UCB 10 Feb 2020
Statistical Analysis Plan Padsevonil (UCB0942) UP0083

STATISTICAL ANALYSIS PLAN

Study: UP0083
Product: Padsevonil (UCB0942)

AN OPEN-LABEL, PARALLEL GROUP, SINGLE-CENTER
STUDY TO INVESTIGATE THE PHARMACOKINETIC, SAFETY,
AND TOLERABILITY PROFILES OF PADSEVONIL IN
CYP2C19 GENOTYPED HEALTHY MALE JAPANESE STUDY

PARTICIPANTS
PHASE 1
SAP/Amendment Number | Date
Final SAP 16 Dec 2049
Amendment 1 10 Feb 2020

Confidentiality Statement

Confidential

This document is the property of UCB and may not — in full or in part — be passed on,
reproduced, published, or otherwise used without the express permission of UCB.

Confidential Page 1 of 37



UCB 10 Feb 2020
Statistical Analysis Plan Padsevonil (UCB0942) UP0083

TABLE OF CONTENTS

LIST OF ABBREVIATIONS ... .ottt sttt st 4
I INTRODUCTION L...iiiiiiiiiiiiiteteeese ettt sttt sttt et sb et et e b enees 6
2 PROTOCOL SUMMARY ..ottt ettt sttt ettt et sttt 6
2.1 Objectives and ENAPOINTS .......ccceeeiieiiieeiieiieeie ettt eee et saeebeesaaeesseessneenseas 6
2.2 Study design and CONAUCE ..........eevuiiiiiiiiieieee et enne e 7
2.3 Determination of SAMPIE SIZE.......cccueeriieriiiiiiiiiiieieete ettt 11
3  DATA ANALYSIS CONSIDERATIONS ..ottt e e 11
3.1 General presentation of summaries and analyses .........ccccocveeevierieeiienieecie e e 11
3.2 General study level definitions ..........cccueeviierieiiiieieeie e e 12

3.2.1 REIAtIVE AAY ..eiiiieiieciiee e ennaes 12

322 SUAY PEIIOAS ...ttt e Py e et eebeestaeebeesaneens 13
33 Definition of Baseline values...........cocceeeeveeneniienieneneneen i, 13
3.4 Protocol deviations.........c.eecueiieriieienieieeie et S e ettt ettt et saeens 13
3.5 ANALYSIS SEES..ecuiiiiuiieiieiiie ettt ettt e ST A e et eeteeenbeetaeeebeentaeenbeeenaeennaas 14

3.5.1 Enrolled Set ......oooueviirieiiiieieeene oS 25 14

3.5.2 SaAfEty Set..cvviiiiiiieiie e S G s 14

3.53 Pharmacokinetic Per-Protocol Seti: .. .l i 14
3.6 Treatment assignment and treatmMenE-SrOUPS .....ccveerveeeiirerieeieerieeieerreereeseneereeseneens 14
3.7 Center POOlING SrAtCEY ........o il ettt e e e saee e 15
3.8 COdING AICLIONATIES ..e..vveeeieeeer e eeiteeeiteeeseteeetteeetaeessaeeeareesseeessseeessseeensseeensseeenns 15
3.9 Changes to protocol-defined aalySes .........ccccueveriieeiiieeiiieeieece e 15
4 STATISTICAL/ANALYTICAL ISSUES .....ooiieeeeeee e 15
4.1 Adjustments fOr COVATTALES .........ccoviiiiiiieiiieciieeeee et e e eee e e e saee e 15
4.2 Handling of dropouts or missing data............ccceeeeciieeiiieeiiiieeniie e 15

4.2.1 PR TS UIES 20 15

422 Safety 1aboratory data..........ccceeecvieiiiiiieiieeee e 16

423 Eleetrocardiogram data............cccveeeiiiiiiiieeiiieesiie et 16

4.2.4 Incomplete dates and tIMES.........ccceevviiiiiiieeiiie e 16
4.3 Handling of repeated and unscheduled measurements............cccccocveeevveeeiieeecieeenneeens 18
4.4 orHandling of measurements obtained at the early withdrawal visit.............cccccvevenennn. 19
4.5 Interim analyses and data MONITOTING .......c.ceeecvrreriiieeiiieecieeeriee e e e e eeeeereeeeree e 19
4.0 MUItICENTET STUAIES ... eeiutieiieeiie ittt ettt e 19
4.7 Multiple comparisOnS/MUItIPIICIEY ....cccvvieeiiieiiiieeiie ettt 19
4.8  Use of an efficacy subset of partiCipants ............cccceervveeeriieeiiieeeiiee et 19
4.9 Active-control studies intended to show equivalence...........ccceeevvieeiiienciieciieeniieens 19
4.10  EXamination Of SUDZTOUPS ....cccuvieeiuieeriiieeeiieenieeeeieeesteeesaeeessaeeeeseessseeessaeessseeessseennns 19

Confidential Page 2 of 37



UCB 10 Feb 2020

Statistical Analysis Plan Padsevonil (UCB0942) UP0083
5 STUDY POPULATION CHARACTERISTICS........coooiiieeieeeeeeee e 19
5.1 Participant diSPOSITION. ........ccuieriieeiieiiie et etteeee et e ete et e see et e seteebeesaaeebeeseaeenseesnneens 19
5.2 Protocol deVIAtIONS. ......cc.eeiuiieuiieiieiie ettt ettt ettt et staesebeesaaeenbeesnaeennees 20
6 DEMOGRAPHICS AND OTHER BASELINE CHARACTERISTICS ........ccccovevennen. 20
6.1 DEMOZIAPIICS ..ottt ettt ettt ettt et e e st e e bt e ssaeesseesaseesseessseenseennneens 20
6.2  Other Baseline charaCteriStiCS.......euuiiruiieiieriieiie ettt ettt ettt siee e e seaeennees 21
6.3 Medical history and concomitant diSEASES..........ccverveeriierieeriierieeiieeieeieenreeieesne e 21
6.4  Prior and concomitant MediCatiONS. ........ccueeruieriieriieeiieie ettt es 21
6.4.1 Prior medication definition ..........c.cocveriieiiieniieiieeie et e 21
6.4.2 Concomitant medication definition ..........cceecveecveereeecieenieecieenieeereesd@reeeie e 21
7  MEASUREMENTS OF TREATMENT COMPLIANCE........cccoovevieee. e, 22
8  EFFICACY ANALYSES ...t e 22
9 PHARMACOKINETICS ... .ottt b ettt seeens 22
9.1 Descriptive figures, Summaries and LiStINGS ..........cceevvecadiheenieeneenieereeneeesieesnens 23
9.2 Statistical analysis of pharmacokinetics variables.........c.% .coooieriiiiiiieniecieeeeeeene, 24
9.3 Derivations of pharmacokinetic parameters ..amh ..., ii% e e reereerieerreeereerieenreesaeeseeens 24
10 SAFETY ANALYSES ... oo ettt 25
10.1  EXtent Of €XPOSUTIE ...ccovviiiiiieeiieeeiee oot L e eiite et e et e ettt eeaeeeeaeeesseeesnseeenaneeenns 25
10.2 AdVErSe VNS ...oueeiiriieieeieiieree s et egeded et 25
10.3  Clinical laboratory evaluations . f 2. .. e eee e eciee ettt eee e saeeeeaee e 27
10.4  Vital signs, Electrocardiograms, and-other observations related to safety .................. 28
L0 B VA 1 71 B0 3 S SRS 28
10.4.2  Electrocardio@rams ...l i ieeeieeeeieeesieeesieeeseteeeseaeeeeaeeseneessseeessseeensseeensseens 29
10.4.3  Other safety variables .......cc.ooviiiiiiiieiie e s 30
10.4.3.1 Physical 8Xamination...........cccuieeiuvieriieeniieeeie et ee e 30
10.4.3.2 Suicidal risk MONItOTING ......ccvveiviieiieieeiiecie e 30
11 OTHER ANALYSES .o ettt sttt saeens 30
12 REFERENGES ... .ottt sttt ettt e e 31
13 APPENDICES ...ttt ettt st eseesaeenesneens 32
14 AMENDMENT(S) TO THE STATISTICAL ANALYSIS PLAN (SAP).....ccveevverene. 33
14.1 CAMENDMENT L.ttt sttt e eneeneen 33
15x " AMENDMENT(S) TO THE STATISTICAL ANALYSIS PLAN .....cc0coviiiiiiieieee 36
STATISTICAL ANALYSIS PLAN SIGNATURE PAGE.........coooiiieieeceeeeeeeee 37

