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ADE adverse device effect
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bimekizumab-Al-1mL
bimekizumab-AI-2mL
bimekizumab-SS-1mL
bimekizumab-SS-2mL
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COVID-19
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adverse event
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PK-PPS-a Pharmacokinetic Per Protocol Set for the bimekizumab-Al-
ImL
Pharmacokinetic Per Protocol Set for the bimekizumab-Al-
2mL

PK-PPS-s Pharmacokinetic Per Protocol Set for the bimekizumab-SS-
ImL
Pharmacokinetic Per Protocol Set for the bimekizumab-SS-
2mL

PEOT Premature End of Treatment
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PT preferred term

Q4w every 4 weeks

Q8W every 8 weeks

SADE serious adverse device efiect

SAE serious adverse event

SAP Statisticai Anaiysis Plen

sc subcutanegusly

SIAQ Self-Injection Assessment Questionnaire

SD standarc\deviation

SFU Qafety Follow-Up
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SS Safety Set
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Safety Set for the bimekizumab SS 2mL

TEADE treatment-emergent adverse device effect

TEAE treatment-emergent adverse event
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1 INTRODUCTION

This statistical analysis plan (SAP) defines the scope of the statistical analyses and provides a
detailed description of the statistical methodology for subject data obtained in this substudy of
PS0014. The SAP is based on the following study document:

e Final Protocol DV0002, 26 Jul 2018.
e Protocol amendment 1, 28 Oct 2019.
All references to study protocol hereafter refer to this version of the protocol.

All analyses will be performed separately for the ImL device cohort and for the 2mi, device
cohort. Once subjects in the ImL device cohort complete DV0002, a final analysis‘will ke
performed for that cohort, and a clinical study report will be prepared. A separaic/final‘analysis
will be performed for the 2mL device cohort once all data have been collected and ili be
reported separately from the initial clinical study report.

2 PROTOCOL SUMMARY
2.1 Study objectives
211 Primary objective

The primary objective of the study is to evalgatefor each device tne ability of subjects with
moderate to severe chronic plaque psoriasis (PSO) to'safely @nd effectively self-inject
bimekizumab 8 weeks after training in the¢-self-iniection technique.

21.2 Secondary objective

The secondary objective of the{study isito evaluaiey for each device, the ability of subjects with
moderate to severe chronic plaque PS&to safeis’/and effectively self-inject bimekizumab
immediately after training in the sef{>injectioii technique.

21.3 Other objectives
Other objectives of the study are.to ‘€valuate the following:

e Subject experience.0f self-injection using the investigational devices as assessed by the pain
visual analog scaie (VASLand the Self-injection Assessment Questionnaire (SIAQ).

e Trough pharmacokifetic (PK) (trough bimekizumab) levels associated with self-injection
using theinvestigational devices, injection by study personnel, injection site (abdomen or
thighi,vind hedy'mass index (BMI) category (by tertile).

e The'struateral and mechanical integrity of the investigational devices after completion of
self-injediton.

e The overall safety and tolerability of self-injections using the investigational devices.
2.2 Study variables
2.21 Primary outcome variable

The primary outcome variable is the percentage of subjects able to self-administer safe and
effective injections using the 1mL bimekizumab safety syringe (bimekizumab-SS-1mL), ImL
bimekizumab auto-injector (bimekizumab-AI-1mL), 2mL bimekizumab safety syringe
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(bimekizumab SS 2mL), or 2mL bimekizumab auto-injector (bimekizumab-AI-2mL), 8 weeks
after training in self-injection technique. Safe and effective self-injection will be evaluated by the
study personnel and is

defined as:

e Complete dose delivery: Subject self-injects the complete dose of bimekizumab as confirmed
by a visual inspection of the device which shows that the investigational medicinal product
(IMP) is delivered completely (ie, container is empty), and

e No adverse device effects (ADEs) that would preclude continued use of the device forself-
injection (ie, no serious adverse device effects (SADEs) and/or ADEs leading to withdrawal
from the DV0002 substudy).

In the DV0002 substudy, for the ImL devices the 320mg bimekizumab dose jwill be
administered as two 160mg injections with either 2 bimekizumab-SS-1mL*devices 012
bimekizumab-Al-1mL devices. Each self-injection will be evaluated fer(séfety aad effectiveness
by study personnel using the above criteria. The endpoint of safe and-gffectivégelt-injection will
be met only if both self-injections are determined to be safe and effective.

For the 2ml devices, the 320mg bimekizumab dose will be adrainistered as 1 injection with either
1 bimekizumab-SS-2mL or 1 bimekizumab-AlI-2i. devicgyEach sélitinjection will be evaluated
for safety and effectiveness by study personneltusing thetabove ciiteria. The endpoint of safe and
effective self-injection will be met if the single self-irjection i§ determined to be safe and
effective.

222 Secondary outcome.variakle

The secondary outcome variablevs the perc¢entage 6f,subjects able to self-administer safe and
effective injections using the birhekizuniab-SS-1mL, bimekizumab-Al-ImL bimekizumab SS
2mL, or 1 bimekizumab-AI-2mL at 2V0002(Baseline (the first self-injection visit, immediately
after training in self-injection techinique). Safe and effective self-injection will be evaluated by
study personnel and is definedcas for theprimary outcome variable (see Section 2.2.1).

223 Other variabies

2.2.31 Outcotrie variaties

The other outcomé variables ate:

e Responses’to pre-intection SIAQ (versions 2.0 and 2.1) at DV0002 Baseline.

Wheneer STAQ's assessed, version 2.0 of the STAQ will be used to assess bimekizumab-
SS«imiL andeimekizumab-SS-2mL and version 2.1 of the SIAQ will be used to assess
bintekizvmiab-Al-1mL and bimekizumab AI 2mL.

» » Responses to post-injection SIAQ (versions 2.0 for bimekizumab-SS-1ml and 2.1 for
bimekizumab-1ml-Al) by visit following self-injection using the assigned device at DV0002
Baseline and Week 8.

e Injection site pain (using a VAS; 100mm) by visit after self-injection using the assigned
device at DV0002 Baseline and Week 8.
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e Percentage of used devices identified as having structural or mechanical integrity issues after
completion of self-injection. This is based on a visual examination of the device that shows
clear evidence of damage and/or compromised structural or mechanical integrity.

2.2.3.2 Pharmacokinetic variable

The PK variable is trough PK (bimekizumab) levels associated with self-injection using the
investigational device, injection by study personnel, injection site (abdomen or thigh), and BM?
category (by tertile). Trough levels will be assessed at DV0002 Baseline, Week 4, Week 84 and
Week 12 for subjects who receive bimekizumab Q4W and trough levels will be assessed at
DV0002 Baseline, Week 8, and Week 16 for subjects who receive bimekizumab Q8-

2233 Safety variable

The other safety variable is the occurrence of ADEs. An ADE is an adverse gvent (AE yrelated to

£

the use of an investigational device. An ADE must meet 1 or more of the foilowing ¢fiteria:

e Adverse event resulting from insufficiencies or inadequacies in theunstrueiions for use (IFU),
the deployment, the implantation, the installation, the operatiori; it anyv.imalfunction of the
investigational medical device.

e Adverse event that is a result of a use error ordptentiona! misuse(0t the investigational
device.

Additional safety and tolerability variables will'be ¢atlected asdescribed in the PS0014 study
protocol.

2.3 Study design arc-conduct
2.31 Study descripiion

DV0002 is a Phase 3 open-label, randomized, nohcomparator, North America-only substudy to
PS0014. PS0014 will evaluate theVong-tentyy safety, tolerability, and efficacy of bimekizumab in
subjects with moderate to severg chronic\plaque PSO; study personnel will administer
bimekizumab to subjects in'd imL PFS.

In the DV0002 substudy(_the saft and effective use of the bimekizumab-SS-1mL, bimekizumab-
Al-1mL, bimekizumab»SS-2mk, or the bimekizumab-Al-2mL for the sc self-injection of
bimekizumab by sGg;ects mitit PSO will be evaluated.

Subjects from.selectedsites in the PS0014 feeder studies PS0008, PS0009, and PS0013 will be
eligible forihe DVO(OZ substudy. At DV0002 Baseline, each subject will be provided with
trainingn, self-injection and will receive the IFU and any other applicable training materials.

For thg"lmL{deVice cohort, subjects in the DV0002 substudy will perform self-injections at
2V6002 Béseline (corresponding to the Baseline Visit of PS0014) with a subsequent self-
imection at DV0002 Week 8 (corresponding to Week 8 of PS0014).

To allow flexible enrollment, subjects may be randomized in the 2mL device cohort at the
PS0014 Week 24, Week 28, or Week 32 visit for subjects receiving bimekizumab Q4W or the
PS0014 Week 24 or Week 32 visit for subjects receiving bimekizumab Q8W.
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For the 2mL device cohort, subjects will perform self-injections at DV0002 Baseline with a
subsequent self-injection 8 weeks after training. The 2mL device cohort will evaluate 2 self-
injection devices: the bimekizumab SS 2mL and the bimekizumab Al 2mL.

2.3.2 Treatment Period

During the 16-week Treatment Period of DV0002, subjects will receive either bimekizumab
320mg Q8W or bimekizumab 320mg Q4 W, based on their assigned dose at PS0014 Baseline
Baseline for DV0002 and Baseline for PS0014 will occur at the same time for the 1mL deviec
cohort. In the 2mL device cohort, Baseline for DV0002 will occur at the PS0014 Week.24) Week
28, or Week 32 visit for subjects receiving bimekizumab Q4W or the PS0014 Week Z4Lor Week
32 visit for subjects receiving bimekizumab Q8W.

Eligible subjects (PS0014 entry criteria and DV0002 entry criteria) will be randoinly assgned in
a 1:1 ratio to perform self-injection using either the bimekizumab-SS-1mL9x the bimmekizumab-
Al-1mL for the ImL device cohort or using either the bimekizumab-SS-Z&L onthe
bimekizumab-AI-2mL for the 2mL device cohort. Regardless of the 25s1gned cigse regimen,
subjects will perform self-injection with the assigned device only 2t3V00G2 Baseline and at
DV0002 Week 8. For subjects in the bimekizumab 320mg Q4 W dosing«4fin, injections will be
administered by study personnel using the investigational device at Week 4 and Week 12; for
subjects in both dosing arms, injections will be adiqinister¢d’by study personnel using the
investigational device at Week 16.

First treatment for the Iml device cohortin PS0014'will be the timepoint of first bimekizumab
injection in DV0002. First treatment in DV0002 wiil beAii® timepoint of first self-injection in
DV0002.

After Week 16 in the DV0002 sutstudy, subjects-will continue in PS0014.
233 Safety Follow-Up

A device Safety Follow-up (SFU3.telephoie’call will occur 1 week after the last self-
administration (at DV0002 Wéek 9).

Subjects who are withdrawn tfrom D%0002 but continue their PS0014 study participation will be
required to perform anEFU telephone call 1 week after their final DV0002 dosing visit.

2.34 Witnidrawal

Subjects who are withdiawn from bimekizumab treatment (PS0014 study) during the course of
DV0002 wiilaiso bexequired to follow the PS0014 withdrawal procedures that means subjects
will undetrgo the Bremature End of Treatment (PEOT) Visit assessments and will enter the SFU
Period.

235 Study duration per subject

The maximum DV0002 substudy duration will be 16 weeks for each subject. Subjects will then
continue to receive treatment in PS0014 for the duration of the PS0014 study.

The end of the DV0002 substudy is defined as the date on which the last subject completes
his/her DV0002 Week 16 Visit or withdraws from the study.
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2.3.6 Planned number of subjects

For evaluation of the 1mL device, it is planned to enroll approximately 200 subjects; each device
arm (bimekizumab-SS-1mL, bimekizumab-AI-1mL) will consist of approximately 100 subjects.

Once the ImL device cohort has finished enrolling, the 2mL device cohort will start enrolling.
For evaluation of the 2mL device, it is planned to enroll approximately 100 subjects; each device
arm (bimekizumab SS 2mL or bimekizumab-AI-2mL) will consist of approximately 50 subjects!

It is anticipated that this study will involve up to 80 sites in North America.
24 Determination of sample size

This study will not be powered with respect to any endpoint and sample size is based on practical
considerations.

