalyses regarding Absence seizure
information will be generated on the Absence subpopulation. The analyses regarding the
Myoclonic seizure information will.be)generated on the Myoclonic subpopulation.

Section 11.2.1 List of other significant AEs, the following were added:
Cardiac arrest

Brugada syndrome

Defect conduction ifitraventricular

Electrocardiogram QT prolonged

Section 11.2:2"List of AEs for PDILI, the following were added:
Alanine aminotransferase increased

Aspartate aminotransferase increased

Section 11.4 Appendix 4: NCI CTC, the following footnote was added.:
** Fasting status will be ignored when programming this criteria.

Section 11.5 Appendix 5: Tables required for Article 41, 46 and clinicaltrials.gov:

Disposition and Discontinuation Reasons by Development
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Discontinuation due to AEs

Demographics by Development

Baseline Characteristics by Development

ILAE Seizure Classification History by Development
Classification of Epileptic Syndrome by Development
AEDs and Benzodiazepines at Study Entry by Development

Increase in Days with Absence Seizures During the Treatment Period Compared to Prospéctive
Baseline by Development

Increase in Days with Myoclonic Seizures During the Treatment Period Compared‘to
Prospective Baseline by Development

Study Medication Duration by Development

Cumulative Study Medication Duration by Development

Study Medication Daily Dosing by Development

Incidence of TEAEs by Development — Overview

Incidence of TEAEs by Development

Incidence of Serious TEAEs by Development

Incidence of Non-serious TEAEs

Incidence of TEAEs by Relationship and Deyelopment

Incidence of TEAEs Leading todDiscontinuation by, Deévelopment

Incidence of Serious TEAEs by Relationship

Incidence of Non-serious TEAEs by Relationship

Incidence of Fatal TEAEs by-Relationship

Incidence of Non-serious(TEAEs Above Reporting Threshold of 5% of Subjects
Incidence of Non-serious TEAEs Above Reporting Threshold of 5% of Subjects by Relationship
12-Lead ECG Summary by.Development

Treatment-Emergent Abnormal 12-Lead ECG Findings for Subjects by Development

Tables, in this(section are not referred to in the body of the SAP. Tables summarizing
Development may show columns for Pediatrics and Adults where Pediatrics are the subjects in
EP0012 aged 17 or less and Adults are the subjects in EP0012 aged 18 or more or the table may
be generated by Pediatrics and Adults.

Was revised to Section 11.5 Appendix 5: Tables required for Article 41 (EudraCT):

Discontinuation due to AEs by Development
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12.4 Amendment 4
12.4.1 Rationale for the amendment

SAP Amendment 4 was issued because

e Because EP0012 directly enrolled subjects as well as those who rolled over from SP0982,
the handling of their data for analysis needed to be clarified and

e A few other analysis items were clarified.
12.4.2 Modification and changes
12.4.21 Specific changes
The information below was revised from

SAP/Amendment Number Date

Final SAP 20 Dec 2016
SAP Amendment #1 10 Dec 2018
SAP Amendment #2 10 Oct 2019
SAP Amendment #3 15 Nov 2021

Has been revised to:

SAP/Amendment Number Date

Final SAP 20 Dec 2016
SAP Amendment #1 10 Dec 2018
SAP Amendment #2 10 Oct-2019
SAP Amendment #3 15 Nov.2021
SAP Amendment #4 09 Sep 2022

Section 2.3, Study design and conduct, the following:
e Subjects that enrolled in EP0012’that did“not fall into the above categories
Was updated to:

e Subjects that enrolled(in EP0012 that did not fall into the above categories, like those who
were incomplete sereeners

The following sentence from-the protocol text:

Eligible Baseline failures from SP0982 who choose to enter this study will undergo a complete
Visit 1.

Was updated tor

Eligible Baseline failures and incomplete screeners from SP0982 who choose to enter this study
will undergo a complete Visit 1.

Section 2.3.1 EP0012 entry status was added.:
Subjects who enter EPO012 are either rollovers from SP0982 or direct enrollers in EP0012.
Section 2.3.1.1 Rollover subjects was added:
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The subjects enrolled in EP0012 who were randomized in SP0982 and entered EP0012 after
discontinuation or completion of SP0982. All study data captured in EPO012 prior to the Safety
Follow-up period will be summarized as on-treatment (or during the treatment period) for these
subjects, even if the procedure was done before the 1% dose of EP0012 study medication.

Section 2.3.1.2 Direct enrollers was added.:

The subjects enrolled in EP0012 who were baseline failures or incomplete screeners in SP0982
who were never randomized to take SP0982 study medication.

Section 2.3.2 Protocol visit windows was added.:
Protocol visit windows are £7 days.

Section 3.2.1.1, Treatment period definition:
The following analysis periods are defined:

e Treatment Period (this analysis Treatment Period differs from the protocel-defined treatment
period): The Treatment Period starts at the time of first dose of study medication during the
EP0012 study and ends on the date of last dose of study medication or the date of ET Visit or
Termination Visit, whichever is later. The Treatment Period includes the protocol-defined
Taper Period (see Section 3.2.2) if the subject completes it In essence; the Treatment Period
contains all data between the dates when the subject is'being treated with study medication.