Confidential Page 3 of 37



UCB 10 Feb 2020

Statistical Analysis Plan Padsevonil (UCB0942) UP0083
LIST OF ABBREVIATIONS

AE adverse event

AED antiepileptic drug

ALP alkaline phosphatase

ALT alanine aminotransferase

AST aspartate aminotransferase

BID twice a day

BP blood pressure

cBZR central benzodiazepine receptor

CI confidence interval

Cv coefficient of variation

C-SSRS Columbia-Suicide Severity Rating Scale

CPMP Committee for Proprietary Medicinal Products

DBP diastolic blood pressure

DDI drug-drug interaction

ECG electrocardiogram:

eCRF electronic/Case Report Form

EM extensive:metabolizer

ES Enrolled Set

EudraCT European Union Drug Regulating Authorities Clinical Trials

FDA Food and Drug Administration

GABAA gamma-aminobutyric acid type a receptor alphal subunit

GCP Good Clinical Practice

IB Investigator’s Brochure

ICF informed consent form

ICH International Council for Harmonisation

IEC Independent Ethics Committee

M intermediate metabolizer

IMP investigational medicinal product

IRB Institutional Review Board

LF linearity factor
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MedDRA
m/p
MTD
PDILI
PK
PK-PPS
PM
PS
PSL
PT
QTc
QTcB
QTcF
Rauc
Rcmax
Rup
RNA
SAE
SAP
SBP
SD
SFU
SOC
SS
TEAE
ULN.
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Medical Dictionary for Regulatory Activities
Metabolite/parent

maximum tolerated dose

potential drug-induced liver injury
pharmacokinetics
Pharmacokinetic Per Protocol Set
poor metabolizer

Patient Safety

Padsevonil

preferred term

QT interval corrected

QT interval corrected for Bazett’s:fermula
QT interval corrected for Fridericia’s formula
accumulation ratio based on’ AUC
accumulation ratio based on Crax
accumulation ratio-of m/p
ribonucleic acid

serious adverse event

statistical analysis plan

systolic blood pressure

single dose

Safety Follow-up

system organ class

Safety Set

treatment-emergent adverse event

upper limit of normal
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1 INTRODUCTION

The purpose of this statistical analysis plan (SAP) is to provide all information that is necessary
to perform the required statistical analysis of UP0083 study. It also defines the summary tables,
listings, and figures to be included in the final clinical study report (CSR) according to the
protocol.

This SAP is based on, and assumes familiarity with, the following documents:
e Original Protocol (08 May 2019), Amendment 1 (22 Aug 2019)

Unless specified below, the study will be analyzed as described in the most recent version of
protocol. If any protocol amendment necessitates a substantial change to the statistical analysis
of the study data, this SAP will be amended accordingly. If, after database lock;additional
analyses are required to supplement the planned analyses described in this SAP, these changes
will be described in the clinical study report, together with the rationale. However, if analysis
definitions have to be modified or updated prior to database lock, an SAP amendment will be
required.

The content of this SAP is compatible with the International Council for Harmonisation
(ICH)/Food and Drug Administration (FDA) E9 Guidance documents (Phillips, A. et al. 2003).

UCB is the Sponsor and PAREXEL is the Contract Research Organization (CRO) for this study.

2 PROTOCOL SUMMARY
2.1 Objectives and endpoints
Objectives Endpoints
Primary
To evaluate the plasma PK of PSL:in * Single dose: Ciux, AUC(-y, AUC, ti2and tmax

CYP2C19 genotyped healthy anale Japanese | o Multiple-dose: Crax.ss, AUCs, t12 and tmaxss
study participants (extensive, intermediate,

and poor metabolizers)

Secondary

To evaluatethe safety and tolerability of PSL | Incidence of TEAESs
in healthy’male Japanese study participants

Other
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Objectives Endpoints
To evaluate the plasma PK of PSL and its For PSL:
major metabolites || NG e Sin .
. gle-dose: Caxw, AUC0-0,bw, AUC pw AUC(0-12)
I ) in CYP2C19 genotyped S CLIE

healthy male Japanese study participants
(extensive, intermediate, and poor
metabolizers)

For

Multlple—dOSCZ CLss/F, Cmax,ss’bw, AUCT’bw,
accumulation ratios based on AUC and Cax (Rauc
and Rcmax) and linearity factor (LF)

PSL metabolites:

Single-dose: Cuax, AUC(0-ty, AUC; 1112, tmax, Crmaxbws
AUC(0-0,bw, AUC pw, AUC0-12pand metabolite to
parent ratios (m/p) based onCmax and AUC

Multiple-dose: Cmax,ss7 AUCx, t1/2, tmax,ss,
Cinax,ss,bws AUCbwy m/p based on Cpax,ss and
AUC:, Remax, RZve and accumulation ratio of m/p
based on AUEC (Ruyp)

For
Ae,

To evaluate the urine PK of PSL and its
major metabolites in CYP2C19 genotyped
healthy male Japanese study participants
(extensive, intermediate, and poor
metabolizers)

Additional PK parameters of PSL metabolites
(desmethyl and carboxy acid) in urine (CLform)

PSL and its metabolites: Single and Multiple-dose:
fe, CLr

To evaluate the safety and tolerability of PSL
in healthy male Japanese study partieipants

Vital signs (PR, RR, SBP, DBP, and body
temperature)

12-lead ECG parameters
Physical examination findings

Clinical laboratory test results (hematology,
clinical chemistry, and urinalysis)

DBP=diastolic blood pressure; ECG=electrocardiogram; m/p=metabolite to parent ratio; PK=pharmacokinetics;

PR=pulse rate; PSI¢=padsevonil; RR=respiratory rate; SBP=systolic blood pressure, TEAE=treatment-emergent

adverse event,

2.2 Study design and conduct

Thisds a Phase 1, open-label, parallel group, single-center study to investigate the PK, safety,
and tolerability profiles of PSL in CYP2C19 genotyped healthy male Japanese study

participants.

The study consists of a Screening Period, a Singl
Safety Follow up (SFU) Visit. The maximum tot

e-dose Period, a Multiple-dose Period, and a
al duration of the study is 49 days for each study

participant, including the Screening Period (up to 28 days), the Single-dose Period (6 days,
including Day -1 and PSL single-dose on Day 1 followed by a 4 day washout), the Multiple-dose

Confidential
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Period (9 days, including PSL dosing on Day 6 to 12 and study participants checkout of the
center on Day 14), and the SFU Visit (maximum of 8 days after the last dose of PSL on Day 12).

The study participants will be examined for CYP2C19 genotyping (variant alleles: *2, *3, and
*17) during the Screening Period and grouped as follows:

e Extensive metabolizers (*1/*1),
e Intermediate metabolizers (¥1/*2, *1/*3),
e Poor metabolizers (*2/*2, *¥2/*3, *3/*3).

Other metabolizers who have the variant allele of *17 will be excluded from the study: Study
participants will not be genotyped, if rescreened.

A total of 39 study participants (13 study participants per CYP2C19 genotypezgroup) will be
enrolled. If more than 2 study participants dropout in each group, additionalstudy participants
will be recruited at the discretion of the Investigator and Sponsor.