ImL Device Cohort

For the ImL device cohort, to maintain blinding in the PS0014 feeder &tadies V0002 will
recruit subjects who were administered bimekizumab 320mg (Q4 W ¢7 Q8 W )'and subjects who
were administered placebo or ustekinumab in the PS0014 feeder studies.«A-total of 100 subjects
(50 subjects per device arm) are planned for PK trough levelanalysesf but these analyses can
only be performed on subjects who do not changeheir birhekizumap dose or dosing regimen (ie,
320mg bimekizumab Q4W or Q8W) between-tae LS00 4-feederstudies and the DV0002
substudy. The DV0002 substudy will therefore/enroll approxitnately 200 subjects (to compensate
for subjects with bimekizumab dose charnges) to efisire that 100 subjects are available for PK
trough analysis.

Subjects who enroll in the DV000)2'stibstudy) ImL device cohort will be randomly assigned to
the bimekizumab SS ImL or the'bimekizumab A' tmL device arms (each device arm will
consist of approximately 100 subjects); Withgia cach device arm, subjects will be divided into
tertiles by BMI; there will be appraximately,53 subjects per tertile, which is expected to yield
approximately 16 to 17 subjects per tertile who are evaluable for steady state trough PK level
analyses.

Subjects are evaluable far steady state trough PK level analyses, if they enter PS0014 on the
same drug and dose as complsiing the feeder study and if they receive the drug at least 16-20
weeks before PS0G 1. The second condition is automatically fulfilled. Each subject in the feeder
study will receive-inoredhan 20 weeks of the same treatment in the maintenance phase except
escape subjects rrom-£'S0013 which are excluded from DV0002 enrollment.

2mL Devioe Cohait

Oncg tive ImCyaevice cohort has finished enrolling, the 2mL device cohort will start enrolling.
Subjects whior participated in the ImL device cohort of DV0002 are not eligible to enroll in the
2L device cohort. For evaluation of the 2mL device, it is planned to enroll approximately

100 subjects. Subjects are evaluable for steady state trough PK level analysis if they receive the
same bimekizumab administration (frequency and dose) from beginning of PS0014 through to
the end of the sub-study. It is expected that most subjects will be evaluable for the PK trough
level analyses.

Subjects who enroll in the DV0002 substudy 2mL device cohort will be randomly assigned to
the bimekizumab-SS-2mL or the bimekizumab-AI-2mL device arms (each device arm will
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consist of approximately 50 subjects). Within each device arm, subjects will be divided into
tertiles by BMI; there will be approximately 16 to 17 subjects per tertile who are evaluable for
steady state trough PK level analyses.

3 DATA ANALYSIS CONSIDERATIONS
3.1 General presentation of summaries and analyses

Statistical analysis and generation of tables, figures, subject data listings, and statistical outpuy
will be performed using SAS Version 9.3 or higher. All tables and listings will use Couri€iy New
font size 9.

Descriptive statistics will be displayed to provide an overview of the study results(i-or
continuous variables, descriptive statistics will include number of subjects with available
measurements (n), mean, standard deviation (SD), median, minimum, and ymaximum

For categorical variables, the number and proportion of subjects, will be nresented. in addition,
for the primary, secondary and other variables the 90% confidence inicrval (C)based on the
Exact Binomial, will also be presented. Unless otherwise noted, the denominator for percentages
should be based on the number of subjects included in the respective analysis set. Subjects with
missing data can generally be accounted for usingither of the\followaag approaches:

e For summaries of demographics and Baseline charagieristics:\summarize percentages based
on all subjects in the analysis set and inciude a “Missing’ category (corresponding to subjects
with missing data for the variable beihg summarized) as tiie last row in the list of categories
being summarized.

e For summaries of outcome and safety, vaiablessainiess otherwise specified: percentages will
be summarized based only‘on thosesubjects with observed data for the variable being
summarized. As the denominator(ay be diiferent from the number of subjects in the
analysis set being considered, tie’denqininator should be displayed in the table. The general
format for displaying this yll be “n/NSub (%).”

Percentages will be presentec-to 1 degimal place. If the percentage is 100 or 0, no decimal will
be presented. Typically, the % sigi should be presented in the column header, but not with each
individual value.

For bimekizumaly FK conteéntrations, summary statistics will include geometric mean, geometric
coefficient of.variationnt'CV), 95% confidence intervals for geometric mean, arithmetic mean,
SD, mediariy tainimiair, and maximum. All summaries of PK variables will be based on the
observedwalues: Ne imputation will be used.

Decimal pladey Tor descriptive statistics will always apply the following rules:
» > “n” will be an integer

e Mean, SD, and median will use one additional decimal place compared to the original data

CV [%] will be presented with one decimal place
¢ Minimum and maximum will have the same number of decimal places as the original value.

Derived variables in general will display the mean, SD, and median to 1 more decimal place than
the variables used in the derivation. If the number of decimal places reported in the raw data is
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varied, then use either the maximum raw number of reported decimal places or 3, whichever is
the lowest, as a guide for the descriptive statistics.

A complete set of data listings containing all documented data as well as calculated data will be
generated

3.2 Analysis Time Points

If the early withdrawal visit occurs at a scheduled visit as outlined in the schedule of
assessments, then no mapping is necessary, and any early withdrawal assessments should
correspond to that scheduled visit. Premature study withdrawal visit assessments that,0ccur on a
date after a scheduled visit will be assigned to the next scheduled site visit per the nrotocol
following the last visit where assessments were available.

3.3 Definition of Baseline values

The Baseline value is defined as the last non-missing measurement prior 1o'the firstself-injection
at Visit 1 (Baseline).

If a scheduled Baseline assessment is taken on the same day as the first acmitnistration of study
medication, then the assessment will be assumed to.-have beenperformed-prior to study
medication.

3.4 Relative Day
The relative day will be included in diffefent listings.and wiil-oe calculated as follows:

e Ifthe start (stop) date occurred en erafterdhe first.Gose in DV0002, but prior to the drug stop
date, relative day is calculated as'start (stop) dateviiinus first dose date + 1

o If the start (stop) date occuited after the last:dese of bimekizumab, the relative day to the
most recent dose is calculated as stirt (stop) date minus most recent dose date. The relative
day in this situation should be precedel’by a ‘“+’

o [If the start (stop) date occeired before the first dose in DV0002, the relative day is calculated
as start (stop) date mirius tirst dose date. The relative day in this situation should be preceded
by a ‘-“.

Relative day will oty be contputed for fully completed dates and will be missing for partial
dates.

3.5 Protocol deviations

Importahtprotecal deviations are deviations from the protocol which could potentially have a
meagithgful impdct on the primary objective of the study. The criteria for identifying important
protocol déyiations and the classification of important protocol deviations will be defined within
e project Data Cleaning Plan.

WHO declared a global COVID-19 pandemic on 11 March 2020. All subjects were recruited
into this study during the pandemic and therefore the impact of COVID-19 on the study will be
assessed. Deviations related to the Coronavirus Disease 2019 (COVID-19) global pandemic are
unavoidable deviations from the protocol due to confirmed COVID-19 infection, suspected
COVID-19 infection, general circumstances around COVID-19 without infection or any other
deviation from the protocol due to COVID-19. COVID-19 protocol deviations will be reviewed
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as part of the ongoing data cleaning process. Any COVID-19 impact protocol deviations that are
determined to be important or not-important will be included in this summary. A by-subject
listing of COVID-19 related protocol deviations will be provided.

3.6 Analysis sets
3.6.1 1mL Device Cohort
3.6.1.1 Enrolled Set

The Enrolled Set (ES) will consist of all subjects who have given informed consent for 12V0002.
3.6.1.2 Safety Set

Two different Safety Sets (SS) will be generated (1 for each device type): the bimekizuniab-SS-
ImL Safety Set (SS-s) and the bimekizumab-Al-1mL Safety Set (SS-a). Eacli 53 wilk ¢ghsist of
all subjects in the study who receive at least 1 dose of bimekizumab by the indicated self-
injection investigational device. Safety variables will be analyzed usingthe SS-s\and SS-a.

3.6.1.3 Full Analysis Set

Two different Full Analysis Sets (FASs) will be genetated (1 for each déysce type): FAS-s and
FAS-a. Each FAS will consist of all subjects in the' SS*s or, SS-a‘whe'seif-inject at least 1 dose of
bimekizumab using the given device and who kavegran agsessment/of self-injection. All self-
injection related endpoints will be analyzed sing the £2AS-s and T AS-a.

3.6.1.4 Pharmacokinetic Per. [’rotocoi-Set

Two different Pharmacokinetic Per frotgcol Sets’(PK-EPS) will be generated (1 for each device
type): the bimekizumab-SS-1mL PX*PPS (PK-PPS-5)and the bimekizumab-Al-1mL PK-PPS
(PK-PPS-a). Each PK-PPS wiil consistaf ail subjeets who receive the same bimekizumab
administration (frequency and dose) iz the P$S0814 feeder studies as in the DV0002 substudy and
who have at least 1 evaluable PK asszssmentiin the DV0002 substudy without important protocol
deviations that would affect the,concentration. Pharmacokinetic variables will be analyzed using
the PK-PPS-s and PK-PPS-a.

All PK assessments after’ baseling assessments from feeder study will be considered for the
requirement of at leasf one eydiuable PK assessment.

3.6.2 2mlDevice Cohort

3.6.2.1 Enroliea Set

The Enrelied Sei«(ES) will consist of all subjects who have given informed consent for DV0002.
3.6.2.2 Safety Set

4o differdut Safety Sets (SS) will be generated (1 for each device type): the bimekizumab-SS-
2mL Safety Set (SS-s) and the bimekizumab-AI-2mL Safety Set (SS-a). Each SS will consist of
all subjects in the study who receive at least 1 dose of bimekizumab by the indicated self-
injection investigational device. Safety variables will be analyzed using the SS-s and SS-a.

3.6.2.3 Full Analysis Set

Two different Full Analysis Sets (FASs) will be generated (1 for each device type): FAS-s and
FAS-a. Each FAS will consist of all subjects in the SS-s or SS-a who self-inject at least 1 dose of
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bimekizumab using the given device and who have an assessment of self-injection. All self-
injection related endpoints will be analyzed using the FAS-s and FAS-a.

3.6.2.4 Pharmacokinetic Per Protocol Set

Two different Pharmacokinetic Per Protocol Sets (PK-PPS) will be generated (1 for each device
type): the bimekizumab-SS-2mL PK-PPS (PK-PPS-s) and the bimekizumab-AI-2mL PK-PPS
(PK-PPS-a). Each PK-PPS will consist of all subjects who receive the same bimekizumab
administration (frequency and dose) from beginning of PS0014 through to the end of the sub-
study and who have at least 1 evaluable PK assessment in the DV0002 substudy without
important protocol deviations that would affect the concentration. Pharmacokinetic vasiables will
be analyzed using the PK-PPS-s and PK-PPS-a.

All PK assessments after DV0002 baseline assessments (Week 24, Week 28 gr\Week.52,Trom
PS0014 study) will be considered for the requirement of at least one evaluébie PK g8sessment.

3.7 Treatment assignment, treatment and device groups

This is an open-label study and as such all subjects will be summarized according to the
treatment that was provided. The treatment group will be allocated in PS84 and the device
group will be allocated in DV0002.

PS0014 treatment groups

This refers to the study treatment assigned.to tlic subjoet at the beginning of PS0014 and does not
account for the treatment received in the kelevant#gcder Study. The allocation of treatments in
PS0014 is done by an algorithm considering the subjecis “teeder study (PS0008, PS0009, or
PS0013) and PASI90 response at BS0014 stady entry~The PS0014 treatment groups are as
follows:

¢ Bimekizumab 320mg Q8W
¢ Bimekizumab 320mg Q4W.
DV0002 device groups

This refers to the study.cevice agsigned to the subject at the beginning of DV0002. The DV0002
ImL device groups are'as folinaws:

e Bimekizumab-SS-1mi

e Bimekiztiniab-AdianL.

The DV.OQ0O2 2mb.device groups are as follows:
e _Rimekiztmab-SS-2mL

o) Bimekizumab-AI-2mL.

The outcome variables will be summarized by PS0014 treatment and DV0002 device group. The
different DV0002 device groups are reflected in the use of the corresponding analysis set SS-s,
SS-a, FAS-s, FAS-a, PK-PPS-s and PK-PPS-a. For simplification “treatment group” and “device
group” will be used in the outputs.
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3.8 Center pooling strategy
No pooling of centers is planned for this study.
3.9 Coding dictionaries

All ADEs will be coded and classified by system organ class (SOC), high level term (HLT), and
preferred term (PT) according version 19.0 of the Medical Dictionary for Regulatory Activities
(MedDRA®).