— An efficacy analysis Treatment Period must be-Calculated-for the PGTCS-related
analyses. This time period starts at the time ©of;first dose 0f study medication during the
EP0012 study and ends on the.date.of last'dose of Study medication.

Was modified to:
The following analysis periods are defined:

e Treatment Period (this analysis Treatment Period differs from the protocol-defined treatment
period): The Treatment Period, which will apply to all non-efficacy analyses, starts at the
time of first dose of study medication.during the EP0012 study for the direct enrollers (date
of first visit for rollover:subjects) and ends on the date of last dose of study medication or the
date of last protocol-defined visit before SFU visit or death date, whichever is later. The
Treatment Perioddncludesthe protocol-defined Taper Period (see Section 3.2.2) if the subject
completes it.

— An efficacy analysis Treatment Period must be calculated for the PGTCS-related
analyses. Thisdtime period starts at the time of first dose of study medication during the
EP(0012 study (date of first visit for rollover subjects) and ends on the date of last dose of
study medication or death date, whichever is later.

Section 3.2.1.2 Relative day:

Relative day will be calculated as the current date minus the date of first dose of study
medication in EPO012 plus 1 for days on or after the day of first dose of study medication and
prior to or on the day of last study medication dose (eg, the day of first dose will be Day 1).
Relative day will be calculated as date of first dose of study medication in EP0012 minus the
current date for days prior to the first dose of study medication (the day prior to first dose will be
Day -1). For days after the last dose of study medication, relative day will be calculated as the
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current date minus the date of last dose of study medication including a “+” to denote post
treatment days (eg, the day after the last dose will be Day +1). Relative day will not be calculated
for partial dates.

Was modified to:

Relative day will be calculated as the current date minus the date of first dose of study
medication in EP0012 for direct enrollers (first visit date for rollover subjects) plus 1 for days on
or after the day of first dose of study medication and prior to or on the day of last study
medication dose (eg, the day of first dose or first visit will be Day 1). Relative day will be
calculated as date of first dose of study medication for direct enrollers or first visit for rollovers
in EP0O012 minus the current date for days prior to the first dose of study medication (the‘day
prior to first dose or first visit will be Day -1). For days after the last dose of study-medication;
relative day will be calculated as the current date minus the date of last dose of stady medication
including a “+” to denote post treatment days (eg, the day after the last dose will be Day #1).
Relative day will not be calculated for partial dates.

Section 3.2.1.5 Completer cohort:

A completer cohort will be defined as the subset of subjects in the\FAS that were enrolled,
treated with LCM for the specified duration of time (allowing gaps’of 3«days or less), and have
efficacy data available for the duration of the treatment exposure stated. in the name of the
cohort. For example, a 22-week completer cohott eonsists.of subjects from the FAS, treated with
LCM for at least 22 weeks and have efficacy data through at least-22 weeks of exposure (Visit
5).

Was revised to:

A completer cohort will be defined as the subset of-subjects in the FAS that were enrolled,
treated with LCM for the specified duration of time (allowing gaps of 3 days or less), and have
efficacy data available for the duration of the treatment exposure stated in the name of the cohort
minus the visit window (7 days). Forrexample;] a 22-week completer cohort consists of subjects
from the FAS, treated with LCM for at least 22 weeks minus 7 days and have efficacy data
through at least 22 weeks minus 7 days,of exposure (Visit 5 or ET visit).

Section 3.2.1.5.1 Use of ET or Termination Visit when Scheduled Visits are missing:

An adult subject is eonsidered @ completer of EP0012 if Visit 11 (Week 94) or ET or
Termination visitits completed instead of Visit 11 (and there are no other treatment visits
completed) within the 'window stated below. Visit 11 or Week 94 was chosen as the visit where
subjects could complete the study because it was the closest visit occurring to 2 years given the 6
month visit schedule. Subjects also may be deemed completers of EP0012 when they leave the
study-due to LEM being approved in their region.

If.the visit that corresponds to the completer cohort is missing, then ET or Termination visit will
be checked to see if this data can be used for the missing visit and to complete the data needed
for the completer cohort.

For assessing the 22 and 46 Week completer cohorts, respectively, assess whether the ET visit
was completed instead of Visit 5 or Visit 8, respectively; the Termination visit may not be an
option for some subjects for the 22 Week or 46 Week Completer cohorts since subjects can only
complete the study after 2 years or approval in their region.
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Since subjects can complete EP0012 at Week 94 for the 94 Week completer cohort (and for later
completer cohorts), if the Week 94 (Visit 11) is missing, then assess whether the Termination or
ET visit was completed instead of Visit 11.

The assessment of using Termination or ET visit to determine whether a subject completes a
cohort occurs when the subject is missing visit for XX Week Completer Cohort (Week 22 — Visit
5, Week 46 — Visit 8, Week 94 — Visit 11, Week 142 — Visit 13, Week 190 - Visit 15, and Week
238 — Visit 17) and there are no other later protocol-scheduled visits indicating the subject was
exposed longer in the study. Review the Protocol’s Schedule of Study Assessments to determine
the number of weeks (and calculate the expected date) from the prior visit that the Termination
or ET visit is expected. The Termination or ET visit must not be any more than 7 days.earlier
than expected date for XX Week Completer Cohort, as protocol visit windows are £7 days; if-the
ET or Termination visit date is too early, the subject did not complete enough exposure to(be
included in XX Week Completer Cohort.