The schedule of activities is provided in Table 2-1.
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Table 2-1:  Schedule of activities
SFU
Or Withdrawal
Visit
Scree.ning (maximum of 8
Period days after the
Study Period (28 days) Single-dose Period Multiple-dose Period last dose) *
Study Day -29to-2 | -1 1 2 3 4 5 6 7 9 0 | 11 |12 | 13 | 14
Informed consent X
Inclusion/exclusion X X
Body weight and height X
CYP2C19 genotyping X
Exploratory genotyping Xn
Demographics, habits, X
lifestyle
Medical/surgical history X
Concomitant X X | X X | XX X | X | X X X X X | X | X X
medication/medical
procedures
Physical examination® X X X X
Psychiatric and mental status X X | X X |1 X[ X | X | X|[X X X X[ X | X | X X
C-SSRS X X X X
Drug screen, ethanol breath X X
test
Serology (HBV, HCV, HIV, X
syphilis)
Clinical laboratory tests X X X X X
Vital signs® X X | X X X[ XX ]| X]|X X X X | X | X X

Confidential
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SFU
Or Withdrawal
Visit
Scree.ning (maximum of 8
Period days after the
Study Period (28 days) Single-dose Period Multiple-dose Period last dose) *
12-lead ECG¢ X X X X | X ]| X | X X X | X | X X
PSL administration Xe XPxe | Xe | xe| XV} XX
PK blood sampling X | X | X Xk
PK urine sampling X x| XXX Xm
Adverse events X X | X X | X | X X | X | X [.XO0 X X X X | X | X X
Stay in study center Xl X X |1 X[ X | X | XY XOrX | X X X | X | X

BP=blood pressure; C-SSRS=Columbia-Suicide Severity Rating Scale; CYP2C19=cytochrome P450 family 2 subfamily C; ECG=electrocardiogram;
HBV=hepatitis B virus; HCV=hepatitis C virus; HIV=human immunodeficieney virus; PK=pharmacokinetic; PSL=padsevonil; SFU=Safety Follow-up Visit
2 The Safety Follow-up Visit will be performed 7 days (+1 day) after the lastadministration of PSL. Idem for the Withdrawal Visit, if applicable.

® A complete physical examination will be conducted at Screening and SFU: A btief physical examination will be conducted at all other visits, including at
discharge.

¢ On dosing days, vital signs will be performed predose and 3 hours postdose. Blood pressure measurements will be performed in both supine and standing
positions for orthostatic measurement at Screening (supine BP after the(study participant has been lying down for 5 minutes and then standing BP after

1 minute and 3 minutes) and in a supine position for routine BP measurements at all assessments.

4 12-lead ECG will be performed after a rest of >5 minutes at Screening and at predose, 24 hours postdose, and at the SFU Visit. All ECG recordings will be
performed in triplicate but no more than 2 to 3 minutes apart.

¢ PSL 200mg will be administered in the morning on Day l-during the Single-dose Period.

fPSL 100mg will be administered in the morning and eyening on Day 6 during the Multiple-dose Period.

¢ PSL 200mg will be administered in the morning and-evening from Day 7 to Day 9 during the Multiple-dose Period.

" PSL 200mg and 100mg will be administered in the thorning and evening, respectively, on Day 10 during the Multiple-dose Period.

i PSL 100mg will be administered in the morning)and evening from Day 11 to Day 12 during the Multiple-dose Period.

i Predose and 0.25, 0.5, 1, 1.5,2, 3, 4, 6, 8, 12(24, 36, and 48 hours postdose.

K Predose and 0.25, 0.5, 1, 1.5, 2, 3, 4, 6, 8,Cand 12 hours after the morning dose.

"Predose and 0 to 12 hours, 12 to 24 hours, 24 to 48 hours, 48 to 72 hours, and 72 to 96 hours postdose.

™0 to 12 hours after the morning dose,
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2.3 Determination of sample size

Considering the primary objective and based on UP0057 (with PSL 100mg BID), the inter
participant CV of AUC; was estimated to be 39% (PSL). Using an inter-participant CV of 39%, a
total sample size of 33 study participants (11 study participants per CYP2C19 genotype group)
provides approximately 80% power for concluding that CYP2C19 genotype has no impact on the
PK (using acceptance range of 0.5 to 2.0) based on expected ratio of 1.3 in PSL AUC: between
CYP2C19 groups at a significance level of 0=0.05.

In order to account for dropouts, the sample size will be increased by 20% (in total 39 study
participants).

3 DATA ANALYSIS CONSIDERATIONS

3.1 General presentation of summaries and analyses

Statistical evaluation will be performed by PAREXEL. The datasets will follow the UCB
analysis data model (ADaM) data specifications.

All statistical analysis and generation of tables, figures, participant-data listings, and statistical
output will be performed using SAS® Version 9.3 or higher (SAS Institute, Cary, NC, USA). The
PK noncompartmental analysis (NCA) will be performed usiig Phoenix WinNonlin®v6.3 (or
higher).

Continuous variables will be summarized by treatment period, visit and timepoint (where
applicable) including number of participants (1), mean, standard deviation (SD), median,
minimum, maximum and confidence intetvals (€1) for the mean where stated in the SAP.
Geometric coefficient of variation (geoCV), geometric mean and 95% CI for the geometric mean
will also be presented in the descriptive statistics for the PK concentration data for PSL and its
metabolites. In all outputs the confidenee limits will be restricted to the possible values that the
variable can take.

When reporting descriptive statistics, the following rules will apply in general (except for PK
concentration data):

e N will be an integer:
e Mean, SD, and median will use 1 additional decimal place — compared to the original data
e Coefficient 0t variation (CV) (%) will be presented with one decimal place

e  Minimum and maximum will be reported using the same number of decimal places as the
original value

e .Ifno participants have data at a given timepoint, then only n=0 will be presented. If n<3, then
only the n, minimum and maximum will be presented. If n=3, then only n, minimum, median
and maximum will be presented. The other descriptive statistics will be left blank.

When reporting individual values and descriptive statistics for PK concentration data (plasma PK
of PSL and PSL metabolites), the following rules will be applied:
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e Individual values for PK concentration data will be reported to the same level of precision as
the raw data received from the bioanalytical laboratory

¢ Minimum and maximum of PK concentration data will be reported using the same level of
precision as the raw data

e Mean (arithmetic and geometric), median and SD will be reported using 1 additional decimal
place or 1 additional significant figure, depending on the reporting format of the original data
with a maximum of 3 significant digits

e 95% CI for the geometric mean will use be reported using 1 additional decimal place
compared to the value which the confidence interval is constructed

e Geometric CV will be reported as a percentage to 1 decimal place

When reporting individual values and descriptive statistics for PK parameters (plasma PK of
PSL and PSL metabolites), the following rules will apply with regard to.reunding and precision:

e Individual values for PK parameters will be reported to 3 significant figures

e Descriptive statistics for PK parameters should be rounded to 4 significant figures for the
mean, median and SD and to 3 for the others

Categorical variables will be summarized by treatment pertod, visit and timepoint (where
applicable) with frequency counts and percentages:

When reporting relative frequencies or other‘percentage values, the following rules apply:

e For values where all participants fulfill certain criteria, the percentage value will be displayed
as 100

e For values where the absolute frequéncy is 0, there will be no percentage presented at all.
e All other percentage displays will use one decimal place.

Data listings containing all doéumented data and all derived data will be generated.

3.2 General study level definitions

3.21 Relative day

The relative day ofan event will be derived with the date of first dose of investigational
medicinal product (IMP), here PSL as reference.

Relative days for an event or measurement occurring before the date of first dose are calculated
as follows:

Relative Day = Event Date — Date of First Dose

The relative day for an event or measurement occurring on the date of first dose is 1. The relative
day for an event or measurement occurring after the reference date to the date of the last dose
will be calculated as follows:

Relative Day = (Event Date — Date of Dosing) + 1
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For events or measurements occurring after the date of last dose, relative day will be prefixed
with ‘“+” in the data listings and will be calculated as follows:

Relative Day = + (Event Date — Date of Last Dose)

There is no relative Day 0. Relative day will not be calculated for partial dates in cases where
relative day is shown in a participant data listing. In such cases, relative day should be presented
as ‘--* in the relevant participant data listing.

3.2.2 Study periods

For each participant completing the study, the expected maximum duration of participation will
be approximately 49 days with a maximum of 8 days exposure to PSL, and will consist of the
following periods:

e Screening Period: Day -29 to Day -2

e Single-dose Period: Day -1 to Day 5

e Multiple-dose Period: Day 6 to Day 14

e SFU or Withdrawal Visit (maximum of 8 days after the last‘dose)
3.3 Definition of Baseline values

In general, Baseline will be the last non-missing dssessment prior to dosing. The definition for
each measurement is described below:

e Hematology, serum chemistry, urinalysis: Baseline is defined as Day -1. If Day -1 value is
missing the Screening value will be used:

e Vital Signs: Baseline is defined as predose on Day 1. If predose on Day 1 is missing or
multiple assessments occur, the last measure prior to dosing will be used.

e ECG: The mean of the last thréee measurements predose on Day 1 will be taken as Baseline.
If there are less than threeeplicates at Day 1 predose, the mean of the available replicates
(predose) will be takencas baseline.