All medications other than the study drug will be classified by World Health Organization
(WHO) Anatomical Therapeutic Chemical (ATC) classification, presenting Anatomical*"Main
Group (ATC Level 1), Pharmacological Subgroup (ATC Level 3), and preferred téini (PT3, using
version SEP/2015 of the World Health Organization Drug Dictionary (WHO-ID), accerding to
UCB standard operating procedures (SOP).

Previous and ongoing medical history will be classified by version 19.Q pfVedDRA® SOC and
PT.

3.10 Changes to protocol-defined analyses

Subjects who had important protocol deviations afiecting the/ primary. @itcome variable, as
confirmed during ongoing data cleaning meetings,prior to d2tabase/iock, will be not excluded
from the FAS-s or FAS-a.

3.10.1 Changes related to COV!D-19

COVID-19 protocol deviations have-been defined in Section 3.5 and the presentation of COVID-
19 protocol deviations is describedun/Section 5.3.

4 STATISTICAL/ANALYTICAL ISSUES
4.1 Adjustments forovaridies

Not applicable.

4.2 Handling or drogouts or missing data

For analyses of ADEs and concomitant medication usage, a complete date must be established in
order to correctly identify the‘!ADE or medication as occurring during treatment or not. To
calculate the duration of-disease, a complete date of onset of plaque psoriasis is needed. For
purposes of iiputing fissing components of partially-reported start and stop dates for ADEs,
for medication use; dnd date of onset of plaque psoriasis, the algorithms listed below will be
followed, Start.aind stop dates of ADEs or concomitant medication will be displayed as reported
in th€ sabjec{ data listings (i.e., no imputed values will be displayed in data listings).

Partial ADE and concomitant medication start dates will be imputed as follows:
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 1% of the month

e 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 date, then use the date of first dose
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e Ifonly the year is specified, and the year of first dose is not the same as the year of the start
date, then use the 1% of January of the year of the start date

e 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

e 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.

Imputation of Partial Stop Dates

e If only the 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 that year

o If the stop date is completely unknown, do not impute the stop date.

If the (imputed) stop date is prior to the imputed start date:

e If only the month and year are specified and the month and year ‘e tirst. dase is the same as
the month and year of the start date and the stop date is befor&.the dat¢ of first dose, then set
the start date to the 1% of that month.

e If only the year is specified, and the year offisst dose istthe safie as the year of the start date,
and the stop date is before the date of firgt dose, thenuse the T of January of the year of the
start date

Partial start dates for onset date of plaque psoriasiswill be-imputed as follows:
e If only the month and year are speCified;then usc\iie last day of the month.
e Ifonly the year is specified,‘then ugethe 315t of December of the year.

e Ifthe start date is completely utiknowns,dd not impute the start date.

In the event of ambiguity or incomplete-cata which makes it impossible to determine whether a
medication was concomitant-or an agiverse event was treatment emergent, the medication will be
considered as concomitafiy 0r the adverse event will be considered treatment emergent.

If the intensity of an/ADE isdknown, it will be considered as severe.
There will be no'special piocedures for handling missing data for any other data points.
4.3 interini analyses and data monitoring

No inteii analysis is planned for this study. No Data Monitoring Committee will be established
for this-study:

ahe'subjects’ of DV0002 are ongoing subjects of PS0014. Data cut off for the 1mL final analysis
will be last subject last Week 16 visit in DV0002 in the ImL device cohort. Data cut off for the
2mL final analysis will be last subject last Week 16 visit in DV0002 in the 2mL device cohort.
Data cut off rules will be applied for ongoing adverse device events and ongoing concomitant
medication.
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4.4 Multicenter studies

Individual center results will not be directly presented. Centers are only located in North
America (United States and Canada).

4.5 Multiple comparisons/multiplicity

Not applicable.

4.6 Use of an efficacy subset of subjects

Not applicable.

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

4.8 Examination of subgroups

Not applicable.

5 STUDY POPULATION CHARACTERISTICS

5.1 Subject disposition

All subject disposition tables will use the PS0014 treatmaent groups-BKZ 320mg Q8W and BKZ
320mg Q4W and an overall treatment group ‘category((BKZ Total).

The disposition of subjects including the.swmber ap subjects in ES and all device-specific
analysis sets (SS-s, FAS-s, PKS-s o884, FAS-a, PKS:a)j will be summarized. This summary
will be based on ES and will presenit subjeqts overall'arid by site in North America.

The disposition of ES will present all bitaekizuinab treated subjects by PS0014 treatment group
and broken out by DV0002 device gréup.

The number and percentage of subjects who entered the substudy, completed, discontinued with

the reasons for discontinuatign‘sf theSubstudy will be presented. This summary will be based on
the ES and will present alibirekizuoiab treated subjects by PS0014 treatment group and broken
out by DV0002 device-gisup.

Subjects will be ceutnited as cémpleter if they completed the DV0002 Week 16 visit.

The followingdistings forisubject disposition will be produced based on the ES and presented by
PS0014 treatment group/ DV0002 device group:

e A li¢ting of Subjects who did not meet study eligibility criteria
o _Allisting af subject disposition

«. A listing of study discontinuation

e A listing of visit dates

e A listing of subjects excluded from analysis sets.

e A listing of subject analysis sets
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5.2 Protocol deviations

A summary of number and percentage of subjects with an important protocol deviation
(including a summary of subjects excluded from any analysis set due to important protocol
deviations) by treatment group will be provided for the SS-a and SS-s.

A by-subject listing of important protocol deviations will be provided.
5.3 COVID-19 Impact

For study participants impacted by the COVID-19 global pandemic, data were collected.en a
separate eCRF. This form was collected for study visits that were affected by COVIR=19, and it
collected how the visits were impacted by the pandemic (e.g., performed out of witigow, ¢one by
telephone instead of on-site, not done, etc).

Based on how the visit was affected by the global pandemic, all visits will have a viziable
indicating how the visit was performed:

e Visit not done at all

e Visit done by video call

e Visit done by telephone

e Visit done at different time point than planned / out of window

Additionally, for visits that are affected ty GOVIR:19, all ass¢ssments that are missing will be
flagged as missing due to COVID-19: Fusther, the pecific-reason of missing data will be
captured as the following flags:

e Confirmed COVID-19 inféction

e Suspected COVID-19 infection

e (General circumstances arouna*COVID-19 without infection
e Other

A summary of numbersaina percontage of subjects with COVID-19 related protocol deviations
and COVID-19 relatzd deviceprotocol deviations by treatment group and visit will be provided
for the SS-a and §3=5. Thisssummary on COVID-19 related protocol deviations will also be
repeated by céantry.

A by-site, ¢ubject and/visit listing of COVID-19 related protocol deviations along with a listing
of COVIP-19 rejdted device protocol deviations will be provided.

6 DEMOGRAPHICS AND OTHER BASELINE
CHARACTERISTICS

All summaries detailed in this section will be performed on the SS-a and SS-s and by PS0014
treatment group.

6.1 Demographics

Demographic variables will be summarized by PS0014 treatment group and all bimekizumab
treated subjects.
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The following continuous variables will be summarized using descriptive statistics (number of
subjects, mean, SD, minimum, median and maximum).

e Age at the time of feeder study entry (years)
e Height (cm)

e DVO0002 Baseline Weight (kg): will be derived from the weight from the last visit of the
feeder study for ImL device cohort and 2mL cohort subjects.

e DVO0002 Baseline BMI (kg/m2)
e BMI (kg/m2) will be calculated as:
Weight (k
BMI = g—(g)

(Height (m))?
The following categorical variables will be summarized using frequesncy counfs,and percentages.
o Age group (<18, 19-<65, >65 years)
e DV0002 Baseline Body Weight (<100kg, >106%g)
e BMI (<25 kg/m2, 25 to <30 kg/m2, >30 kg/m..)

e BMI tertiles (<tl kg/m2, >tl kg/m?2 to-< t2’kg/m2,>t2 kg/m2) based on the respective PK-
PPS populations (PK-PPS-s, PK-PPS:¢)

e Gender

e Race

e Ethnicity

e Country

By-subject listings of demographicgswill be provided.

6.2 Other HSaselinacharacteristics

Baseline characterstics will tie' summarized by treatment group and overall.

Generally, thexfoliowing oontinuous variables will be summarized using descriptive statistics
(number of subjectsymican, SD, minimum, median and maximum).

e Duration of dis€ase (years)
Durétion of.disease (years) will be calculated as:

Disease Duration
_ (Date of randomization in DV0002 — Date of onset of Plaque Psoriasis?)

365.25

'If the date of onset of plaque psoriasis is partial, it should be imputed to the most recent feasible
date (ie, last day of the month if only day is missing, or the last day of the year if day and month

Confidential Page 21 of 58



UCB 07 Oct 20
Statistical Analysis Plan Bimekizumab DV0002

are missing). Note that if the date of randomization is missing then the duration of disease will be
derived using the date of screening.

The following categorical variables will be summarized using frequency counts and percentages.
e Duration of disease (<median, >median).
6.3 Medical history and concomitant diseases

Previous and ongoing medical history collected at the start of the feeder study will be based @i
SS-s and SS-a and summarized by treatment groups, system organ class (SOC) and preferre
term (PT) using MedDRA®. Medical history and psoriasis history will be included inthe
summary tables and listings for medical history. Medical procedures are not coded

Previous and ongoing medical history along with the updated medical history-celiected at the end
of the feeder studies will be presented in a by-subject listing for SS-s and S84, respiectively.

6.4 Prior and concomitant medications

Concomitant medication details are collected at each visit of DV0G0Z? Conéotnitant medications
are medications taken at least one day in common with the DVQ002 study.inedication dosing
period (DV0002 Baseline to DV0002 Week 16).

All concomitant medication will be listed for SS-sand S§-a, respe¢tively.

Concomitant medication which started befor¢-DV00E2-Week-16 and were ongoing at the data
cut off will be included with the status rem2iningas cngoing. Concomitant medication which
were ongoing at DV0002 Week 16 bubwith arend daté.before the data cut off will be included
with their end date as recorded.

For 2 ml phase analysis, concorditant niedicatiens.include those started on or before the later of
the final contact date or (the last inje¢iion date= 7 days).

7 MEASUREMENTS OF TREATMENT COMPLIANCE

During the Treatment PerioG.of thisstudy, IMP administration (either self-administration or
study personnel-adminisiration) will be performed in the clinic and observed by the Investigator
or his/her designee; manitoring subject compliance is therefore not applicable.

8 EFFICACY ANALYSES

No efficacy stmirmari¢s are planned for the DV0002 substudy.

9 FRLHARMACOKINETICS AND PHARMACODYNAMICS
9.1 Fharmacokinetics

e statistical analyses of the PK data will be descriptive in nature and will be summarized using
the relevant device-specific population (PK-PPS-s or PK-PPS-a). Data will be analyzed overall
for each device by injection type (self-administered or study personnel-administered), by
injection site (abdomen or thigh), and by BMI category. The BMI categories will be defined into
three tertiles within each device arm PK-PPS analysis set and device cohort and derived from
subjects’ DV0002 Baseline BMI values.

To allow for an analysis of PK trough levels for bimekizumab administration via self-injection or
via study personnel administration, pre-dose PK samples will be taken throughout the DV0002
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substudy. For the Q4W dose regimen, PK trough levels will be determined based on pre-dose PK
sampling at DV0002 Baseline and DV0002 Week 8 for the study personnel administration and at
DV0002 Week 4 and DV0002 Week 12 for the self-administration trough levels, respectively.
For the Q8W dose regimen, PK trough levels will be determined based on pre-dose PK sampling
at DV0002 Baseline for the study personnel administration and at DV0002 Week 8 and DV0002
Week 16 for the self-administration trough levels, respectively. For the 1ml device cohort,
DV0002 Baseline PK samples are the PK samples from the last visit of the feeder studies.

For the analysis of PK trough levels by injection site (abdomen or thigh) and by BMI categery
(by tertiles), self-administration PK trough levels and study personnel administration,\PK trough
levels will be used.

PK samples for self-administration where the injection was done by site personiiel or categiver
will be listed but not be used for summary statistics. PK samples for personmél‘adminisiration
where the injection was done by the subject will be listed but not be used fairsumméry statistics.

Only pre-dose (trough) concentrations will be included while summarizing tabies and figures. If
the dosing for a visit is +/- 7 days out of window then the plasma cttcentration from that visit
and all subsequent visits will be excluded from the PK summary. PK samuies collected after
dosing will be excluded from summary statistics.