Was revised to:

A subject is considered a completer of EP0012 if Visit 11 (Week 94 =658 days miinus 7 days) or
ET or Termination visit is completed instead of Visit 11. Visit 11 or Week 94.was chosen as the
visit where subjects could complete the study because-it was the-closest visit occurring to 2 years
given the 6 month visit schedule. Subjects also maybe deemed,compléters of EPO012 when they
leave the study due to LCM being approved in their region.

If the visit that corresponds to the completer-cohort ismissing,ithen ET or Termination visit will
be checked to see if this data can be usedfor.the missing visit.and to complete the data needed
for the completer cohort.

For assessing the 22 and 46 Week completer'cohortssrespectively, assess whether the ET visit
was completed instead of Visit S{minus 7 days) or Visit 8 (minus 7 days), respectively; the
Termination visit may not be an option for some.subjects for the 22 Week or 46 Week Completer
cohorts since subjects can only complete the study after 2 years or approval in their region.

Since subjects can complete EPO012 at Week 94 (minus 7 days) for the 94 Week completer
cohort (and for later completer-cohorts), if the Week 94 (Visit 11) is missing, then assess whether
the Termination or ET visitywas completed instead of Visit 11.

The assessment of using Termination or ET visit to determine whether a subject completes a
cohort occurs when the subject is missing visit for XX Week Completer Cohort (Week 22 — Visit
S(minus 7 days$), Week 46 - Visit 8 (minus 7 days), Week 94 — Visit 11 (minus 7 days), Week
142 — Visit 43.(minus;7 days), Week 190 - Visit 15 (minus 7 days), and Week 238 — Visit 17
(minus 7.days)) and there are no other later protocol-scheduled visits indicating the subject was
exposed longerin the study. Review the Protocol’s Schedule of Study Assessments to determine
the.number of weeks (and calculate the expected date) from the prior visit that the Termination
or ET visit is’expected. The Termination or ET visit must not be any more than 7 days earlier
than expected date for XX Week Completer Cohort, as protocol visit windows are +7 days; if the
ET or Termination visit date is too early, the subject did not complete enough exposure to be
included in XX Week Completer Cohort.

Section 3.2.1.6 Time Period, 3" paragraph:
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The time periods for the Treatment Period include all data in the time window of the time period
of interest including termination, early termination and end of taper visit data. A calculation will
be needed using dates to determine what time period the termination, early termination and end
of taper visit data fit into for each subject. While completer cohorts and their time periods
involve subjects having data for the entire cohort or time period, when it comes to non-completer
cohort tables, subjects may not have data for the whole Treatment period or time period within
the Treatment period.

Was revised to:

The time periods for the Treatment Period include all data in the time window of the timé.period
of interest including termination, early termination and end of taper visit data, taking inte
account the 7 day visit window. A calculation will be needed using dates to determine what time
period the termination, early termination and end of taper visit data fit into for-each subject;
adjusting for the 7 day visit window. While completer cohorts and their time-periods invelve
subjects having data for the entire cohort or time period, when it comes tg-non-completer cohort
tables, subjects may not have data for the whole Treatment period or time period-within the
Treatment period.

Section 3.2.2 Protocol defined study periods, Taper Period:

up to 4-week period following the Treatment Period for subjects who discontinue from the study
at any time. The Taper Period starts the day after the Treatment Périod ends and continues until
the date of last dose of study medication.

Was revised to:

up to 4-week period following the Treatment Period forsubjects who discontinue from the study
at any time. The Taper Period starts-the day.after the Preatment Period ends and continues until
the date of last dose of study medication'or the Ead of Taper Visit.

Section 3.2.2 Protocol defined study. periods;:Safety Follow-up Period:

30-day period following the Taper Period:-The Safety Follow-up Period starts the day after the
last dose of study medication and continues until the Safety Follow-up telephone contact date.

Was revised to:

30-day period following the Taper Period. The Safety Follow-up Period starts the day after the
last dose of study(medication or End of Taper Visit and continues until the Safety Follow-up
telephone contaet date.

Section 3.2.4’AEDs and benzodiazepines:

Concomitant AEDs at Study entry, concomitant benzodiazepine use at SP0982 entry, and
Lifetime AEDs and Benzodiazepines for subjects randomized in SP0982 are already calculated
and carried forward into EP0012. These variables will be summarized.

For EP0012 direct enrollers, concomitant AEDs at study entry are defined as AEDs where the
start date is on or before 28 days prior to EP0012 Visit 1 and the medication was still ongoing on
the date of Visit 1. Lifetime AEDs are defined as AEDs taken in the subject’s history and
stopped at least 28 days prior to EPO012 (direct enrollers) Visit 1; ongoing AEDs are not counted
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as a lifetime AED. Concomitant benzodiazepine use at EPO012 entry is the use of any
benzodiazepine at EPO012 Visit 1.

Was revised to:

Concomitant AEDs at SP0982 entry, concomitant benzodiazepine use at SP0982 entry, and
Lifetime AEDs and Benzodiazepines for the rollover subjects are already calculated and carried
forward into EP0012.