34 Protocol deviations

Important protocokdeviations (IPDs) are deviations from the protocol which potentially could
have a meaningful impact on study conduct or on the primary PK outcome for an individual
participant. Furthermore, participants will be excluded from the safety analysis only when there
is documented evidence that they received no treatment. The criteria for identifying IPDs and the
classification of IPDs will be defined within the protocol deviation specification document.

IPBs will include the following categories:
e Inclusion/exclusion criteria deviations
e Withdrawal criteria

e Prohibited concomitant medication use

e Incorrect treatment or dose
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e Procedural non-compliance
e Visit schedule deviations

e Study drug administration deviations (including incorrect treatment received, handling and
storage deviations and incorrect dosage received)

e Any vomiting episode(s) (that could impact PK concentrations)
e Missing data
e Other

All TPDs will be reviewed as part of the ongoing data cleaning process and data evaluation. After
all data have been verified/coded/entered into a database, a data evaluation meeting (DEM) will
be performed.

At least one DEM will be performed at the following time:
e Prior to the final analysis after all data have been verified/coded/éntered into the database
Additional DEMs may be conducted as deemed necessary.

The purpose of these DEM reviews will be to review all protocol deviations, define the analysis
sets, and check the quality of the data. The reviews/will also help decide how to manage
problems in the participants’ data (e.g. missing values;Withdrawals and protocol deviations).

Accepted deviations from scheduled time poirits will be described in the appropriate documents
and included in the Study Master File. After'thepre-analysis review, resolution of all issues, and
documentation of all decisions (including’ inclusion into each of the analysis sets) at the final
DEM, the database will be locked.

3.5 Analysis sets
3.51 Enrolled Set

The Enrolled Set (ES) will consist of all participants who have signed an informed consent form
for this study.

3.5.2 Safety“Set
The Safety Set (SS) will consist of all enrolled participants who receive at least 1 dose of PSL.
3.5.3 Pharmacokinetic Per-Protocol Set

The Pharmacokinetic Per Protocol Set (PK-PPS) will be a subset of the SS, consisting of those
study participants who had no important protocol deviations affecting the PK parameters and for
whom a sufficient number of samples are available to determine at least 1 PK parameter.

3.6 Treatment assignment and treatment groups

Unless stated otherwise, listings will be presented by study participant and genotype (Extensive,
Intermediate and Poor Metabolizers), and summaries will be presented by treatment period
(Single-dose Period and Multiple-dose Period) and genotype.
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Study participants who meet all of the inclusion and none of the exclusion criteria will check into
the study center on Day -1 (prior to the single dose [SD]). A SD of PSL 200mg will be
administered in the morning on Day 1 of the Single-dose Period. During the Multiple-dose
Period, PSL will be administered on the following dosage schedule:

e PSL 100mg twice a day (BID) on Day 6

e PSL 200mg BID from Day 7 to Day 9

e PSL 200mg in the morning on Day 10; PSL 100mg in the evening on Day 10
e PSL 100mg BID from Day 11 to Day 12

3.7 Center pooling strategy

The study is planned to be performed at a single center.

3.8 Coding dictionaries

Adverse events and medical history will be coded using the latest available version of the
Medical Dictionary for Regulatory Activities (MedDRA®). Medications will be coded according
to the World Health Organization Drug Dictionary (WHODD)Medical procedures will not be
coded.

3.9 Changes to protocol-defined-analyses

e The endpoint to evaluate the safety and tolerability of PSL in healthy male Japanese study
participants has been changed from AEs to incidence of TEAEs to align with the summaries
of interest

e The following PK parameters of PSL-and its metabolites have been included for
completeness: AUC o-12), Rauc, Remax, LF and Rimyp based on AUC (for metabolites only).

4 STATISTICAL/ANALYTICAL ISSUES
4.1 Adjustments’for covariates

Not applicable.

4.2 Handling of dropouts or missing data

In general, there will be no imputation of missing data unless otherwise stated below. If a
Baseline value'ts missing or not medically implausible, the last value before administration of
PSL will serve as Baseline. Missing data for PK results and safety laboratory data will be
handled<as described in the sections below.

4.2.1 PK results

Measurements of plasma PK concentrations that are below the limit of quantification (BLQ) will
be imputed with half of the lower limit of quantification (LLOQ) for the purpose of calculating
the geometric mean and its 95% CI, the geometric CV, the arithmetic mean and SD for
summaries and figures. Descriptive statistics of concentrations will be calculated if at least 2/3rd
of the individual data points are quantifiable (>LLOQ).

The following rules will apply for the summaries, listings and figures:
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e Ifno participants have data, only “n=0" will be presented. The other descriptive statistics will
be left blank.

e Descriptive statistics of plasma concentrations will be calculated if at most 1/3™ of the
individual data points are missing or are not quantifiable (<LLOQ) at the given time-point.
Values that are BLQ will be replaced by the numerical value of the LLOQ/2 in this instance.
However, if n<3, then only n, minimum and maximum will be presented, and the median will
also be presented if n=3. The other descriptive statistics will be left blank.

e For the calculation of plasma PK parameters, all BLQ values occurring prior to Cmax Will be
replaced by “0”, except for embedded BLQ values (between two measurable datapoints)
which will be treated as missing. Post-Cmax BLQ values will be treated as missing. The
Pharmacokinetic analysis will be performed in accordance to the User guidefor Clinical
Pharmacokinetics Modeling and Simulation version8 issued by UCB.

e The geometric CV will be calculated using the following formula where SD is the standard
deviation from the log-transformed data:

Geometric CV (%) = sqrt[(exp (SD"2) - 1)] x 100
e The 95% CI for the geometric mean should be left blank if'the SD is 0.

e For the individual figures, any concentrations that are BLQ will be regarded as missing, with
the exception of predose BLQ measurements on Day 1 and Day 10, which will be imputed
with zero for linear scale plots.

e Values below the LLOQ will be reported assBLQ in the listings.
4.2.2 Safety laboratory data

The rules for handling values that are BEQ in the safety laboratory data will be the same as those
described for PK data in Section 4.2.9.

423 Electrocardiogram data

For the 12-lead ECG data, all calculations of changes from Baseline and descriptive statistics
will be based on the meaw of the triplicate assessments at each timepoint. In the event that there
are not 3 available measurements at a given timepoint, the mean will be calculated based on the
number of measurements for which data are provided.

4.2.4 Incomplete dates and times

Partial dates'may be imputed for the following reasons:
e Classification of AEs as treatment-emergent
o_(Classification of medications as prior or concomitant

Imputed dates will not be shown in the listings; all dates will be displayed as reported in the
database.

Partial start date

The following rules will be applied for partial start dates:
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e [f only the month and year are specified and the month and year of the first dose of study
medication is not the same as the month and year of the start date, then use the 1st of the
month, or the date of Screening if this is later (if the latter imputation results in an end date
that is earlier than the start date, then use the 1% of the month). If time is missing this will be
imputed as 00:00 h

e If only the month and year are specified and the month and year of the first dose of study
medication is the same as the month and year of the start date, then use the date of the first
dose of study medication. If this results in an imputed start date that is after the specified end
date, then use the 1st of the month, or the date of Screening if this is later (if the latter
imputation results in an end date that is earlier than the start date, then use the 1°<of the
month). If the imputed date is the date of dosing then time will be imputed as-the start time of
the dosing (ie, event will be regarded as treatment-emergent)

e Ifonly the year is specified, and the year of the first dose of study medication is not the same
as the year of the start date then use January 01 will be used. If time'is missing this will be
imputed as 00:00 h

e If only the year is specified, and the year of the first dose of/study medication is the same as
the year of the start date, then the date of the first dose of study medication will be used. If
this results in an imputed start date that is after the speeified end date, then January 01, or the
date of screening if this is later will be used (if the latter imputation results in an end date that
is earlier than the start date, then January Q1I\will be used). If the imputed date is the date of
first dose of study medication then time will be imputed as the start time of the study
medication intake (ie, event will be regarded as treatment-emergent)

e [f the start date is completely unkfiown;then use the date of dosing. If this results in an
imputed start date that is after the spécified end date, then use January 01 of the year of the
end date, or the date of Screeningif this is later.