PK summaries will be based on observed values. No imputation will be used. However, if
plasma concentration measurements are beldw the leyel of quantitication, then for calculation of
the derived statistics the result will be set’to,2 of the Jower level of quantification (LLOQ).
Descriptive statistics including geometric.mean, ‘geometsic_coefficient of variation, and
geometric mean 95% CI if applicabie-will be ealculatgd, if at least 2/3 of the values of interest are
above the LLOQ. If this is not the case, onlvmedidiy minimum, and maximum will be presented.

Boxplots of plasma concentration will,ee preseiated by visit and by treatment group.
All PK results will be listed.

In addition, the PK results froriall subjeits not in PK-PPS-s or PK-PPS-a will be listed based on
the SS-a and SS-s.

9.2 Pharniacodynamics
Not applicable.
10 SAFEYY ANALYSES

All safety-analysisiwill be performed for SS-a and SS-s and by treatment group.
10.1 Sxtent of exposure

Extent of eXposure is not relevant for the DV0002 substudy. Occurrence of Adverse device
etfects in this substudy will not be affected by the duration of medication exposure.

10.2 Adverse events

All AEs (including serious adverse events [SAEs]) will be reported in a common database for
PS0014 and DV0002, but only adverse device effects (ADEs), serious adverse device effects
(SADESs), and device deficiencies will be summarized in the DV0002 substudy. Specifically,
only those AEs related to the use of the investigational medical devices bimekizumab-SS-
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ImL,bimekizumab-Al-1mL, bimekizumab-SS-2 mL or bimekizumab-AI-2 mL (based on the
Investigator’s judgement) will be assessed. All AEs (including SAEs) which are not assessed to
be related to the investigational devices will be summarized separately in the report for the main
study PS0014. An exception are AEs that are indicated as injection site reactions during self-
injection. These will be listed in DV0002 as well as in PS0014.

10.2.1 Adverse device effects

Adverse events are recorded at the AE CRF page at the time when they occur. If an adverse
event is related to the device by assessment of the investigator it is counted as an Adverse.device
event. For DV0002 only ADE will be considered which started during the DV0002 study period.
And ADE:s started in the 1 ml phase will be included for 1 ml phase analysis, and {hose started in
the 2 ml phase will be included for the 2 ml phase analysis. For 2 ml phase anaiysis, adverse
device effects include those that started on or before the later of the final conact'date'or(the last
injection date + 7 days).

All ADE data will be listed and no statistical testing will be performed»Only Fgatment-emergent
ADEs will be included in the summary tables. Treatment-emergenf ADEs {FfEADEs) will be
defined as events that have a start date on or following the first self-adniistration of study
treatment in DV0002 through the final self-administration ofistudy tredtiment + 7 days. The
device SFU will occur 1 week after the last self<adiministration.

All ADEs will be coded and classified by syttein organjclass, high level term, and preferred
term. Adverse device effects will be summarized by the frequency and percentage of subjects
having 1 or more of the events in question. Additional piarned summaries include overall ADEs
and SADEs. All summaries are pregeiiie¢d by FS0014 ¢reatment

e Incidence of TEADEs — O#erview

e Incidence of TEADEs by SOC, Hi T, and I

e Incidence of serious TEADEs'5sy SOC, HLT, and PT

e Incidence of TEADEs leacing tg)death

e Incidence of TEADE¢s/leading to discontinuation

e Incidence of ngin-TEADE¢ (only listed and not summarized in a table)

For definition‘of sérioug, mnanticipated and serious unanticipated ADEs see protocol of DV0002.

Adverse dévice effeats which started before DV0002 Week 16 and were ongoing at the data cut
off willbe included with the status remaining as ongoing. Adverse device effects which were
ongeityg at DVE902 Week 16 but with an end date before the data cut off will be included with
théi end dai ‘as recorded.

10.2.2 Injection site reaction

Injection site reactions are recorded at the AE CRF page at the time when they occur. All AEs
will be coded and classified by system organ class, high level term, and preferred term. An AE
with High Level Terms of “Administration site reactions NEC” and “Injection site reactions”
will be evaluated as injection site reaction.
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All injection site reactions for self-injection with a start date on or following the first self-
administration of study treatment through the final self-administration of study treatment + 7
days will be listed.

10.3 Clinical laboratory evaluations

All clinical laboratory evaluations including hematology, chemistry and urinalysis will be
collected in PS0014.

10.4 Vital signs, physical findings, and other observations relaicd to
safety

eCRF data of vital signs, Electrocardiograms, physical examination and pregnancy/i€st results
will be collected in PS0014.

11 OTHER ANALYSES

This section contains a detailed description of the analysis of the primdry, secenddry and other
outcome variables. All statistical analyses will be descriptive in natuie. No ififerential statistical
analyses are planned. The analysis is done on FAS-s and FAS-a, respectively.

111 Primary outcome

The primary outcome variable is the percentage.of all suviects able-to self-administer safe and
effective injections using the given device at\DV0002. Week K. Safe and effective self-injection
will be

evaluated by the study personnel as defined belaw:

e Complete dose delivery: Subiect self-irjects the-complete dose of bimekizumab as confirmed
by a visual inspection of thie/investigational device which shows that the IMP is delivered
completely (ie, container is empty); and

e No ADEs that would preclude ¢ontinued use of the device for self-injection (ie, no SADEs
and/or ADEs leading to withdrawal fiom the DV0002 substudy).

All data to assess the pripiary outcore is collected on the subject self-injection of bimekizumab
CRF page for DV0002-W<eek &ror the number of subjects with safe and effective self-injections
simply the cases whicli indicated “yes” for the question “Did the subject self-inject the complete
dose of Bimekizuniab” arid“no” for the question “Where there any AEs related to use of the
investigationai device. ior'self-injection” at Week 8 are counted.

For subjeetéin the 1L device cohort, two self-injections will be performed at DV0002 Week 8
and the.gquestionswill be answered twice. If the answers are different between both self-
inje¢tions in‘one visit, then the worst case of both answers will be used for analysis at this visit.
Subjects with only one self-injection at one visit will be counted as non-responder. Assessments
where the self-injection was not performed by the subject will be not included in any summary
statistics.

The number and percentage of subjects with safe and effective self-injections will be tabulated
separately for each device overall and within each device by dosing regimen. The 90% Cls based
on the Exact Binomial method will be reported as well.
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11.2 Secondary outcome

The secondary outcome variable is the percentage of subjects able to self-administer safe and
effective injections using the given device at DV0002 Baseline (first self-injection visit). Safe
and effective self-injection will be evaluated by the study personnel. The secondary outcome

variables will be analyzed in the same manner as the primary outcome variable.

All data to assess the secondary outcome is collected on Subject self-injection of Bimekizumab
CRF page for DV0002 Baseline.

11.3 Other outcomes

The other outcome variables will be summarized using descriptive statistics and thigy willhe
tabulated separately for each device overall based and within each device by P$8014 treatrnent.

Assessments where the self-injection was not performed by the subject wilk be not ipciuded in
any summary statistics.

11.3.1 Pre-injection SIAQ (versions 2.0 and 2.1)

The pre-injection SIAQ (versions 2.0 and 2.1) will be completed at DVOQ8Z Baseline. Version
2.0 of the SIAQ will be used to assess bimekizumah=ES-1mlsand bimekizumab-SS-2mL and
version 2.1 of the STAQ will be used to assess bimékizumabsAl-1m!» and bimekizumab-Al-2mL.
There are no differences in Version 2.0 to Versien 2.1 i pre-injection SIAQ.

The pre-injection SIAQ consists of 7 itents each withia scalé.of 1 to 5. There are three individual
subscales (feelings about injections [FL, 3 items], selt-caifidence [CO, 3 items] and satisfaction
with current mode of administratior J'S, 1 itéi [). Eachissubscale score will be calculated using
the average of the individual transformed,ifem scorés: The item score will be transformed using
the following rule:

Transformed Ite¥: Score = ((raw item score) — 1) X 2.5

In the case of missing values, n», domain\score will be calculated if more than 50% of the items
within the domain are missiitg

Higher individual scores.of the tt¢-injection SIAQ indicate more confidence, higher satisfaction
and less concerns with self-ipjections.

Summary statistiCs or allinidividual items and each subscale will be produced for Baseline.
11.3.2 Fost-iniection SIAQ (versions 2.0 and 2.1)

The postinjection SIAQ (versions 2.0 and 2.1) will be completed at DV0002 Baseline and
DV0002 Week 8. Version 2.0 of the SIAQ will be used to assess bimekizumab-SS-1mL and
bimckizumabh«SS-2mL and version 2.1 of the STAQ will be used to assess bimekizumab-Al-1mL
and bimekizumab-AI-2mL. Version 2.0 and version 2.1 of the SIAQ are identical, except for
Question 11 due to different handling of the devices.

The post-injection SIAQ consists of 21 items on 6 individual subscales (FL [3 items], self-image
[IM, 1 item], CO [3 items], Injection-site reactions [RE, 2 items], ease of use [EU, 5 items) and
satisfaction with self-injection [SA, 7 items]). The items of the individual subscale EU have a
score range of 1 to 6, the other individual subscales have a score range of 1 to 5. Each subscale
score will be calculated using the average of the individual transformed item scores. The item
scores for the EU subscale will be transformed using the following rule:
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Transformed Item Score = ((raw item score) — 1) X 2
The item scores for the other subscales will be transformed using the following rule:
Transformed Item Score = ((raw item score) — 1) X 2.5

In the case of missing values, no domain score will be calculated if more than 50% of the items
within the domain are missing.

Higher individual scores of the post-injection SIAQ indicate more confidence, higher satisiaction
and less concerns with self-injections.

Summary statistics for all individual items and each subscale will be produced for 132V:0002
Baseline and DV0002 Week 8.

11.3.3 Injection site pain

The visual analog scale of injection site pain indicates the level of pain.duting thewirijection. It
ranges from 0-100 mm with higher values indicating more severe painand 0 for no pain.

Summary statistics of actual values and change from DV0002 Baseline velucs will be used to
summarize injection site pain by visit after self-inject!on.

11.3.4 Structural and mechanical integrity cf the devices

The structural and mechanical integrity of the device aiter completion of self-injection will be
assessed by the investigate after each injgCtion in the 'subjett self-injection of bimekizumab”
CRF page. The assessment will be done using the guestion for structural integrity and function
compromise. The structural integrity ks bYased @n a visuai examination of the device that shows
clear evidence of damage, compronysed stfuctural dntegrity not superficial and/or cosmetic
imperfections. The functional sgmpromise will be based on a visual examination of the device
that shows clear evidence of damage@nd/or dovice dose not function normally. Both questions
will be separately summarized.

Two injections will be perforniéd at eacii\self-injection visit. At each injection the device could
be replaced. Percentages wilibe baged on the total number of devices used.

Frequency tables will be produc<d'to show the number and percentage of devices with:

e used bimekizurnab-5E+1mL, bimekizumab-Al-1mL, bimekizumab-SS-2mL and
bimekizumiab-Al-2mL syringes identified as having structural integrity issues after
comptleiron of Seif-injection.

e used bimekizumab-SS-1mL, bimekizumab-AI-1mL, bimekizumab-SS-2mL and
bimekizztnab-Al-2mL syringes identified as functionally compromised.

The 90% CIs based on the Exact Binomial method will be reported as well.
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13 APPENDICES
13.1 SAP Amendment 1

Rationale for the amendment

This protocol has been amended to add the evaluation of the 2mL self-injection devices
developed by UCB: a 2mL bimekizumab safety syringe (bimekizumab-SS-2mL) and a 2mL
bimekizumab auto-injector (bimekizumab-AI-2mL).

Modifications and changes
Global changes:
The following changes were made throughout the SAP:

e The DV0002 study number was added before the study visit where it was.hecessiry to
distinguish it from the PS0014 study visits.

e The list of abbreviations was updated accordingly.
e Minor spelling, editorial, and formatting changes were made thiroughoiit the document.
Specific changes

In addition to the global changes, the followisig specifid.clianges-have been made (formats as
missing spaces or redundant spaces are net listéd, typos):

Change #1

The following abbreviation has been added:
bimekizumab-Al-2mL 2mkL bimekirumatiauto-injector
bimekizumab-SS-2mL 2mIxbimekizubiab safety syringe

The following abbreviationhas beetn updated:

FAS-a FulivAnalysis Set for the bimekizumab-AI-1mL
ftull Analysis Set for the bimekizumab-AI-2mL

FAS-s Full Analysis Set for the bimekizumab-SS-1mL
Full Analysis Set for the bimekizumab-SS-2mL

PK-RPS-a Pharmacokinetic Per Protocol Set for the bimekizumab-AI-1mL
Pharmacokinetic Per Protocol Set for the bimekizumab-AI-2mL

PK-PPS-s Pharmacokinetic Per Protocol Set for the bimekizumab-SS-1mL
Pharmacokinetic Per Protocol Set for the bimekizumab-SS-2mL

SS-a Safety Set for the bimekizumab-Al-1mL
Safety Set for the bimekizumab Al 2mL

Confidential Page 29 of 58



UCB 07 Oct 20
Statistical Analysis Plan Bimekizumab DV0002

SS-s Safety Set for the bimekizumab-SS-1mL
Safety Set for the bimekizumab SS 2mL
Change #2
Section 1 Introduction

The SAP is based on the following study document: Protocol DV0002, 26 Jul 2018. All
references to study protocol hereafter refer to this version of the protocol.