For EP0012 direct enrollers, concomitant AEDs at study entry are defined as AEDs where the
start date is on or before 28 days prior to EPO012 Visit 1 and the medication was still ongeing on
the date of Visit 1. The concomitant AEDs for the rollover and direct enroller subjects will'be
presented as Concomitant AEDs at the start of study medication dosing.

Lifetime AEDs are defined as AEDs taken in the subject’s history and stopped at'least 28§ days
prior to EP0012 (direct enrollers) Visit 1; ongoing AEDs are not counted as alifetime AED. The
lifetime AEDs for direct enrollers and rollover subjects will be presented ‘a$ Lifetime AEDs and
Benzodiazepines prior to start of study medication dosing

Concomitant benzodiazepine use at EP0012 entry is the use of any benzodiazepine at EP0012
Visit 1. The concomitant benzodiazepine use for direct enrollers :and rolleyver subjects will be
presented as Concomitant benzodiazepine use at the start of study medication dosing.

Section 3.3 Baseline values, 1*' paragraph:

The baseline data for randomized SP0982 subjects in'EP0012 will not recalculated. For subjects
who directly enrolled into EP0012, some baseline variables‘may be calculated in SP0982 but
these calculations need to be reassess¢d.as detailed below:,

Was revised to:

The baseline data for rollover subjects an EP0012will not recalculated. For subjects who are
direct enrollers, some baseline variables may-be calculated in SP0982 but these calculations need
to be reassessed as detailed below.

Section 3.3 Baseline values, #"paragraph:

For absence, myoclonic, generalized and all seizure data, the Prospective Baseline Period is
defined as the 4-week-Prospective Baseline Period from the SP0982 study. This Period starts the
date of Visit 1 of the’'SP0982 study and ends the day before Visit 2 of the SP0982 study. This
means that for the'subjectsywho directly enrolled into EP0012 (were not randomized in SP0982),
the baseline absence, myoclonic, generalized or all (respectively) seizure data from SP0982’s
ProspectiveBaseline period is combined with any reported baseline absence, myoclonic,
generalized or all (respectively) seizure information from EP0012 (reported before first dose in
EP0012) to recalculate the subject’s baseline variables such as days with absence, myoclonic,
generalized or all seizures per 28 days.

Was revised to:

For absence, myoclonic, generalized and all seizure data, the Prospective Baseline Period is
defined as the 4-week Prospective Baseline Period from the SP0982 study. This Period starts the
date of Visit 1 of the SP0982 study and ends the day before Visit 2 of the SP0982 study. This
means that for the subjects who directly enrolled into EP0012 (were not randomized in SP0982),
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the baseline absence, myoclonic, generalized or all (respectively) seizure data from SP0982’s
Prospective Baseline period is combined with any reported baseline absence, myoclonic,
generalized or all (respectively) seizure information in the daily seizure diary from EP0012
(reported before first dose in EP0012) to recalculate the subject’s baseline variables such as days
with absence, myoclonic, generalized or all seizures per 28 days.

Section 3.3 Baseline values, 6™ paragraph:
For all other data, Baseline values are defined as follows;

e For Baseline failures from SP0982, data collected at Visit 1 prior to the first dose of study
medication will be used as Baseline values. Data collected on the date of first dose.of study
medication will be assumed to be prior to the first dose. For data not collected at"Visit 1 but
still prior to the first dose of study medication, the last data collected in SP0982 will beused
as Baseline values, if available.

e For non-Baseline failures from SP0982, the last non-missing value prior.to the first dose of
study medication in the SP0982 study will be used as the Baseline value.

For quantitative ECG assessments, if repeat measurements pre-first'dose, then the average value
is used as the Baseline value.

Was revised to:
For all other data, Baseline values are defined as follows;

e For direct enrollers from SP0982, data collected at Visit-1 ptior to the first dose of study
medication will be used as Baseling'wvalues. ;Data collécted on the date of first dose of study
medication will be assumed to be prior to-thefirst dose. For data not collected at Visit 1 but
still prior to the first dose of:study medication, the-last data collected in SP0982 will be used
as Baseline values, if available.

e For rollover subjects from SP0982, the last non-missing value prior to the first dose of study
medication in the SP0982 study Wwill be used as the Baseline value.

For quantitative ECG assessments, if‘tepeat measurements pre-first dose, then the average value
is used as the Baseline value:

For direct enrollers, data'that i1used as the Baseline will be labelled as such. In general, change
from baseline for thése subjects will be calculated from Visit 2 onward, if the subject has a
calculated baseline:

For rollover subjects; change from baseline for these subjects will be calculated from Visit 1
onward,df.the subject has a baseline calculation from SP0982.

Section 3.6, paragraphs 2 and 3:

At Visit 1, subjects who completed SP0982 will start on a dose of LCM as follows;
e 10mg/kg/day for pediatric subjects weighing <30kg,

e 8mg/kg/day for pediatric subjects weighing >30kg to <50kg,

e 400mg/day (200mg twice a day (bid)) for adult subjects (=18 years of age) or pediatric
subjects weighing >50kg.
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Subjects who are eligible Baseline failures from SP0982 will start at Visit 1 on a dose of LCM as
follows;

Were revised to:

At Visit 1, rollover subjects will start on a dose of LCM as follows;
e 10mg/kg/day for pediatric subjects weighing <30kg,

o 8mg/kg/day for pediatric subjects weighing >30kg to <50kg,

e 400mg/day (200mg twice a day (bid)) for adult subjects (>18 years of age) or pediatrie
subjects weighing >50kg.