Missing start time

Missing start times will be ihputed as 00:00h or with the time of dosing for events occurring on
the date of administratiomof PSL.

Partial stop date

The following rules will be applied for partial stop dates:

e If only th¢ month and year are specified, then use the last day of the month
e If only the year is specified, then use December 31 of the known year

e . Ifthe stop date is completely unknown, do not impute the stop date

Calculation of duration of each AE when there being missing or partially missing date and/or
time

Missing or partially missing dates and/or times will be imputed as described in Section 4.2.4. AE
duration is computed and reported in day and time format: xx d hh:mm. Duration is not
calculated when the outcome date is missing.
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Table 4-1:  Calculation rules for duration of adverse events
Data availability Onset Outcome Calculation rules
date/time | date/time

Complete data D1/T1 D2/T2 Duration = [(D2 — D1)*24 + (T2 — T1)]/24 d

End time missing DI/T1 D2/-- End time is substituted by time 23:5%h (=23.98.:in
decimal format)
Duration = <[(D2 — D1)*24 + (23.98 — T1)}24 d

Start time missing D1/-- D2/T2 Onset time is substituted by time 00:00h
Duration = <[(D2 — D1)*24 + T2}/24 d

Start and end time D1/-- D2/-- Duration=<D2 -D1 + 1

missing

Start day and time -/-- D2/T2 Duration = [(D2 — D0)*24 + (T2 — T0)]/24 d

missing For a participant ingthe FAS, DO and TO are the
date and time of\first administration of study
medication and for screen failures, DO is the date
of the screening visit and TO = 00:00h

End day and time D1/T1 -/-- If the stop date is missing, duration will not be

missing caléulated.

Start and end date -/-- -/-- If the stop date is missing, duration will not be

missing calculated.

FAS=full analysis set.
4.3 Handling of repeated-and unscheduled measurements

All repeated and unscheduled measutements will be presented in the data listings, where
applicable. The following general rules will apply to all repeated and unscheduled

measurements:

e For repeated measurements obtained prior to the first dose of study medication the latest
value (which may be’Scheduled or unscheduled) will be used in the calculation of the

descriptive statistics

e For repeated-measurements obtained at the designated Baseline visit, the latest value (which
may be scheduled or unscheduled) will be defined as the Baseline provided that this occurred
prior to.the first dose of study medication

e Unscheduled and repeated measurements will not be used in the descriptive statistics at time
points after first dose of study medication

o Unscheduled measurements performed for the Early Withdrawal (EW) visit will be assigned
to the EOS visit (Section 4.4) and analyzed accordingly as an EOS visit.
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44 Handling of measurements obtained at the early withdrawal
visit

Participants who withdraw early from the study for any reason, including those withdrawn from
study medication, will be asked to return for the EOS Visit 7 to 7 days (+/- 1 day) after last
intake of study medication and will then enter the SFU Period and will undergo the same
assessments performed at the EOS Visit.

4.5 Interim analyses and data monitoring

No formal interim analyses are planned. Details about the safety analyses will be provided in the
SMC Charter.

4.6 Multicenter studies

Not applicable.

4.7 Multiple comparisons/multiplicity

Not applicable.

4.8 Use of an efficacy subset of participants

Not applicable.

4.9 Active-control studies intended-to show equivalence
Not applicable.

410 Examination of subgroups

Not applicable.

5 STUDY POPULATION CHARACTERISTICS
5.1 Participant disposition

A study participant is considered to have completed the study if he has completed all periods of
the study including the last’scheduled procedure shown in the Schedule of activities in the
protocol.

The number and percentage of participants who were enrolled into the study, participants who
completed or prematurely discontinued the study, as well as the reason for discontinuation will
be summarized by genotype group and overall based on the SS.

The number and percentage of participants who discontinued due to AEs will be separately
summarized by genotype group and overall based on the SS.

The number and percentage of participants included into each of the analysis sets will be
summarized by genotype group and overall based on the ES. Percentages will be based on the ES
for this summary.

Finally, screen failure reasons will be summarized by overall, based on the ES. A listing of
participants who did not meet study eligibility criteria will also be presented.

In addition, the following listings will be presented:
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e Participant disposition (ES)
e Study discontinuation (SS)

e Visit dates (SS)

e Participant analysis sets (ES)

The listing of participant disposition will include the date of informed consent, date and time of
first and last dose of study medication, date of premature termination and primary reason (if!
applicable), and primary reason (if applicable) and date of final contact.

The listing of study discontinuation will include the reason for discontinuation and the number of
days on study medication.

The number of days on study medication will be calculated as follows:

Number of days on study medication
= Date of last dose received - Date of firstidose received + 1

5.2 Protocol deviations

Important protocol deviations (IPDs) will be identified and classified by the deviation types in
the IPD document.

Any samples that are obtained outside the tolerance window permitted at the specified timepoint
will be discussed at the DEM and any possibl¢ exclusion from analysis will be documented
accordingly.

A listing of all IPDs identified at the DEM will be presented by genotype group based on the SS
and will include the deviation type and desctription. The number and percentage of participants in
the SS with IPDs will be summarized by genotype group. The denominator for the percentages
will be the number of participants in‘the SS.

6 DEMOGRAPHICS AND OTHER BASELINE
CHARACTERISTICS

Description of the analysis of demographic and baseline characteristics of the participants is
presented in this section. In listings, data will be presented typically sorted by participant number
within each genotype group.

6.1 Demographics

All demographic characteristics obtained during the Screening Period will be summarized by
genotype group and overall for the SS. This summary will include age (in years), sex (male),
weight (kg), height (cm), body mass index (BMI in kg/m?), race (Asian), ethnicity (Not Hispanic
or,Latino), ethnic subgroup (Japan) and CYP2C19 genotype.

The summary of age will include descriptive statistics and categorical summaries, the latter
based on requirements for clinicaltrials.gov reporting (<18, 19 to <65, and >65 years) and the
European Union Drug Regulating Authorities Clinical Trials (EudraCT) reporting (<18, 18 to
<65, 65 to <85, and >85 years).
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A by-participant listing of demographic characteristics as well as the date of birth will be
presented for the ES.

6.2 Other Baseline characteristics

Lifestyle information (alcohol use, tobacco use, caffeinated beverage uses and illicit drug use)
will be summarized by genotype group and overall for the SS and will be listed for the ES.

6.3 Medical history and concomitant diseases

Medical history will be listed and summarized (in an incidence table) for the SS for all
participants, by MedDRA system organ class (SOC) and preferred term (PT). The repofted term
will be included in the listing. The summary will include the number and percentage-of
participants and will be sorted alphabetically by SOC and by descending incidence of PT within
each SOC, based on the ‘All Participants’ column.

Procedure history will be listed separately by the procedure reported termased on the SS.
Concomitant medical procedures will be provided as a by-participant listing based on the
reported term for SS.

6.4 Prior and concomitant medications

Prior and concomitant medications will be listed for SS; regpectively, by WHODD Anatomical
Main Group (Level 1), Pharmacological Subgroup (Leveél 3) and PT.

Tabulations will be presented for prior and coficomitant medications separately where prior
medications will be summarized by genotype and concomitant medications will be summarized
by treatment period and genotype. Prioriedigations which continued into the treatment period
will also be classified as concomitantand will be included in both summaries. The reported term
will be included in the listing.

All tabulations will be sorted alphabétically by Level 1 term, alphabetical Level 3 term within
Level 1 and decreasing frequency.of PT in the ‘All Participants’ column.

6.4.1 Prior medication definition
Prior medications include¢any medications that started prior to date of the first dose of PSL.
6.4.2 Concomitant medication definition

Concomitant medications are medications taken after the first dose of PSL and/or the SFU
Period. Concemitant medications will be attributed to the treatment period in which they start.
Thus, any:medication taken on Day 1 through Day 5 will be attributed to the Single-Dose Period;
any medications taken after the first dose of PSL on Day 6 through Day 14 (including SFU) will
be attributed to the Multiple-Dose Period.