Has been changed to:

The SAP is based on the following study document:

e Final Protocol DV0002, 26 Jul 2018.

e Protocol amendment 1, 28 Oct 2019.

All references to study protocol hereafter refer to this version of the grotocol.

All analyses will be performed separately for the 1mL device tohort and for the 2mL
device cohort. Once subjects in the ImL device cehort compiete DV1302, a final analysis
will be performed for that cohort, and a clinica'study réport wiil be prepared. A separate
final analysis will be performed for the 2mL.device qcobhort oncc-all data have been collected
and will be reported separately from the iritial clinical study report.

Change #3
Section 2.1.1 Primary objective

The primary objective of the studyis to.evaiuateforeach device the ability of subjects with
moderate to severe chronic plaque PS©+0 safersrand effectively self-inject bimekizumab

8 weeks after training in the self-injéetion technique using the bimekizumab-SS-1mL or the
bimekizumab-Al-1mL.

Has been changed to:

The primary objective erthe study'is to evaluate, for each device, the ability of subjects with
moderate to severe chronic piague PSO to safely and effectively self-inject bimekizumab 8

weeks after training.in the self-injection technique-using-the-bimekizumab-SS—tml-er-the
bimekizumab- Al-tml.

Change #4
Sectian,2.1.2 Secondary objective

Tlie)secondary: objective of the study is to evaluate the ability of subjects with moderate to severe
chronic plaque PSO to safely and effectively self-inject bimekizumab immediately after training
in self-injection technique using the bimekizumab-SS-1mL or the bimekizumab-Al-1mL.

Has been changed to:

The secondary objective of the study is to evaluate, for each device, the ability of subjects with
moderate to severe chronic plaque PSO to safely and effectively self-inject bimekizumab
immediately after training in self-injection technique using the bimekizumab-SS—tml-or-the
bimekizumab-Al-+mE devices.
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Change #5
Section 2.1.3 Other objectives
Other objectives of the study are to evaluate the following:

e Subject experience of self-injection as assessed by the pain visual analog scale (VAS) and the
Self-injection Assessment Questionnaire (SIAQ).

e Trough PK (trough bimekizumab) levels associated with self-injection using the test device,
injection by study personnel using the ImL PFS, injection site (abdomen or thigh), 2atd’'BMI
category (by tertile).

e The structural and mechanical integrity of the bimekizumab-SS-1mL and the
bimekizumab-Al-1mL after completion of self-injection.

e The overall safety and tolerability of self-injections.
Has been changed to:
Other objectives of the study are to evaluate the following:

e Subject experience of self-injection using the iavestigational devices as assessed by the pain
visual analog scale (VAS) and the Self injection Assessiient Questionnaire (SIAQ).

e Trough PK (trough bimekizumab) levelsiasgociatédywith self-injection using the-test-deviee
investigational devices, injection by(study persennel usiag-the HmEPES, injection site
(abdomen or thigh), and BMI categoty (by teitiie).

e The structural and mechanical integrityof the bitneizamab-SS—tml-and-the
bimekizumab-AldmEinvestigational EeviceS aiter completion of self-injection.

e The overall safety and tolerabilityf selfiinjections using the investigational devices.
Change #6
Section 2.2.1 Primary outcome variable

The primary outcome variable is(tire percentage of subjects able to self-administer safe and
effective injections usifnig theptmekizumab-SS-1mL or the bimekizumab-Al-1mL, respectively,
at Week 8. Safe ar@ effective self-injection will be evaluated by the study personnel and is
defined as:

o Compléte dose-delivery: Subject self-injects the complete dose of bimekizumab as confirmed
by alvisual inspection of the bimekizumab-SS-1mL or the bimekizumab-Al-1mL which
shows that\tie IMP is delivered completely (ie, container is empty), and

@ ."No ADLs that would preclude continued use of the device for self-injection (ie, no SADEs
and/or ADEs leading to withdrawal from the DV0002 substudy).

In the DV0002 substudy, the 320mg bimekizumab dose will be administered as two 160mg
injections with either 2 bimekizumab-SS-1mL devices or 2 bimekizumab-Al-ImL devices. Each
self-injection will be evaluated for safety and effectiveness by study personnel using the above
criteria. The endpoint of safe and effective self-injection will be met only if both self-injections
are determined to be safe and effective.
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Has been changed to:

The primary outcome variable is the percentage of subjects able to self-administer safe and
effective injections using the bimekizumab-SS-1mL erthe; bimekizumab-Al-1mL, respeetively;
at-Week bimekizumab-SS-2mL, or bimekizumab-AI-2mL, 8 weeks after training in self-
injection technique. Safe and effective self-injection will be evaluated by the study personnel
and is defined as:

e Complete dose delivery: Subject self-injects the complete dose of bimekizumab as condiitiied
by a visual inspection of the bimekizamab-SS—tml-or-the bimekizamab-AltmEdevice
which shows that the IMP is delivered completely (ie, container is empty), and

e No ADEs that would preclude continued use of the device for self-injection (ieino SADEs
and/or ADEs leading to withdrawal from the DV0002 substudy).

In the DV0002 substudy, for the 1mL devices, the 320mg bimekizumab@gse wilite
administered as two 160mg injections with either 2 bimekizumab-SS-I 141 deyices or 2
bimekizumab-Al-1mL devices. Each self-injection will be evaluateq ¢or safgiy-and effectiveness
by study personnel using the above criteria. The endpoint of safe‘and effettive self-injection will
be met only if both self-injections are determined te-be safe ana-cffective:

For the 2ml devices, the 320mg bimekizumakb dose will b adniipistered as 1 injection with
either 1 bimekizumab-SS-2mL or 1 bimekizuiiiab-Ai-ZmL. dévice. Each self-injection will
be evaluated for safety and effectiveness by study pérsonanvi using the above criteria. The
endpoint of safe and effective self-injection wilt.Be 'metif the single self-injection is
determined to be safe and effective

Change #7
Section 2.2.2 Secondary outcome yzriable

The secondary outcome variable is\tiie pereentage of subjects able to self-administer safe and
effective injections using the bitnekiziinab-SS-1mL or the bimekizumab-Al-1mL at Baseline
(the first self-injection visit, imimediately after training in self-injection technique). Safe and
effective self-injection wii be evaluated by study personnel and is defined as for the primary
outcome variable (see Section2.2.1).

Has been changedfo:

The secondary.sutcotine.variable is the percentage of subjects able to self-administer safe and
effective irzections-using the bimekizumab-SS-1mL, erthe bimekizumab-Al-1mL,
bimekizumab-SS+2mL, or 1 bimekizumab-AI-2mL at DV0002 Baseline (the first
selfxinjection wisit, immediately after training in self-injection technique). Safe and effective
selfoinjectiant will be evaluated by study personnel and is defined as for the primary outcome
variable (see Section 2.2.1).

Change #8
Section 2.2.3.1 Outcome variables
The other outcome variables are:

e Responses to pre-injection SIAQ (versions 2.0 and 2.1) at Baseline.

Confidential Page 32 of 58



UCB 07 Oct 20
Statistical Analysis Plan Bimekizumab DV0002

Whenever SIAQ is assessed, version 2.0 of the SIAQ will be used to assess
bimekizumab-SS-1mL and version 2.1 of the SIAQ will be used to assess
bimekizumab-AI-1mL (see Section 11.3.1 and Section 11.3.2).

e Responses to post-injection SIAQ (versions 2.0 and 2.1) by visit following self-injection
using the assigned device at Baseline and Week 8.

e Injection site pain (using a VAS; 100mm) by visit after self-injection at Baseline and
Week 8.

e Percentage of used bimekizumab-SS-1mL and bimekizumab-Al-1mL identified ashaving
structural or mechanical integrity issues after completion of self-injection. Thig is based on a
visual examination of the device that shows clear evidence of damage and/or compraimised
structural or mechanical integrity.

Has been changed to:
The other outcome variables are:
e Responses to pre-injection SIAQ (versions 2.0 and 2.1) at DV0802 Rédseline.

Whenever STAQ is assessed, version 2.0 of the-STAQ will velused (o assess
bimekizumab-SS-1mL and bimekizumab-$S:2mL andversion.2.1 of the SIAQ will be used
to assess bimekizumab-Al-ImL and bim€kizamah-A1-2mLsee Section 11.3.1 and

Section 11.3.2).

e Responses to post-injection SIAQ\(versions\2)Grand 2. V) by visit following self-injection
using the assigned device at DV€092 Bascimne and_Week 8.

e Injection site pain (using a<V'AS; 169min) by{visit after self-injection at using the assigned
device at DV0002 Baseline and Week 8.

e Percentage of used bimekizuimeb-SS—L-and-bimekizumab-Al1mE devices identified as
having structural or mechatical intégzity issues after completion of self-injection. This is
based on a visual examineation cfttie device that shows clear evidence of damage and/or
compromised structural or meghanical integrity.

Change #9
Section 2.2.3.2 “_Phanmacokinetic variable

The PK variable is tioiigh PK (bimekizumab) levels associated with self-injection using the test
device, ifijection by study personnel using the ImL PFS, injection site (abdomen or thigh), and
BMI catcgory {by tertile). Trough levels will be assessed at Baseline, Week 4, Week 8, and
Weelk/12 fos subjects who receive bimekizumab Q4W and trough levels will be assessed at
Baseline, Week 8, and Week 16 for subjects who receive bimekizumab Q8W.

Has been changed to:

The PK variable is trough PK (bimekizumab) levels associated with self-injection using the test
investigational device, injection by study personnel using-the tmEPES, injection site (abdomen
or thigh), and BMI category (by tertile). Trough levels will be assessed at DV0002 Baseline,
Week 4, Week 8, and Week 12 for subjects who receive bimekizumab Q4W and trough levels
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will be assessed at DV0002 Baseline, Week 8, and Week 16 for subjects who receive
bimekizumab Q8W.

Change #10
Section 2.3.1 Study description

DVO0002 is a Phase 3 open-label, randomized, noncomparator, North America-only substudy te
PS0014. PS0014 will evaluate the long-term safety, tolerability, and efficacy of bimekizumab it
subjects with moderate to severe chronic plaque PSO; study personnel will administer
bimekizumab to subjects in a ImL PFS. The DV0002 substudy will evaluate 2 self-injécizon
investigational devices: the ImL bimekizumab-SS-1mL and the ImL bimekizumab«Al-1mL.

In the DV0002 substudy, the safe and effective use of the bimekizumab-SS-1mi:, or the
bimekizumab-Al-1mL for the sc self-injection of bimekizumab by subjects with PSCiwill be
evaluated.

Subjects from selected sites in the PS0014 feeder studies PS0008, PSG009, andi-PS0013 will be
eligible for the DV0002 substudy. The DV0002 substudy will maidiain all.study assessments of
the main PS0014 study from Baseline to Week 16 (inclusive). Howevens @iiiy subjects in the
DV0002 substudy will self-administer bimekizumab."At DVOR02 Baseiine, each subject will be
provided with training in self-injection and will-tedeive th¢ dFU an@yany other applicable training
materials. Subjects in the DV0002 substudy wili-perforin self-injections at Baseline
(corresponding to the Baseline Visit of PS90 %) witina subs¢gient self-injection at Week 8
(corresponding to Week 8 of PS0014).

Has been changed to:

DV0002 is a Phase 3 open-lab¢l) randomized, neiiesmparator, North America-only substudy to
PS0014. PS0014 will evaluate thie long=tcrm safety, tolerability, and efficacy of bimekizumab in
subjects with moderate to severe clironic plague PSO; study personnel will administer

bimekizumab to subjects in a ImEPFS. FheDVO002-substudy-wil-evaluate 2-self-injeetion
vestigattonal- deviees:-the 4 m U-bime i 'z imab-SS—tmband-the tmb-bimekizamab-Altml

In the DV0002 substudysttie saférand effective use of the bimekizumab-SS-1mL-erthe,
bimekizumab-Al-1mls bimekizamab-SS-2mL, or the bimekizumab-AI-2mL for the sc self-
injection of bimekizumab by &libjects with PSO will be evaluated.