Subjects who are direct enrollers into EP0012 will start at Visit 1 on a dose of LCM as‘follows;
Section 4.2 Handling of dropouts or missing data:

For subjects missing data at the first visit in EP0012, data from SP0982 will ‘be cheeked as
follow:

+ for subjects who transitioned from SP0982 to EP0012, final clinicwisit.data'in SP0982 will
be checked for data not reported for V1 in EP0012.

+ for subjects who are baseline failures or incomplete screen failures in'SP0982 who enrolled
in EP0012, baseline data will be used from EP0012.V1 oriunscheduled V1 (if prior to first
EP0012 dose) or the latest data from the screening and.baseline-visits in SP0982 can be used
(also if prior to first EP0012 dose).

Was revised to:

For subjects missing data at the first yisit innkEP0012,‘data from SP0982 will be checked as
follow:

» for subjects who are rollovers from SP0982-to EP0012, final clinic visit data in SP0982 will
be checked for data expected and net reported for V1 in EP0012.

» for subjects who are direet enrollers.in EP0012, baseline data will be used from EP0012 V1
or any unscheduled visit (if prior te_first EPO012 dose) or the latest data from the screening and
baseline visits in SP0982.can beused (also if prior to first EPO012 dose).

Section 4.2.1.1 Week 94 visit —seizure data was added.:

At Week 94, subjects switch from using daily seizure diaries (where every date is entered) to
using a seizure log (where only non-zero seizures are logged by date). For subjects who
continue.past Week 94 in the study, if the date of the Week 94 visit is not logged on the daily
seizure diary with a non-zero seizure count and it does not appear on the seizure log with a non-
zero count, then it can be assumed that 0 seizures occurred on that date.

Section 4.2.3 Incomplete dates for adverse events and concomitant medications, imputation of
partial start dates:

e If only the month and year are specified and the month and year of first dose is not the same
as the month and year of the start date, then use the 1st of the month.
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If only the month and year are specified and the month and year of first dose is the same as
the month and year of the start, then use the date of first dose.

If only the year is specified, and the year of first dose is not the same as the year of the start
date, then use January 1 of the year of the start date.

If only the year is specified, and the year of first dose is the same as the year of the start date,
then use the date of first dose.

If the start date is completely unknown and the stop date is unknown or not prior to the date of
first dose, then use the date of first dose.

Was modified to:

If only the month and year are specified and the month and year of first dose for'direct
enrollers or first visit for rollovers is not the same as the month and year of the start-date,
then use the 1st of the month.

If only the month and year are specified and the month and year of fitst dose ‘for direct
enrollers or first visit for rollovers is the same as the month and year of the start, then use the
date of first dose for direct enrollers or first visit forirollover subjects.

If only the year is specified, and the year of first\dose for direct enrellers or first visit for
rollover subjects is not the same as the year.of the start date, then wse January 1 of the year of
the start date.

If only the year is specified, and the year-of first.dose for.direct enrollers or first visit for
rollover subjects is the same as theyyear of the start date, then use the date of first dose for
direct enrollers or first visit for rellever subjects.

If the start date is completelydinknown, and the stop date is unknown or not prior to the date
of first dose for direct enrollers or. first visit for rollover subjects, then use the date of first
dose for direct enrollers or first wisit for tollover subjects.

Section 4.2.3 Incomplete dates.for adverse events and concomitant medications, imputation of
partial onset dates:

If only the month and year are-specified and the month and year of first dose is not the same
as the month and year of onset, then use the 1st of the month

If only the month and-year are specified and the month and year of first dose is the same as
the month’and year‘of onset, then use the date of first dose

If only the yeat'is specified, and the year of first dose is not the same as the year of onset,
thenyuse January 1 of the year of onset

If only the year is specified, and the year of first dose is the same as the year of onset, then
use the date of first dose

If the AE onset date is completely unknown, then use the date of first dose

Modified to:
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e If only the month and year are specified and the month and year of first dose for direct
enrollers or first visit for rollover subjects is not the same as the month and year of onset,
then use the st of the month

e If only the month and year are specified and the month and year of first dose for direct
enrollers or first visit for rollover subjects is the same as the month and year of onset, then
use the date of first dose for direct enrollers or first visit for rollover subjects

e Ifonly the year is specified, and the year of first dose for direct enrollers or first visit for
rollover subjects is not the same as the year of onset, then use January 1 of the year of enset

e Ifonly the year is specified, and the year of first dose for direct enrollers or first visit for
rollover subjects is the same as the year of onset, then use the date of first dose direct
enrollers or first visit for rollover subjects

e Ifthe AE onset date is completely unknown, then use the date of first doge for direct-enrollers
or first visit for rollover subjects

Section 5.1 Subject disposition, new 5" paragraph was added:

To assess what happens with subjects during the first 94 weeks of'the study, the number and
percentage of subjects who completed this time period, completed the study before 94 weeks and
discontinued during this time period will be presented for the SS and’FAS by age at baseline in
SP0982 as well as all subjects including numbeér and percentages. for'each reason for
discontinuation during this time period.