Ifa medication starts prior to PSL administration and stopped after the first PSL administration
or stopped during the Single-Dose Period, then that medication will be classified as both prior
and concomitant for Single-Dose Period only. If a medication starts prior to PSL administration
and 1s stopped during the Multiple-Dose Period, then that medication will be classified as prior
and concomitant for both Single and Multiple-Dose Periods.
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Any medications with missing dates and/or times will be handled as described in Section 4.2.1 in
order to classify them as prior or concomitant.

7 MEASUREMENTS OF TREATMENT COMPLIANCE

Administration of PSL will be performed under the supervision of the Investigator (or designee)
and the Investigator (or designee) will check the study participant’s hands and the oral cavity
immediately after dosing to confirm ingestion of the study medication. Compliance will be
monitored by drug accountability and by drug assay for PSL (using the drug concentration irf'the
blood/plasma). Compliance with the study medication is defined as consumption by the study
participant that confirms 100% with the planned dosage.

Drug administration/consumption will be recorded and any discrepancies with theldosing
regimen will be explained. Dosing deviations will be included in the listing of #PDs where
applicable.

No formal calculations of compliance will be presented as all study medication is administered
on site.

8 EFFICACY ANALYSES
Not applicable.
9 PHARMACOKINETICS

The calculation of the PK parameters of PSL:and itsimetabolites || GG
will be performed by the' Quantitative Clinical Development Department,
PAREXEL.

Pharmacokinetic concentrations and PK:parameters will be summarized by treatment period
(Single-dose and Multiple-dose) and genotype group (EM, IM and PM) using the PK-PPS and
listed by treatment period, genotype and study participant using the SS. Figures of summaries
will be based on the PK-PPS and figures of individual concentrations will be based on the SS.

Pharmacokinetic parameters'of PSL and its metabolites will be calculated using the actual blood
sampling times.

The primary plasma PK parameters for PSL include:
e Single-dose: Cmax, AUC(0-1), AUC, t1/2, and tmax
e Multiple-dose: Cmaxss, AUCx, ti/2, and tmax,ss
The otherplasma PK parameters for PSL include:
¢~ Single-dose: Cmax,bw, AUC(0-t)bw, AUC pw, AUC(0-12) and CL/F
e Multiple-dose: CLss/F, Cmax.ssbows AUCrbw, Rauc, Remax, and LF
The other plasma PK parameters for PSL metabolites include:

e Single-dose: Cmax, AUC(0-1), AUC, t1/2, tmax, Cmax,pow, AUC0-t)ow, AUC pw, AUC0-12) and
m/p based on Cnax and AUC
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o Multlple-dose Cmax,ss, AUCT, t1/2, tmax,ss, Cmax,ss,bw, AUCT,bw, m/p based on Cmax,ss and
AUC,, Rauc, Remax, and Rmyp based on AUC

In addition, the PK parameters of PSL and its metabolites in urine after single and multiple-dose
include: Ae, fe, CL: and CLom (for PSL metabolites only).

9.1 Descriptive figures, Summaries and Listings

Individual plasma and urine concentrations of PSL will be listed separately by treatment perigd
and genotype and will include the actual and nominal sampling times and the deviation between
them. All deviations will be calculated relative to the first dose (single-dose) or the last.morning
dose (multiple-dose) of study medication. Any samples that are obtained outside the tolerance
window permitted at the specified time point will be discussed at the DEM and anypossible
exclusion from analysis will be documented accordingly.

The plasma concentration and the PK parameters (plasma and urine) of PSE and its metabolites
will be summarized by treatment period, genotype and nominal sampling times using descriptive
statistics (number of available observations [n], arithmetic mean, median, SD, minimum,
maximum, geometric mean, geometric CV and 95% CI for the geometric mean [assuming
lognormally distributed data]). Values below the LLOQ will be feported with a clear sign (flag
variable in the dataset) indicating that they were below!the LLOQ.

The amount of urinary excretion of PSL (mg) per time intterval after oral administration of PSL
will be summarized by treatment period (SD: Day 1-5;MD: Day 10) and genotype using
descriptive statistics.

Individual participant plasma concentration-time profiles of PSL and its metabolites will be
displayed graphically overlaid on the sameplot by treatment period in linear and semi-
logarithmic scale.

Combined individual (spaghetti) plots for PSL and its metabolites will be displayed by treatment
period and genotype with all participants overlaid on the same plot (linear and semi-logarithmic
scale).

Geometric mean profiles ef plasma concentrations for PSL and its metabolites over time will be
presented, with genotype overlaid on the same plot, in both linear and semi-logarithmic scale.
For the linear scale plot only, the lower and upper 95% confidence interval (CI) for the
geometric mean will be displayed.

All plasma concentration figures will include the LLOQ on the semi-logarithmic scale plots and
will be based on scheduled times.

The following PK parameters of PSL and its metabolites will be graphically displayed (scatter
plot, box plot) by genotype:

¢ Single-dose: PSL and metabolites: Cmax, AUC(0-t), AUC, Crmax,bw, AUC(0-t),ow, AUC pw, CL/F,
Ae, fe and CL;; PSL metabolites: CLform and m/p based on AUC

e Multiple-dose: PSL and metabolites: Cmax,ss, AUCr, Cmax,sspws AUCrpw, CLss/F, Ae, fe, CL;
and Rauc; PSL: LF; PSL metabolites: CLfom, m/p based on AUC and R based on AUC
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9.2 Statistical analysis of pharmacokinetics variables

The following PK parameters of PSL and its metabolites will be compared between genotype
groups using analysis of variance (ANOVA) on the log-transformed parameters:

e Single-dose: PSL and metabolites: Cimax, AUC(0-t), AUC, Cmax,bw, AUC(0-t)pw, AUC pw, CL/F,
Ae, fe and CL;; PSL metabolites: CLfom and m/p based on AUC

e Multiple-dose: PSL and metabolites: Cimax,ss, AUCr, Cmax,ss,bws AUCrbw, CLss/F, Ae, fe, CLs
and Rauc; PSL: LF; PSL metabolites: CLfom, m/p based on AUC and Ry based on AUC

Point estimates for the ratio of geometric means and the respective 2 sided 90% Cls wilf be
computed using the least squares means and the root mean squares of error, based oi of the log-
transformed data with subsequent exponential transformation.

The 3 comparisons of interest are the following (in sequential ordering):

e EM versus PM

e [M versus PM

e EM versus IM

The comparison “EM versus PM” will be firstly evaluatedand then the 2 other comparisons
against IMs will be performed only if the comparison.EM versus PM is nonequivalent.

Interpretation of results will be performed by. ¢omparing the 90% CI interval of geometric mean
ratio with the acceptance range of 50% t0:200%

9.3 Derivations of pharmacokinetic parameters

e AUC will be calculated as AUC = AUC(g-t) + Clast/Az, where Cast s the last quantifiable
plasma concentration and A, is thé apparent terminal elimination rate constant.

o AUC(o-y will be calculated using the linear-up log-down trapezoidal rule. If single data points
for plasma concentrations.are missing, the parameter will be derived by interpolating with
regard to the 2 neighb@ring non-missing concentrations.

e ty, will be calculated as In 2/A, where a simple linear regression (slope = -A,) of natural log
(In) concentration vs time for data points in the terminal phase of the concentration-time
curve,

e Metabolite to parent ratio (m/p) based on Cmax Will be calculated using Cmax of metabolite
divided by Cmax of parent (PSL) and Cmax,ss of metabolite divided by Cumax,ss of parent for
single and multiple dose respectively.

o "Metabolite to parent ratio (m/p) based on AUC will be calculated using AUC of metabolite
divided by AUC of parent and AUC: of metabolite divided by AUC: of parent for single and
multiple dose respectively.

e Body weight (BW) normalized parameters (ie, Cmax,bw, AUC0-t),ows AUC pw, Crmax,ss,pw, and
AUC:pw) will be calculated using the following formula where BW is measured on Day -1:
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BW

Parametery,, = Parameter X 0

e CL; will be calculated as Ac/AUC and Ac/AUC: for single and multiple dosing respectively.

o f. will be calculated as Ac/Dose for PSL and as (A of metabolite/Dose) x (molecular weight
(MW) parent/MW metabolite) where the MW of PSL is 432.8, the MW of metabolite

I i< 19, the MW of metabolitc G

e CLfm will be calculated as (Ae of metabolite/ AUC of parent) x (MW parent/MW metabolite)
for single-dose period and as (A. of metabolite/AUC: of parent) x (MW parent/MW,
metabolite) for multiple-dose period.

e Accumulation ratio of Cmax (RCmax) Will be calculated using Cmax,ss following’multiple dosing
divided by Cmax following a single dose for PSL and its metabolites.

e Accumulation ratio of AUC (RAUC) will be calculated using AUC, following multiple
dosing divided by AUC0-12) following a single dose for PSL and it§ ‘metabolites.

e Accumulation ratio of m/p based on AUC (Rm/p) will be calculated using m/p [based on
AUC] following multiple dosing divided by m/p [based onAUC] following a single dose.

e Linearity factor will be calculated using AUC: following multiple dosing divided by AUC
following a single dose for PSL.