Subjects fromiselected. <ates in the PS0014 feeder studies PS0008, PS0009, and PS0013 will be

eligible for tiie'DV0GI2 substudy. The DV0002 substudy-wilmamtainall-stady-assessmentsof
the-matp-+ St ay-fromBaselne to-Week16-(inchusive)Howeveronly-subjeets-inthe
PVoo6substiay-will seH-administer bimekizamab: At DV0002 Baseline, each subject will be
previded wifipiraining in self-injection and will receive the IFU and any other applicable training
midierials.

For the 1mL device cohort, subjectsSubjeets in the DV0002 substudy will perform self-
injections at DV0002 Baseline (corresponding to the Baseline Visit of PS0014) with a
subsequent self-injection at DV0002 Week 8 (corresponding to Week 8 of PS0014).

To allow flexible enrollment, subjects may be randomized in the 2mL device cohort at the
PS0014 Week 24, Week 28, or Week 32 visit for subjects receiving bimekizumab Q4W or
the PS0014 Week 24 or Week 32 visit for subjects receiving bimekizumab Q8W.
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For the 2mL device cohort, subjects will perform self-injections at DV0002 Baseline with a
subsequent self-injection 8 weeks after training. The 2mL device cohort will evaluate 2 self-
injection devices: the bimekizumab SS 2mL and the bimekizumab Al 2mL.

Change #11
Section 2.3.2 Treatment Period

During the 16-week Treatment Period of DV0002, subjects will receive either bimekizumab
320mg Q8W or bimekizumab 320mg Q4 W, based on their assigned dose at Baseline. Baseline
for DV0002 and Baseline for PS0014 will occur at the same time.

Eligible subjects will be randomly assigned in a 1:1 ratio to perform self-injection/nsing either
the bimekizumab-SS-1mL or the bimekizumab-Al-1mL. Regardless of the assigned dose
regimen, subjects will perform self-injection with the assigned device only at\Baseliné
(corresponding to the Baseline Visit of PS0014) and at Week 8 (corresporiding te/Week 8 of
PS0014). For subjects in the bimekizumab 320mg Q4W dosing arm, imjéctions widl be
administered by study personnel using the ImL PFS at Week 4 and.Wek 123.tor subjects in both
dosing arms, injections will be administered by study personnel usiag the(linL PFS at Week 16.
After Week 16 in the DV0002 substudy, subjects will continuein PS0G14% (the next visit after
DV0002 completion will be the Week 20 Visit in‘®50014);

Has been changed to:

During the 16-week Treatment Period of(DY0002,-5uojects wzll receive either bimekizumab
320mg Q8W or bimekizumab 320mg.Q4W, basedon theit‘assigned dose at PS0014 Baseline.
Baseline for DV0002 and Baseline o1 PS00145wvill-0¢c)r at the same time for the 1mL device
cohort. In the 2mL device cobait, Baseline for V0002 will occur at the PS0014 Week 24,
Week 28, or Week 32 visit for¢subjectsyreceiving bimekizumab Q4W or the PS0014 Week
24 or Week 32 visit for subjects recéiving.biinekizumab Q8W.

Eligible subjects (PS0014 entry criteria aiid DV0002 entry criteria) will be randomly assigned
in a 1:1 ratio to perform selfxAnjcction(using either the bimekizumab-SS-1mL or the
bimekizumab-Al-1mL for<the 1mLievice cohort or using either the bimekizumab-SS-2mL
or the bimekizumab-Av-ZmL fer the 2mL device cohort. Regardless of the assigned dose
regimen, subjects will perform self-injection with the assigned device only at DV0002 Baseline
(correspondingto-tac Basshne Visitof PSO0+H4) and at DV0002 Week 8 (eorrespondingto-Week
8-ofPSO014). For subjects in the bimekizumab 320mg Q4W dosing arm, injections will be
administered by studypersonnel using the 1lPESinvestigational device at Week 4 and Week
12; for siébjectsn both dosing arms, injections will be administered by study personnel using the
1nvee.leatlona‘ device tmEPESat Week 16. After—WeeHé—m—ﬂ&%D&lOOOQ—Sﬁbsmd%s&bjeets
Wi n coRtHra- 4

28904+

First treatment for the 1ml device cohort in PS0014 will be the timepoint of first
bimekizumab injection in DV0002. First treatment in DV0002 will be the timepoint of first
self-injection in DV0002.

After Week 16 in the DV0002 substudy, subjects will continue in PS0014 (the next visit
after DV0002 completion will be the Week 20 Visit in PS0014).
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Change #12
Section 2.3.6 Planned number of subjects

It is planned to enroll approximately 200 subjects; each device arm will consist of approximately
100 subjects. It is anticipated that this study will involve up to 80 sites in North America.

Has been changed to:

For evaluation of the 1mL device, it ¥ is planned to enroll approximately 200 subjects; each
device arm (bimekizumab-SS-1mL, bimekizumab-AI-1mL) will consist of approximately 100
subjects.

Once the 1ImL device cohort has finished enrolling, the 2mL device cohort wiil start
enrolling. For evaluation of the 2mL device, it is planned to enroll approximately 300
subjects; each device arm (bimekizumab SS 2mL or bimekizumab-AI+2mL) wiil eonsist of
approximately 50 subjects.

It is anticipated that this study will involve up to 80 sites in North Afietica.
Change #13
Section 2.4  Determination of sample size

This study will not be powered with respect te any endpoint and-sample size is based on practical
considerations. In order to maintain blinding'in'the P$0014 fetder studies, DV0002 will recruit
subjects who were administered bimekizumab 326myg (Q4W or Q8W) and subjects who were
administered placebo or ustekinumah'in the PS801 4 feedei studies. A total of 100 subjects (50
subjects per device arm) are planned for PK-trotigh ievel analyses, but these analyses can only be
performed on subjects who doiot-ehange their bimexizumab dose or dosing regimen (ie, 320mg
bimekizumab Q4W or Q8W) between,the PS0044 feeder studies and the DV0002 substudy. The
DV0002 substudy will therefore enfsii approsimately 200 subjects (to compensate for subjects
with bimekizumab dose changes)t9 ensurc-that 100 subjects are available for PK trough
analysis.

Each device arm will concist of daproximately 100 subjects. Within each device arm, subjects
will be divided into teitiies by .BMI; there will be approximately 33 subjects per tertile, which is
expected to yield apvroximaiély 16 to 17 subjects per tertile who are evaluable for steady state
trough PK level anaiyses

Subjects are cvaluabisfor steady state trough PK level analyses, if they enter PS0014 on the
same drugwind dode s completing the feeder study and if they receive the drug at least 16-20
weeks vofore BSH014. The second condition is automatically fulfilled. Each subject in the feeder
study_will receive more than 20 week the same treatment in the maintenance phase except escape
sabjects from PS0013 which are excluded from DV0002 enrollment.

Has been changed to:

This study will not be powered with respect to any endpoint and sample size is based on practical
considerations. For the 1mL device cohort, In-erder to maintain blinding in the PS0014 feeder
studies, DV0002 will recruit subjects who were administered bimekizumab 320mg (Q4W or
Q8W) and subjects who were administered placebo or ustekinumab in the PS0014 feeder studies.
A total of 100 subjects (50 subjects per device arm) are planned for PK trough level analyses, but
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these analyses can only be performed on subjects who do not change their bimekizumab dose or
dosing regimen (ie, 320mg bimekizumab Q4W or Q8W) between the PS0014 feeder studies and
the DV0002 substudy. The DV0002 substudy will therefore enroll approximately 200 subjects
(to compensate for subjects with bimekizumab dose changes) to ensure that 100 subjects are
available for PK trough analysis.

Subjects who enroll in the DV0002 substudy 1mL device cohort will be randomly assigned
to the bimekizumab SS 1mL or the bimekizumab Al 1mL device arms (each device arm
will consist of approximately 100 subjects)Each-device-armwill-consistof approximater»100
subjeets. Within each device arm, subjects will be divided into tertiles by BMI; therewili be
approximately 33 subjects per tertile, which is expected to yield approximately 16,1617 subjects
per tertile who are evaluable for steady state trough PK level analyses.

Subjects are evaluable for steady state trough PK level analyses, if they entat\PS0014 o1 the
same drug and dose as completing the feeder study and if they receive thé&drug atdeast 16-20
weeks before PS0014. The second condition is automatically fulfilled:(Each spbject in the feeder
study will receive more than 20 week the same treatment in the mainienance piiase except escape
subjects from PS0013 which are excluded from DV0002 enrollmont.

Once the ImL device cohort has finished enrolling, the 2ini devie€-cohort will start
enrolling. Subjects who participated in the 1ini. 'device ¢ohort@i DV0002 are not eligible to
enroll in the 2mL device cohort. For evaluation of the ZmL. dévice, it is planned to enroll
approximately 100 subjects. All 100 sukjects will have beein'on a consistent bimekizumab
dose regimen for at least 16 weeks, and thus alvrwill b&cvaluable for the PK trough level
analyses.

Subjects who enroll in the DVAR02 substady 2mi’device cohort will be randomly assigned
to the bimekizumab SS 2mL 6r the binekizizaab AI 2mL device arms (each device arm
will consist of approximately 50 suljects).-Within each device arm, subjects will be divided
into tertiles by BMI; there will hé appro<imately 16 to 17 subjects per tertile who are
evaluable for steady state trcugh PK.icyel analyses.

Change #14

Section 3.5.1 1mL Device Cohort
3.5.1 Enrolled Set

3.5.2 SafetySet

3.5.3 EailAnajysis Set

3.5.4- Zharnaeokinetic Per Protocol Set

awo differcut Pharmacokinetic Per Protocol Sets (PK-PPS) will be generated (1 for each device
type): the bimekizumab-SS-1mL PK-PPS (PK-PPS-s) and the bimekizumab-AI-1mL PK-PPS
(PK-PPS-a). Each PK-PPS will consist of all subjects who receive the same bimekizumab
administration (frequency and dose) in the PS0014 feeder studies as in the DV0002 substudy and
who have at least 1 evaluable PK assessment in the DV0002 substudy without important protocol
deviations that would affect the concentration. Pharmacokinetic variables will be analyzed using
the PK-PPS-s and PK-PPS-a.
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Has been changed to:

3.543.5.1.1 Enrolled Set

3.5143.5.1.2 Safety Set

3.513.5.1.3 Full Analysis Set

3.5143.5.1.4 Pharmacokinetic Per Protocol Set

Two different Pharmacokinetic Per Protocol Sets (PK-PPS) will be generated (1 for each.device
type): the bimekizumab-SS-1mL PK-PPS (PK-PPS-s) and the bimekizumab-Al-1mL PK-PPS
(PK-PPS-a). Each PK-PPS will consist of all subjects who receive the same bimekizusnitab
administration (frequency and dose) in the PS0014 feeder studies as in the DV00(Zsubstudy and
who have at least 1 evaluable PK assessment in the DV0002 substudy without. imiportadi, protocol

deviations that would affect the concentration. Pharmacokinetic variables wili-be analyzed using
the PK-PPS-s and PK-PPS-a.

All PK assessments after baseline assessments from feeder study aall be-canisidered for the
requirement of at least one evaluable PK assessment.

Change #15

The following sections has been added:
3.5.2 2mL Device Cohort

3.5.2.1 Enrolled Set

The Enrolled Set (ES) will consisio¥ all subjects who have given informed consent for
DV0002.

3.5.2.2 Safety Set

Two different Safety Sets (SS) wili be gcuerated (1 for each device type): the bimekizumab-
SS-2mL Safety Set (SS-s) and’the bimickizumab-AI-2mL Safety Set (SS-a). Each SS will
consist of all subjects in thestudy/who receive at least 1 dose of bimekizumab by the
indicated self-injectionanvestigational device. Safety variables will be analyzed using the
SS-s and SS-a.

3.5.2.3 Full Analy¢is Set

Two differerv.Full Analysis Sets (FASs) will be generated (1 for each device type): FAS-s
and FAS-a{EachAa AS will consist of all subjects in the SS-s or SS-a who self-inject at least
1 dose.sf bimekizumab using the given device and who have an assessment of self-injection.
All seli=inje<tion related endpoints will be analyzed using the FAS-s and FAS-a.