Section 6.2.2 Analysis of other Baseline characteristics, paragraph 3:
The following Baseline characteristics.will be-presented:

e Time since first diagnosis at'date of consent ~Time since first diagnosis calculated for all
EP0012 subjects; this data is storedin SP0982

e Age at diagnosis of the disease'—'age at diagnosis calculated for all EPO012 subjects; this data
is stored in SPO982ILAE Se¢izure classification history — see below

e (lassification of epileptic syndrome — see below

e Lifetime AEDs and Benzodiazepines (SP0982) (0, 1-3, 4-6, 7+) — categorical representation
of lifetime AED$\and Benzes of randomized SP0982 subjects in EP0012; this data is stored
in SP0982

e Lifetime-AEDs and Benzodiazepines (EP0012) (0, 1-3, 4-6, 7+) — categorical representation
of lifetime AEDs’and Benzos of all EPO012 subjects

e (CombinedBaseline PGTCS frequency per 28 days (as continuous data) — baseline PGTCS
seizure frequency from CRF of all EP0012 subjects; SP0982 IRT data is not used in EP0012.

e Combined Baseline PGTCS frequency categories (<2, >2 per 28 days) — baseline PGTCS
seizure frequency categorized from CRF of all EP0012 subjects

e Concomitant AEDs at SP0982 entry (0, 1, 2, 3, 4) — categorical representation of concomitant
AEDs of randomized SP0982 subjects in EP0012; this data is stored in SP0982
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e Concomitant AEDs at EP0012 entry (0, 1, 2, 3, 4) — categorical representation of
concomitant AEDs of all EPO012 subjects

e Concomitant benzodiazepine use at SP0982 entry (yes, no, missing) — Yes/No to concomitant
Benzo use of randomized SP0982 subjects in EP0012; this data is stored in SP0982

e Concomitant benzodiazepine use at EPO012 entry (yes, no) — Yes/No to concomitant Benzo
use of all EP0012 subjects

e LCM study drug status - continuing LCM treatment (randomized to LCM in SP0982), new
LCM treatment (randomized to PBO or baseline failure from SP0982 or other)

e SP0982 exit status - Baseline failure, 24-week completer, met exit criteria, incomplete
screener, SP0982 safety follow-up, SP0982 early discontinuation.

ILAE Seizure Classification History (SP0982 + EP0012): On a subject level, information
reported in EP0012 will be summarized if it contains the same information as reportedin

SP0982; EP0012 and SP0982 information will be summarized if additional\information is
presented in either study. SP0982 information will be summarized if EPO012 contains no

updated information.

Classification of Epileptic Syndromes (SP0982 + EPO012): On‘a‘subject.]Jevel, information
reported in EP0012 will be summarized if it contains the saméinformation as reported in
SP0982; EP0012 and SP0982 information will'be summarized if additional information is
presented in either study. SP0982 information will beSummarized if EP0012 contains no
updated information.

Was revised to:
The following Baseline charactefisties will be presented:

e Time since first diagnosis at date of‘consent —"Time since first diagnosis calculated for all
EP0012 subjects; this data is stored in SP0982

e Age at diagnosis of the disease — age.at,diagnosis calculated for all EP0012 subjects; this data
is stored in SPO982ILAE Seizurefclassification history — see below

e C(lassification of epileptic syndrome — see below

e Lifetime AEDs@and Benzodiazepines (EP0012) (0, 1-3, 4-6, 7+) — categorical representation
of lifetime AEDs and-Benzos of all EP0012 subjects

e Combined Baseline PGTCS frequency per 28 days (as continuous data) — baseline PGTCS
seizurefrequency from CRF of all EP0012 subjects; SP0982 IRT data is not used in EP0012.

e (CombinedBaseline PGTCS frequency categories (<2, >2 per 28 days) — baseline PGTCS
seizure frequency categorized from CRF of all EP0012 subjects

e Concomitant AEDs at EP0012 entry (0, 1, 2, 3, 4) — categorical representation of
concomitant AEDs of all EPO012 subjects

e Concomitant benzodiazepine use at EPO012 entry (yes, no) — Yes/No to concomitant Benzo
use of all EP0012 subjects
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e LCM study drug status - continuing LCM treatment (randomized to LCM in SP0982), new
LCM treatment (randomized to PBO or baseline failure from SP0982 or other)

e SP0982 exit status - Baseline failure, 24-week completer, met exit criteria, incomplete
screener, SP0982 safety follow-up, SP0982 early discontinuation

e EP0012 entry status — Direct enroller, rollover.

ILAE Seizure Classification History (SP0982 + EP0012): On a subject level, information
reported in EP0012 will be summarized if it contains the same information as reported in

SP0982; EP0012 and SP0982 information will be summarized if additional information i$
presented in either study. SP0982 information will be summarized if EP0O012 contains no

updated information.

Classification of Epileptic Syndromes (SP0982 + EP0012): On a subject level; information
reported in EP0012 will be summarized. SP0982 information will be summarized if EP0012
contains no updated information.

Section 6.3 Subgroups:

All subgroups detailed in Section 4.8 will be summarized in a table for the<SS and FAS.
Subgroup information will also be listed.