10 SAFETY ANALYSES

Safety analyses will be carried out in the. SS unless otherwise stated. In listings, data will be
presented by participant number and time point within each genotype group.

10.1 Extent of exposure

All study medication administration-details will be listed by treatment period and participant.
The listing will include the date.and time of administration of the morning and evening dose,
depending on the treatment period.

10.2 Adverseevents

All Adverse events (AEs) will be coded using the MedDRA® and characterized as pretreatment
and treatment emergent according to the intake of the study medication. AEs with a start date
prior to the first'dose of study medication will be defined as pretreatment AEs. A treatment
emergent AE(TEAE) is defined as any AEs with a start date/time on or after the first dose of
study medication or any unresolved event already present before administration of study
medication that worsens in intensity following exposure to the treatment. Where dates are
missing or partially missing, AEs will be assumed to be treatment emergent, unless there is clear
evidence to suggest that the AE started prior to the first dose of study medication. Missing or
partially missing dates for AEs will be handled as described in Section 4.2.4.

AEs will be attributed to the treatment period in which they start. Thus, all AEs starting after the
first intake of PSL through Day 5 will be attributed to Single-Dose Period; all AEs starting after
PSL intake on Day 6 will be attributed to the Multiple-Dose Period and AEs starting more than
168 hours post last dose of PSL will be attributed to the SFU period.
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All AEs will be recorded in the Case Report form (CRF) from the time of informed consent until
study completion or termination. All AEs will be coded (see Section 3.8) and categorized by
intensity (mild/moderate/severe) and relationship (related/not related) to study drug PSL as
judged by the Investigator.

The number and percentage of participants who experience TEAEs will be summarized by
MedDRA SOC, PT, treatment period, genotype and by characterization according to the intake
of PSL.

The occurrence and incidence of TEAEs will also be summarized by intensity and relationship to
PSL. TEAEs leading to discontinuation and serious TEAEs will also be summarized by
treatment group and by characterization according to the intake of PSL.

Summaries of TEAEs will include the following:

e Incidence of TEAEs (overview including number and percentage of patticipants with any
TEAESs, serious TEAEs, discontinuations due to TEAEs, drug-related TEAESs, severe TEAEs
and TEAESs leading to death; event counts will also be included)

e Incidence of TEAEs

¢ Incidence of serious TEAEs

¢ Incidence of TEAEs by relationship

¢ Incidence of TEAEs by intensity

e Incidence of TEAEs by maximum relationship

¢ Incidence of TEAEs by maximum-intensity

e Incidence of TEAEs leading to discontinuation by relationship

e Incidence of fatal TEAEs by relationship

¢ Incidence of serious TEAES$ by relationship

e Incidence of non-serious TEAEs above reporting threshold of 5% of participants

Summary tables will contain counts of study participant, percentages of study participants in
parentheses and the number of events where applicable. A participant who has multiple events in
the same SOC ot PT will be counted only once in the participant counts but all events will be
included.

In summaries including relationship, the following relationships will be summarized: ‘Not
related”, ‘Related’. Participants who experience the same event multiple times will be included in
thesmost related category for tabulations by maximum relationship. Events with missing
rélationship will be considered as ‘Related’ but recorded as missing in the listings.

In summaries including intensity, the following intensity categories will be summarized: ‘Mild’,
‘Moderate’, ‘Severe’. Participants who experience the same event multiple times will be
included in the most severe category for tabulations by maximum intensity. Events with missing
intensity will be considered as ‘Severe’ events for summary purposes but recorded as missing in
the listings.
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Adverse event summaries will be ordered alphabetically by SOC and decreasing frequency of PT
within SOC.

A listing for all AEs will be presented by participant, treatment period and will include the onset
date/time and outcome date/time of the event (including relative days), the AE duration
(derived), time to onset (derived), pattern of event, intensity, relationship, action taken and
outcome. In addition, the listing will flag AEs that led to discontinuation, TEAEs and SAEs.

10.3 Clinical laboratory evaluations

Laboratory data and changes from baseline for numeric variables will be summarized and listed
by genotype group, treatment period and across time. Any laboratory measurements that are
BLQ or ALQ will be handled as described in Section 4.2.2. Values outside the reference range
will be flagged in the listings, and in addition, will be listed separately. For the definition of
Baseline values see Section 3.3.

A separate listing will present the participants who meet one or more of'the following criteria at
any treatment period or time point:

¢ Alanine aminotransferase (ALT) or aspartate aminotransferase (AST) increase >3x upper
limit of normal (ULN)

e Alkaline phosphatase 22xULN
e Total bilirubin increase >22xULN

The listing will display only treatment perieds and time points for which at least one of the above
criteria was fulfilled for a given participant and will display all results obtained at that treatment
period or time point for the specified¥ariables.

A summary of participants who meet the criteria for potential drug-induced liver injury (PDILI)
will be presented together with anyadditional relevant data collected, if applicable.

Clinical chemistry and hematology parameters will be summarized by genotype group, treatment
period and timepoint for both absolute values and changes from Baseline.

Laboratory variables willbe grouped according to the laboratory function panel (Table 10.1) and
categorized as normal, high or low, if applicable, based on the reference range supplied by the
analytical laboratoty. For selected variables that are identified in Table 10.1 the change in
category from Baseline will be presented in shift tables at all post- Baseline time points.

Table 10,12 Laboratory measurements

Protocol-required safety laboratory assessments

Laboratory
Assessments Parameters
Hematology * | Platelet Count RBC Indices: WBC Count with Differential:

RBC Count MCV, MCH, Neutrophils, Lymphocytes, Monocytes,
% Reticulocytes Eosinophils, Basophils

Hemoglobin
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Protocol-required safety laboratory assessments

Laboratory
Assessments Parameters
Hematocrit
Clinical BUN Potassium AST/SGOT | Total and direct bilirubin
Chemistry * Creatinine Sodium ALT/SGPT | Total Protein
Glucose (unfasted) | Calcium ALP
Routine e Specific gravity

Urinalysis * e pH, glucose, protein, blood, ketones, bilirubin, urobilinogen, nitrite, and leukocyte

Microscopic examination (if blood or protein is abnormal)

Other e Drug screen (to include at minimum: amphetamines, cocaine, opiates,
Screening cannabinoids, and benzodiazepines)
Tests e Serology (HIV-1/2 Ab, HBsAg, HCV-Ab, syphilis)

The results of each test must be entered into the ¢CRF.

ALP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate aminotransferase; BUN=blood urea
nitrogen; eCRF=electronic Case Report Form; HBsAg=hepatitis'B surface antigen; HCV-Ab=hepatitis C virus
antibody; HIV-1/2=human immunodeficiency virus-1/2; MCV=mgan corpuscular volume; MCH=mean corpuscular
hemoglobin; RBC=red blood cells; SGOT=serum glutami¢-oxadloacetic transaminase; SGPT=serum glutamic-
pyruvic transaminase; WBC=white blood cells

* Hematology, clinical chemistry, and urinalysis assessméits will be performed under fasting conditions at
Screening and non-fasting conditions at all other assessmients.