5.5.2.4 Pharmacokinetic Per Protocol Set

Two different Pharmacokinetic Per Protocol Sets (PK-PPS) will be generated (1 for each
device type): the bimekizumab-SS-2mL PK-PPS (PK-PPS-s) and the bimekizumab-Al-
2mL PK-PPS (PK-PPS-a). Each PK-PPS will consist of all subjects who receive the same
bimekizumab administration (frequency and dose) in the PS0014 feeder studies as in the
DV0002 substudy and who have at least 1 evaluable PK assessment in the DV(0002
substudy without important protocol deviations that would affect the concentration.
Pharmacokinetic variables will be analyzed using the PK-PPS-s and PK-PPS-a.
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All PK assessments after baseline assessments from feeder study will be considered for the
requirement of at least one evaluable PK assessment.

Change #16

Section 3.6 Treatment assignment, treatment and device groups
The PS0014 treatment groups are as follows:

* Bimekizumab 320mg Q4W

* Bimekizumab 320mg Q8W.

DV0002 device groups

This refers to the study device assigned to the subject at the beginning of DV0@U2. The- 13V 0002
device groups are as follows:

* Bimekizumab-SS-1mL

* Bimekizumab-AI-1mL.

Has been changed to:

The PS0014 treatment groups are as follows:
* Bimekizumab 320mg Q4WQ8W

* Bimekizumab 320mg Q8WQ4W.
DV0002 device groups

This refers to the study device assigned te. the subjéafat the beginning of DV0002. The DV0002
1mL device groups are as follows:

* Bimekizumab-SS-1mL

* Bimekizumab-Al-1mL.

The DV0002 2mL device.groups dre-as follows:

* Bimekizumab-SS:2tilL

* Bimekizumab<Ai-2mlL.

Change #17

Section 3.9~ Changes to protocol-defined analyses

The foilowing(part has been removed:

Change #18

Section 4.2  Handling of dropouts or missing data
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If the intensity of an ADE is unknown, it will be considered as severe. If the relationship to study
drug is missing, it is considered as related.

Has been changed to:

If the intensity of an ADE is unknown, it will be considered as severe. H-therelationship-to-stady
e i missing i dered Lated.
Change #19

Section 4.3  Interim analyses and data monitoring
The following part has been added:

The subjects of DV0002 are ongoing subjects of PS0014. Data cut off for the 1inL fiasl
analysis will be last subject last Week 16 visit in DV0002 in the 1mL device cohori-Data cut
off for the 2mL final analysis will be last subject last Week 16 visit in )V0002-.12/the 2mL
device cohort. Data cut off rules will be applied for ongoing adverse d€vice events and
ongoing concomitant medication.

Change #20
Section 5.1  Subject disposition

All subject disposition tables will use the PS04 reatnient grouns BKZ 320mg Q4W and BKZ
320mg Q8W and an overall treatment group eategory(BKZ Tetal).
[...]

The number and percentage of subiects who entered.the substudy, completed, discontinued with

the reasons for discontinuation.efithe substuday wilide presented. This summary will be based on
the ES and will present all bimckizuméb treated’subjects by PS0014 treatment group and broken
out by DV0002 device group.

Has been changed to:

All subject disposition tableswvill usg,the PS0014 treatment groups BKZ 320mg Q4W-Q8W and
BKZ 320mg Q8W Q4W and an ©overall treatment group category (BKZ Total).

[...]

The number and ‘pércentage of subjects who entered the substudy, completed, discontinued with

the reasons fordiscontiirtiation of the substudy will be presented. This summary will be based on
the ES andwill presént all bimekizumab treated subjects by PS0014 treatment group and broken
out by B V0002-device group.

Suhjects wilihe counted as completer if they completed the DV0002 Week 16 visit.
Change #21
Section 6.1. Demographics

Demographic variables will be summarized by PS0014 treatment group and all bimekizumab
treated subjects.

The following continuous variables will be summarized using descriptive statistics (number of
subjects, mean, SD, minimum, median and maximum).
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e Age at the time of DV0002 study entry (years)

e Height (cm)

e  Weight (kg)

e BMI (kg/m2)

e BMI (kg/m2) will be calculated as:

The following categorical variables will be summarized using frequency counts‘gnd percentages.
o Age group (<18, 19-<65, >65 years)

e Body Weight (<100kg, >100kg)

e BMI (<25 kg/m2, 25 to <30 kg/m2, >30 kg/m2)

e BMI tertiles (<tl kg/m2, >t1 kg/m2 to < t2 kg/m?2| >t2 kg/n?) basgd on the respective PK-
PPS populations (PK-PPS-s, PK-PPS-s)

Has been changed to:

Demographic variables will be summarized by PS0014 treatinent group and all bimekizumab
treated subjects.

The following continuous variables, will be.summarized using descriptive statistics (number of
subjects, mean, SD, minimum¢median anG-maxifiin).

e Age at the time of BV0002feedelstudy eritry (years)
e Height (cm)

e DV0002 Baseline Weigiit(kg):will be derived from the weight from the last visit of the
feeder study for 1miz devicgconort subjects and will be derived from last weight prior
to first treatmentin DV0QG2Z for 2mL cohort

e DV0002 Baseline BMi(kg/m2)
e BMI (kg/mn2) wilibecalculated as:
Weight (k
BMI = ———F—— ght (kg)

(Height (m))?
THe following categorical variables will be summarized using frequency counts and percentages.
o Age group (<18, 19-<65, >65 years)
e DV0002 Baseline Body Weight (<100kg, >100kg)
e BMI (<25 kg/m2, 25 to <30 kg/m2, >30 kg/m2)

e BMI tertiles (<tl kg/m2, >t1 kg/m2 to < t2 kg/m2, >t2 kg/m2) based on the respective PK-
PPS populations (PK-PPS-s, PK-PPS-s)
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Change #22
Section 6.2 Other Baseline characteristics

(Date of randomization — Date of onset of Plaque Psoriasis!)
365.25

Disease Duration =

Has been changed to:

(Date of randomization in DV0002 — Date of onset of Plaque Psoridsis')
365.25

Disease Duration =

Change #23
Section 6.3 Medical history and concomitant diseases

All medical conditions not yet occurred and reported in the feeder studies w7ili-be presented in a
by-subject listing for SS-s and SS-a, respectively.

Has been changed to:

Previous and ongoing medical history from feeder study will be'basea-sn SS-s and SS-a and
summarized by treatment groups, system organ.ciass (SCL) and preterred term (PT) using
MedDRA®. Medical history and psoriasis hist6:’y will berincluded in the summary tables
and listings for medical history. Medical procedures(aie not-coded.

Previous and ongoing medical history All-medical conditicpsnot-yetoceurred-and reported-in
thefeederstudies will be presented in_a by-subjecidisting{or SS-s and SS-a, respectively.

Change #24
Section 6.4 Prior and conc¢oinitant medications

Concomitant medication details are-céllected at’each visit of DV0002. Concomitant medications
are medications taken at least one.day in c&ramon with the PS0014 study medication dosing
period (Baseline to Visit 16),

No imputation of start and'stop datet-will be done for concomitant medication. If a date is
missing the medicationis-assumed to be concomitant.

All concomitant médication will be listed for SS-s and SS-a, respectively.
Has been chairged to:

Concomitasitmedication details are collected at each visit of DV0002. Concomitant medications
are meg:cations.iaken at least one day in common with the PS0644 DV0002 study medication
dosigig-period (V0002 Baseline to ¥isit DV0002 Week 16).

Naimputation of start and stop dates will be done for concomitant medication. If a date is
missing the medication is assumed to be concomitant.

All concomitant medication will be listed for SS-s and SS-a, respectively.

Concomitant medication which started before DV0002 Week 16 and were ongoing at the
data cut off will be included with the status remaining as ongoing. Concomitant medication
which were ongoing at DV0002 Week 16 but with an end date before the data cut off will be
included with their end date as recorded.
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Change #25
Section 9.1 Pharmacokinetics

The statistical analyses of the PK data will be descriptive in nature and will be summarized using
the relevant device-specific population (PK-PPS-s or PK-PPS-a). Data will be analyzed overall
for each device by injection type (self-administered or study personnel-administered), by
injection site (abdomen or thigh), and by BMI category. The BMI categories will be defined into
three tertiles within each device arm PK-PPS analysis set and derived from subjects’ Baselirie
BMI values.

To allow for an analysis of PK trough levels for bimekizumab administration via self=injection or
via study personnel administration, pre-dose PK samples will be taken throughout the D002
substudy. For the Q4W dose regimen, PK trough levels will be determined based on pregsdose PK
sampling at Baseline and Week 8 for the study personnel administration and'at Wee¢k 4 and
Week 12 for the self-administration trough levels, respectively. For the O&W dosc.regimen, PK
trough levels will be determined based on pre-dose PK sampling at Baseline feg the study
personnel administration and at Week 8 and Week 16 for the self-daministration trough levels,
respectively. For the analysis of PK trough levels by injection site {abd¢mien or thigh) and by
BMI category (by tertile), only self-administratiop P K trougit, ievels wili be used.

PK summaries will be based on observed values. No imputation. wilt be used. However, if
plasma concentration measurements are below the leve) of quéntification, then for calculation of
the derived statistics the result will be set to)’ of fhodower level of quantification (LLOQ).
Descriptive statistics including geometric'means, geometiic-coefficient of variation, and
geometric mean 95% CI if applicabi¢ will be caiculated if at least 2/3 of the values of interest are
above the LLOQ. If this is not th¢.case, oiily'mediai) minimum, and maximum will be presented.

Boxplots of plasma concentration wili>be preseidted by visit and by treatment group.
Has been changed to:

The statistical analyses of the-t*K date{wi!l be descriptive in nature and will be summarized using
the relevant device-specific populatioh (PK-PPS-s or PK-PPS-a). Data will be analyzed overall
for each device by injectieh type(self-administered or study personnel-administered), by
injection site (abdon‘ei or thigh), and by BMI category. The BMI categories will be defined into
three tertiles withintcach device arm PK-PPS analysis set and device cohort and derived from
subjects’ DV0RQ02 Bageiirie BMI values.

To allow féian analysis of PK trough levels for bimekizumab administration via self-injection or
via stud’ personiel administration, pre-dose PK samples will be taken throughout the DV0002
substudy. Foritie Q4W dose regimen, PK trough levels will be determined based on pre-dose PK
sampling at’D V0002 Baseline and DV0002 Week 8 for the study personnel administration and at
BV0002 Week 4 and DV0002 Week 12 for the self-administration trough levels, respectively.
For the Q8W dose regimen, PK trough levels will be determined based on pre-dose PK sampling
at DV0002 Baseline for the study personnel administration and at DV0002 Week 8§ and DV0002
Week 16 for the self-administration trough levels, respectively. For the 1ml device cohort,
DV0002 Baseline PK samples are the PK samples from the last visit of the feeder studies.
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For the analysis of PK trough levels by injection site (abdomen or thigh) and by BMI category
(by tertiles), enly self-administration PK trough levels and study personnel administration PK
trough levels will be used.

In case the injection sites are different for both injections at one visit, or the injection site is
the arm (not abdomen or thigh) the PK results will not be included for the summary by
injection site.

PK samples for self-administration where the injection was done by site personnel or
caregiver will be listed but not be used for summary statistics. PK samples for personanel
administration where the injection was done by the subject will be listed but not ¢ used
for summary statistics.

Only pre-dose (trough) concentrations will be included while summarizirg-tables @nd
figures. If the dosing for a visit is +/- 7 days out of window then the platiaa concentration
from that visit and all subsequent visits will be excluded from the PK‘sammary. PK
samples collected after dosing will be excluded from summary statistics.

PK summaries will be based on observed values. No imputation wiil be uéeid. However, if
plasma concentration measurements are below the level of quantificationy then for calculation of
the derived statistics the result will be set to /2 of the lowerjevel of Guantification (LLOQ).
Descriptive statistics including geometric mear, gzometiic coefficient of variation, and
geometric mean 95% CI if applicable will bewczlculated if at I¢ast 2/3 of the values of interest are
above the LLOQ. If this is not the case,.dnly mediatiyzminimuin, and maximum will be presented.

Boxplots of plasma concentration wiil be preseénied by-wisit and by treatment group.
All PK results will be listed.

In addition, the PK results froin all-sebjects ot in PK-PPS-s or PK-PPS-a will be listed
based on the SS-a and SS-s.