Was revised to:

All subgroups detailed in Section 4.8 will be summarized in a table for the SS and FAS. Other
subgroups that will be summarized using:SP0982 baseline information are:

e Baseline age in SP0982 (4 to <12years, 12 to)< 18 years, 18 to < 65 years, >65 years)
o Age for PedsQL (4 years, 5 to,7.years, 8.to' 12 years, 13 to <18 years)

o Age for Achenbach CBCL (4 to 5 years, 6 t0.18 years)

e Age for BRIEF-P/BRIEF (4 yeats, 5 to 18/years).

Section 6.5 Prior and concomitant medications, 1*' paragraph:

Medications with a start date-before the first dose of study medication will be considered prior
medications. Medications-taken/on or after the date of the first dose of study medication will be
considered concomitant medications.

Was revised tos

Medicationswith a start date before the first dose of study medication for direct enrollers will be
considered prior:medications. Medications taken on or after the date of the first dose of study
medication will.be considered concomitant medications; medications taken by rollover subjects
which‘are ongeing and concomitant in SP0982 will be considered concomitant in EP0012.

Section 6.5, Prior and concomitant medications, 8" paragraph:

The number of subjects withdrawing to Monotherapy during the Treatment Period will be
identified. Withdrawing to monotherapy means the subject has documentation that all
background AEDs [except LCM] were discontinued during Treatment Period. A record for the
discontinued background AEDs must be present in the concomitant AED data and study
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medication must be taken continuously (>3 day gaps are not allowed). For the subjects who
withdrew to monotherapy, the following results will be listed:

e Treatment Duration

e Monotherapy Start Date

e Monotherapy End Date

e Duration (days) of monotherapy

e AEDs that were discontinued
Was revised to:

The number of subjects entering EP0012 on or withdrawing to Monotherapy during)the
Treatment Period will be identified. Entering EP0012 on Monotherapy means the subject.has no
documented AEDs that are ongoing at first dose. Withdrawing to monotherapy means'the subject
has documentation that all background AEDs [except LCM] were discontinued during Treatment
Period. A record for the discontinued background AEDs must be present/in the concomitant
AED data and study medication must be taken continuously (>3 day.gaps aré.not allowed). For
the subjects who withdrew to monotherapy, the following results will be disted:

e Exposure

e Monotherapy Start Date

e Monotherapy End Date

e Duration (days) of monotherapy

e Concomitant AEDs that were/discontinued
Section 8.4.2.2 PedsQL variables:

The observed values and change from Baseline for the total scale score and each of the 4 scale
scores will be summarized for each visit.and Last Visit. Subgroup summaries by age will be
performed using the age groupings forwhich different questionnaires were entered: 4 years, >5
to <7 years, >8 to <12 years,and >13 to <18 years.

Was revised to:

The observed valtesand change from Baseline for the total scale score and each of the 4 scale
scores will be.simmarized for each visit and Last Visit. If a subject has a baseline calculated for
the 2-4 yearold PedsQL, due to the difference in questionnaires, this baseline should not be used
for calculating change from baseline for the older aged questionnaires. For the 5-7 year old, 8-12
year old’and 13-18 year old questionnaires, if the baseline was calculated from an younger aged
questionnaire, (€xcept the 2-4 year old questionnaire) as the subject ages from 8 through 18 years
old, change from baseline can use the younger aged baseline.

Section 10.1.1 Derivation of exposure variables
Study medication treatment duration (days) will be calculated as follows:

(last study medication dose — first study medication dose) + 1 day.
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Gaps in treatment or days with unknown dosing will not be subtracted from the duration of
exposure.

Subject-years of exposure is the total treatment duration in days divided by 365.25.

Was modified to:

Study medication treatment duration (days) will be calculated as follows for direct enrollers:
(last study medication dose — first study medication dose) + 1 day.

Study medication treatment duration (days) will be calculated as follows for rollover subjects:
(last study medication dose — visit 1 date) + 1 day.

Gaps in treatment or days with unknown dosing will not be subtracted from the duration of
exposure.

Subject-years of exposure is the total study medication treatment duration indays divided by
365.25.

Section 10.1.1 Derivation of exposure variable, 7" paragraph:

For pediatric subjects who take both LCM formulations, their tablet dosing.in mg/day will be
converted to mg/kg/day by dividing the total daily dose in mg/day by.the'most recently available
(relative to the dosing date) body weight in kg. Should a subject receive both oral solution and an
oral tablet on the same day, then the individualtablet dos¢ in mg'is converted to mg/kg by
dividing by the most recently available (relative to the'dosing date) body weight, and then the
individual dose of oral solution in mg/kg issadded. to the tablet dose in mg/kg to obtain a total
daily dose in mg/kg/day.

Was revised to:

Because some pediatric subjects take both LCM-\formulations, dosing will be presented for all
subjects within the formulation taken;-this will be presented as raw dosing and some pediatric
subjects will be summarized in both formulations. For pediatric subjects who take both LCM
formulations, their tablet dosinig in mg/day ‘will be converted to mg/kg/day by dividing the total
daily dose in mg/day by the'most recently available (relative to the dosing date) body weight in
kg; this will be presented-as converted dosing and the summaries of subject data by formulation
will be mutually exclusive. SHould a subject receive both oral solution and an oral tablet on the
same day, then the individual tablet dose in mg is converted to mg/kg by dividing by the most
recently available (relative'to the dosing date) body weight, and then the individual dose of oral
solution in mg/kg is added to the tablet dose in mg/kg to obtain a total daily dose in mg/kg/day.