The following additional laboratory variables will be listed separately:
e Serology (HBsAg, HCV-Ab, syphilis)

e Drug screen(amphetamines,.¢ocaine, opiates, cannabinoids, and benzodiazepines)

10.4 Vital signs; Electrocardiograms, and other observations related
to safety
10.4.1 Vital signs

The following vital sign measurements will be taken prior to blood sampling, where applicable.
e Systolic.and diastolic blood pressure (mmHg)

e Pulse'rate (beats per minute)

e _Respiratory rate (breaths per minute)

o~ Body temperature (°C)

Descriptive statistics will be reported for all vital sign measurements in both standing and supine
position. Observed results and changes from Baseline will be summarized by genotype group,
treatment period and timepoint.
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A by-participant listing of all vital sign measurements and change from Baseline will be
presented by genotype group and timepoint.

The number and percentage of participants with treatment-emergent markedly abnormal
(TEMA)/potentially clinically significant (PCS) vital sign values as calculated by the criteria
outlined in Table 10-2 will be summarized by vital sign variables and time point and will be
presented by genotype group and overall.

Table 10-2: TEMA/PCS criteria for vital signs

Variable Unit Low? High*
Systolic blood pressure | mmHg | Value <90 and/or Value >140 and/ot

>20 decrease from Baseline >20 increase from Baseline
Diastolic blood pressure | mmHg | Value <50 and/or Value >90.and/or

>15 decrease from Baseline >15 increase from Baseline
Pulse rate bpm Value <45 and/or Valie >90 and/or

>15 decrease from Baseline =15 increase from Baseline

bpm=beats per minute; PCS=potentially clinically significant; TEMA=treatment-emergent markedly abnormal.
# Both conditions must be satisfied for a measurement to be considered potentially clinically significant.

10.4.2 Electrocardiograms

12-lead ECG will be recorded 3 times at each time point. The individual mean at each time point
will be calculated as raw parameters for descriptive-analysis. The individual mean and change
from baseline will be summarized using descriptive statistics by treatment period, genotype and
timepoint.

The following ECG parameters will be derived from digitally recorded 12-lead ECGs.
e Heart rate (HR) [beats per minute]

e RRinterval [msec]

e PR interval [msec]

¢ QRS interval [msee]

e QT interval [msec]
. . . . .. __ QT [msec]
e QTcF interval [msec]: QT interval corrected by Fridericia formula QT,.F [msec] = AR Tsed]

If available in the database, the QT corrected for heart rate using Bazett’s formula (QTcB) will
also be'included in the listings and tabulations.

The individual measurements and the mean of the triplicate measurements will be reported in the
by-participant listings. The listing will also include the change from Baseline based on the mean
of the triplicate measurements at each timepoint, and will be presented by treatment period,
genotype group and timepoint.

Measured values and changes from Baseline will be summarized by treatment period, genotype
group and timepoint (based on the mean of the triplicate values at each timepoint). Mean change
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from Baseline in QTcF will be summarized by treatment period, genotype and timepoint and
plotted over time by genotype. Figures will be presented with all treatment periods overlaid on
the same plot by genotype.

In addition, the following cut-points in QTcF (raw data and change from Baseline) based on the
mean of the triplicate data, will be summarized categorically (number and percentage of
participants) by treatment period, genotype and timepoint.

For observed data:

e <450msec

e >450 to <480msec

o >480 to <500msec

e >500msec

For change from Baseline:

e <30msec

e >30 to <60msec

e >60msec

All ECG findings for the individual triplicate measure¢ments will be listed separately.

Any incomplete triplicate measurements atca, given-timepoint will be handled as described in
Section 4.2.3.

10.4.3 Other safety variables
10.4.3.1 Physical examination

Participants with abnormalities in the physical examination will be listed including details of the
abnormality.

10.4.3.2 Suicidal risk monitoring

Columbia-Suicide Severity Rating Scale (C-SSRS; Posner et al, 2011) data will be listed.
Module of the questionnaire, time point, question and the associated response will be listed for
all the visits daysawhere this questionnaire is collected.

11 OTHER ANALYSES
Not applicable.
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Not applicable.
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14 AMENDMENT(S) TO THE STATISTICAL ANALYSIS PLAN
(SAP)

14.1 AMENDMENT 1

Rationale for the amendment

The SAP amendment is to accommodate the review comments to the dry run TFLs received
from the Data Evaluation Meeting conducted on 28-Jan-2020.

Modifications and changes

Global changes

NA

Specific changes

® 4.2.1PK results/ 1*t and 2" para

The 95% CI lower and 95% CI upper should be left blank if thecSD (or equivalently, the
geometric CV) is 0. Measurements of PK concentrations that:are below the limit of
quantification (BLQ) and which are occurring prior to tmax:will be imputed with half of the
lower limit of quantification (LLOQ/2), except fer embedded BLQ values (between two
measurable data points) which will be treated @s-missing, for the purpose of calculating the
geometric mean and its 95% CI, the geometric CV; the arithmetic mean and SD for
summaries and figures. Post tmax, BLQ values will be treated as missing calculated if at least
2/3rd of the individual data points are‘gquantifiable (=LLOQ).

For all individual PK concentrationfigures any concentrations that are BLQ will be regarded
as missing, with the exception of predose BLQ measurements which will be imputed with
“LLOQ/2” for linear scale plots.

Has been changed to:

Measurements of plasma/PK concentrations that are below the limit of quantification (BLQ)
will be imputed with half of the lower limit of quantification (LLOQ) for the purpose of
calculating the geometric mean and its 95% CI, the geometric CV, the arithmetic mean and
SD for summaries’and figures. Descriptive statistics of concentrations will be calculated if at
least 2/3rd ofithe individual data points are quantifiable (=LLOQ).

® 4.2.1 PKoresults/ 3™ bullet

For plasma concentrations,
Has been changed to:

For the calculation of plasma PK parameters,
® 4.2.1 PK results/ 4™ bullet

On calculating the geometric mean and its 95% CI, the geometric CV, the arithmetic mean
and SD, measurements of PK concentrations that are below the limit of quantification (BLQ)
will be imputed with the numerical value of the LLOQ/2.
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Has been changed to:
Removed.
® 4.2.1 PK results/ 7™ bullet
predose BLQ measurements on Day 10
Has been changed to:
predose BLQ measurements on Day 1 and Day 10
® 5.1 Participant disposition/ 2" para

the reason for discontinuation will be summarized by genotype group and overall based on
the ES

Has been changed to:

the reason for discontinuation will be summarized by genotype group and overall based on
the SS.

® 5.1 Participant disposition/ 5" para

Finally, screen failure reasons will be summarized-by genotype group and overall, based on
the ES. A listing of participants who did not meet‘study eligibility criteria will also be
presented by genotype group and overall.

Has been changed to:

Finally, screen failure reasons will bey\summarized by overall, based on the ES. A listing of
participants who did not meet study-eligibility criteria will also be presented.

® 6.1 Demographics/ 2" para

The summary of age will include descriptive statistics and categorical summaries, the latter
based on requirements for clinicaltrials.gov reporting:

- <I8 years
19 to <65 vyears

- >65 years
Has been changed to:

The summary of age will include descriptive statistics and categorical summaries, the latter
based on requirements for clinicaltrials.gov reporting: (<18, 19 to <65, and >65 years) and
the European Union Drug Regulating Authorities Clinical Trials (EudraCT) reporting (<18,
18 to <65, 65 to <85, and >85 years).

® 9.3 Derivations of pharmacokinetic parameters / 2" bullet

AUC(0-t) will be calculated using the linear trapezoidal rule. If single data points for plasma
concentrations are missing, the parameter will be derived by interpolating with regard to the
2 neighboring non-missing concentrations.
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Has been changed to:

AUC(0-t) will be calculated using the linear-up log-down trapezoidal rule. If single data
points for plasma concentrations are missing, the parameter will be derived by interpolating
with regard to the 2 neighboring non-missing concentrations.

® 10.3 Clinical laboratory evaluations/ Last para
Serology (HIV-1/2 Ab, HBsAg, HCV-Ab, syphilis)

Has been changed to:
Serology (HBsAg, HCV-Ab, syphilis)
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15 AMENDMENT(S) TO THE STATISTICAL ANALYSIS PLAN
Not applicable.
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