Section 10:2 Adverse events, 2" paragraph:

Adverse events'will be considered treatment-emergent if the event had onset on or after the date
of the first study medication dose in EP0012 and within 30 days following the last study
medication dose or events whose intensity worsened on or after the date of first study medication
dose and within 30 days following the date of last study medication administration.

Was revised to:

Adverse events will be considered treatment-emergent if the event had onset on or after the date
of the first study medication dose in EP0012 and within 30 days following the last study
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medication dose or events whose intensity worsened on or after the date of first study medication
dose and within 30 days following the date of last study medication administration. Adverse
events which were ongoing and treatment-emergent in SP0982 will remain treatment-emergent
in EP0012 for rollover subjects.

Section 10.2 Adverse events, 8" paragraph:

The dose at onset TEAE summaries will be presented by the LCM dosing categories presented in
Section 10.1.2. Adverse events of unknown dosing are those with no known dose or known
dosing and partial AE start or stop dates.

Was revised to:

The dose at onset TEAE summaries will be presented by the LCM dosing categories presented in
Section 10.1.2. Adverse events of unknown dosing are those with no known dose or known
dosing and partial AE start or stop dates. TEAEs which were ongoing from SP0982 will be
presented for the dose the subject was taking on the date of first dose in EP0012.

Section 10.3 Clinical laboratory evaluations, 5" paragraph:

A table summarizing the number of subjects meeting the potential\drug induced liver injury
criteria during the Treatment Period will also be presented.

Was revised to:

A table summarizing the number of subjects meeting the potential drug induced liver injury
(PDILI) criteria during the Treatment Period will also be presented. The categories for PDILI
that will be presented are:

e >3xULN in ALT Or AST and >2xWLN total bilirubint and >2xULN of alkaline phosphatase
e >3xULN in ALT Or AST and >2xULN total bilirubin

e >5XxULNin ALT or AST

e >8xULNin ALT or AST

e >3xULN in ALT or AST and the‘presence of symptoms

e >3.<5XULN and baseline >2%ULN in ALT or AST and <2xULN total bilirubin and no
presence of symptoms

e >5xXULN and baseline *>2xULN in ALT Or AST and <2xULN total bilirubin.
Section 10.421\Vital Signs, 2™ paragraph:

The number and-percentage of subjects with at least | TEMA value will be presented at each
post<Baseline visit, Last Visit, Early Termination Visit and minimum and maximum post-
Baseline values obtained during the Treatment Period. Percentages will be relative to the number
of'subjects with a value at each time point.

Was revised to:

Treatment emergent abnormalities of vital signs, the criteria that do not involve a comparison to
baseline, are those that were observed during the Treatment Period at scheduled visits and not
reporting the abnormality during the Baseline Period. The number and percentage of subjects
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with at least 1| TEMA value will be presented at each post-Baseline visit, Last Visit, Early
Termination Visit and minimum and maximum post-Baseline values obtained during the
Treatment Period. Percentages will be relative to the number of subjects with a value at each
time point.

Section 10.4.6 Assessment of suicidality, 2" paragraph:

Subject data listings of the data for the C-SSRS where questions 4 or 5 was answered ‘Yes’ will
be provided. No summaries of the C-SSRS data are planned.

Was revised to:

Subject data listings of the data for the C-SSRS where questions 4 or 5 was answered.<Y.es’ will
be provided since this is a study withdrawal criteria. No summaries of the C-SSRS:data are
planned.

Section 10.4.7.2 Analysis of Achenbach variables, 2™ paragraph:

Raw scores and change from Baseline for each CBCL/6-18 syndrome (aggressive-behavior,
anxious/depressed, attention problems, rule-breaking behavior, social problems, somatic
complaints, thought problems, and withdrawn/depressed) will be summarized-for each visit, and
Last Visit.

Was revised to:

Raw scores and change from Baseline for eachnCBCL/6-18 syndrome (aggressive behavior,
anxious/depressed, attention problems, rule-bteaking-behavior, social problems, somatic
complaints, thought problems, and withdrawn/depressed).will be summarized for each visit, and
Last Visit. If a subject has a baseline ealculated for the CBCL/1 Y2 -5 syndrome, that baseline
should not be used for calculating,change from baselinie for the CBCL/6-18 syndrome.

Section 10.4.8.2 BRIEF scores, 5™ paragraph:

T-score values and change from Baseline fot-the two indexed scores (BRI and MI), the GEC and
the 8 individual component scores for the.BRIEF questionnaire will be summarized at each visit,
and Last Visit.

Was revised to:

T-score values and change from-Baseline for the two indexed scores (BRI and MI), the GEC and
the 8 individual component scores for the BRIEF questionnaire will be summarized at each visit,
and Last Visit. If a subject'has a baseline calculated for the BRIEF-P, that baseline should not be
used for caleulating change from baseline for the BRIEF.
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STATISTICAL ANALYSIS PLAN SIGNATURE PAGE

This document has been reviewed and approved per the Review and Approval of Clinical
Documents Standard Operating Procedures. Signatures indicate that the final version of the
Statistical Analysis Plan (SAP) or amended SAP is released for execution.

Confidential Page 175 of 175