Change #26
Section 10.2 Adverse evenis
10.1.1 Adverse devicé€ eftects

All AEs (includingserious-adverse events [SAEs]) will be reported in a common database for
PS0014 and DV0602,.-batonly adverse device effects (ADEs), serious adverse device effects
(SADEs), and devicg,Geficiencies will be summarized in the DV0002 substudy. Specifically,
only those\AEs refated to the use of the investigational medical devices bimekizumab-SS-1mL or
bimekizimab-Al*ImL (based on the Investigator’s judgement) will be assessed. All AEs
(inciuding SA Es) which are not assessed to be related to the investigational devices will be
sutiimarized’separately in the report for the main study PS0014.

[...]

e Incidence of TEADEsS leading to discontinuation

For definition of serious, unanticipated and serious unanticipated ADEs see protocol of DV0002.
Has been changed to:
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All AEs (including serious adverse events [SAEs]) will be reported in a common database for
PS0014 and DV0002, but only adverse device effects (ADEs), serious adverse device effects
(SADE?s), and device deficiencies will be summarized in the DV0002 substudy. Specifically,
only those AEs related to the use of the investigational medical devices bimekizumab-SS-1mL or
bimekizumab-Al-1mL (based on the Investigator’s judgement) will be assessed. All AEs
(including SAEs) which are not assessed to be related to the investigational devices will be
summarized separately in the report for the main study PS0014. An exception are AEs thatare
indicated as injection site reactions during self-injection. These will be listed in DV00Q2-as
well as in PS0014.

10.2.1 Adverse device effects

[...]

e Incidence of TEADE:s leading to discontinuation

e Incidence of non-TEADEs (only listed and not summarized in 4 &ble)

For definition of serious, unanticipated and serious unanticipated APREs see protocol of DV0002.

Adverse device effects which started before DV00(2 Week 19 and/were ongoing at the data
cut off will be included with the status remainiag as ongning. Adverse device effects which
were ongoing at DV0002 Week 16 but with zan ¢nd dsate before the data cut off will be
included with their end date as recorded.

10.2.2 Injection site reaction

Injection site reactions are recorded)iat the AE CR¥ page at the time when they occur. All
AEs will be coded and classified by system orgag-viass, high level term, and preferred term.
An AE with High Level Termis of “Aaministzation site reactions NEC” and “Injection site
reactions” will be evaluated as injection sife'reaction.

All injection site reactions for scli-injection with a start date on or following the first self-
administration of study treatiment taxough the final self-administration of study treatment
+ 7 days will be listed.

Change #27
Section 11.1 Priimary outcome

The primary gutcomediriable is the percentage of all subjects able to self-administer safe and
effective irjections-using the given device at Week 8. Safe and effective self-injection will be
evaluateby thestudy personnel as defined below:

o _(Complete dose delivery: Subject self-injects the complete dose of bimekizumab as confirmed
Dy a visual inspection of the bimekizumab-SS-1mL or the bimekizumab-Al-
ImLinvestigational device which shows that the IMP is delivered completely (ie, container is
empty), and

e No ADEs that would preclude continued use of the device for self-injection (ie, no SADEs
and/or ADEs leading to withdrawal from the DV0002 substudy).

All data to assess the primary outcome is collected on the subject self-injection of bimekizumab
CRF page for Week 8. For the number of subjects with safe and effective self-injections simply
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the cases which indicated “yes” for the question “Did the subject self-inject the complete dose of
Bimekizumab” and “no” for the question “Where there any AEs related to use of the
investigational device for self-injection” at Week 8 are counted.

Two self-injections will be performed at Week 8 and the questions will be answered twice. If the
answers are different between both self-injections in one visit, then the worst case of both
answers will be used for analysis at this visit.

[...]
Has been changed to:
The primary outcome variable is the percentage of all subjects able to self-adminigici’safeland

effective injections using the given device at DV0002 Week 8. Safe and effective)self-ifirection
will be

evaluated by the study personnel as defined below:

e Complete dose delivery: Subject self-injects the complete doseref-bimekizumab as confirmed
by a visual inspection of the bimekizumab-SS—tml-or-the binekizumab-Al-
+mEinvestigational device which shows that the"IMP isGelivered Completely (ie, container
is empty), and

e No ADEs that would preclude continuedtusg of the'devicedfor self-injection (ie, no SADEs
and/or ADEs leading to withdrawal ffom the DV0002 substudy).

All data to assess the primary outcome.is collecied on_theésubject self-injection of bimekizumab
CRF page for DV0002 Week 8. For'the numbert of supjects with safe and effective self-injections
simply the cases which indicatéd “yes forthe question “Did the subject self-inject the complete
dose of Bimekizumab” and “no™ for tho-quesii¢i“Where there any AEs related to use of the
investigational device for self-injection” at-H V0002 Week 8 are counted.

For subjects in the 1mL device cohort, Ftwo self-injections will be performed at DV0002
Week 8 and the questions willlbe answered twice. If the answers are different between both self-
injections in one visit, thenthe warst'case of both answers will be used for analysis at this visit.
Subjects with only oneself-irjection at one visit will be counted as non-responder.
Assessments whero the self-ijection was not performed by the subject will be not included
in any summary. statistics.

[...]
Change#28
Section 11,2' JSecondary outcome

The secondary outcome variable is the percentage of subjects able to self-administer safe and
effective injections using the given device at Baseline (first self-injection visit). Safe and
effective self-injection will be evaluated by the study personnel. The secondary outcome
variables will be analyzed in the same manner as the primary outcome variable. All data to
assess the secondary outcome is collected on Subject self-injection of Bimekizumab CRF page
for Baseline.
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Has been changed to:

The secondary outcome variable is the percentage of subjects able to self-administer safe and
effective injections using the given device at DV0002 Baseline (first self-injection visit). Safe
and effective self-injection will be evaluated by the study personnel. The secondary outcome
variables will be analyzed in the same manner as the primary outcome variable. All data to
assess the secondary outcome is collected on Subject self-injection of Bimekizumab CRF page
for DV0002 Baseline.

Change #29
Section 11.3 Other outcomes

The secondary outcome variables will be summarized using descriptive statisti¢s,and theyv will be
tabulated separately for each device overall based and within each device by ®SG014freatment.

Has been changed to:

The secendary-other outcome variables will be summarized using désgriptiye fatistics and they
will be tabulated separately for each device overall based and within each(@gvice by PS0014
treatment.

Assessments where the self-injection was not.p¢tformed /iy thesubject will be not included
in any summary statistics.

Change #30
Section 11.3.1 Pre-injection SIAQ (versions 2:0rand 7.1j

The pre-injection SIAQ (versiong 2y0"and 2. b) will@eperformed at Baseline. Version 2.0 of the
SIAQ will be used to assess biimekizumab-SS- 11t and version 2.1 of the STAQ will be used to
assess bimekizumab-Al-1mL. There 6igno diffeiences in Version 2.0 to Version 2.1 in pre-
injection SIAQ.

The pre-injection SIAQ consistsyof 7 it&ms each with a scale of 1 to 5. There is an overall score
(7 items) and three individual-subscdies (feelings about injections [FL, 3 items], self-confidence
[CO, 3 items] and satisfdciion witiy. current mode of administration [SA, 1 item]). Each subscale

and the overall score¥ili be calculated using the average of the individual transformed item
scores. The item s¢ore will be-transformed using the following rule:

Transi'ermed Item Score = ((raw item score) — 1) X 2.5

In the case@f missirigivalues, no domain score will be calculated if more than 50% of the items
within thie, domaiiiare missing.

Higlerindividual or overall total scores of the pre- -injection indicate more confidence, higher
sausfaction(and less concerns with self-injections.

Summary statistics for all individual items, each subscale and the total score will be produced for
Baseline.

Has been changed to:

The pre-injection SIAQ (versions 2.0 and 2.1) will be completed performed at DV0002
Baseline. Version 2.0 of the STAQ will be used to assess bimekizumab-SS-1mL and
bimekizumab-SS-2mL and version 2.1 of the STAQ will be used to assess bimekizumab-Al-
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ImL and bimekizumab-AI-2mL. There are no differences in Version 2.0 to Version 2.1 in pre-
injection SIAQ.

The pre-injection SIAQ consists of 7 items each with a scale of 1 to 5. Fhere-ts-an-overallscore
Ftems)and There are three individual subscales (feelings about injections [FL, 3 items], self-
confidence [CO, 3 items] and satisfaction with current mode of administration [SA, 1 item]).
Each subscale score-and-the-everall-seore will be calculated using the average of the individuai
transformed item scores. The item score will be transformed using the following rule:

Transformed Item Score= ((raw item score)-1) x 2.5

In the case of missing values, no domain score will be calculated if more than 50% afithe items
within the domain are missing.

Higher individual er-everall-tetal scores of the pre-—injection SIAQ indicate ‘more cofilidence,
higher satisfaction and less concerns with self-injections.

Summary statistics for all individual items and- each subscale and-thé tetal-sgere will be
produced for Baseline.

Change #31
Section 11.3.2 Post-injection SIAQ (versions 2%/ and 2.1)

The post-injection SIAQ (versions 2.0 and 2(1) will be-performed at Baseline. Version 2.0 of the
SIAQ will be used to assess bimekizumah-SS-1m] ‘and version 2.1 of the SIAQ will be used to
assess bimekizumab-Al-1mL. Version 2:07and version 2.1of the SIAQ are identical, except for
Question 11 due to different handlisig-of the devices.

The post-injection STAQ consisty ef 2 1.itemis on Gundividual subscales (FL [3 items], self-image
[IM, 1 item], CO [3 items], Injection-site'reactions [RE, 2 items], ease of use [EU, 5 items) and
satisfaction with self-injection [SAC? itemsi)~The items of the individual subscale SA have a
score range of 1 to 6, the other individual siwoscales have a score range of 1 to 5. Each subscale
and the overall score will be eaicdulatedwusing the average of the individual transformed item
scores. The item scores for the SA subscale will be transformed using the following rule:

Transferined Item Score= ((raw item score)-1) x 2

The item scores fotythe other subscales and the overall score will be transformed using the
following rules:

I ransformed Item Score= ((raw item score)-1) x 2.5

In the eas¢ of nussing values, no domain score will be calculated if more than 50% of the items
within the déniain are missing.

Higher individual or overall total scores of the post-injection indicate more confidence, higher
satisfaction and less concerns with self-injections.

Summary statistics for all individual items, each subscale and the total score will be produced for
Baseline and week 8.

Has been changed to:

The post-injection SIAQ (versions 2.0 and 2.1) will be completed performed at DV0002
Baseline and DV0002 Week 8. Version 2.0 of the SIAQ will be used to assess bimekizumab-
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SS-1mL and bimekizumab-SS-2mL and version 2.1 of the SIAQ will be used to assess
bimekizumab-Al-ImL and bimekizumab-AI-2mL. Version 2.0 and version 2.1 of the SIAQ are
identical, except for Question 11 due to different handling of the devices.

The post-injection SIAQ consists of 21 items on 6 individual subscales (FL [3 items], self-image
[IM, 1 item], CO [3 items], Injection-site reactions [RE, 2 items], ease of use [EU, 5 items) and
satisfaction with self-injection [SA, 7 items]). The items of the individual subscale SA EU have
a score range of 1 to 6, the other individual subscales have a score range of 1 to 5. Each subscaie
score and-the-overall-seere will be calculated using the average of the individual transfonmgd
item scores. The item scores for the SA-EU subscale will be transformed using the follawing
rule:

Transformed Item Score= ((raw item score)-1) x 2

The item scores for the other subscales and-the-overallseore will be transforined usizg the
following rule:

Transformed Item Score= ((raw item score)-1)< 2.5

In the case of missing values, no domain score will be calculated 1f mor<'titan 50% of the items
within the domain are missing.

Higher individual er-everall-tetal scores of the post-injestion SIA(indicate more confidence,
higher satisfaction and less concerns with seif-ihjectidnis:

Summary statistics for all individual itemic-.and each'subgeale and-the-total-seore will be
produced for DV0002 Baseline and-DV 002 y#Week 8!

Change #32
Section 11.3.3 Injection site pain

The visual analog scale of injection site pain, indicates the level of pain during the injection. It
reaches from 0-100 mm with highér values for more severe pain and 0 for no pain.

Summary statistics of actual walues@id change from Baseline values will be used to summarize
injection site pain by visit after s€if-injection.

Has been changed. i9:

The visual analog.$cale ot'injection site pain indicates the level of pain during the injection. It
ranges reaeh€s irom.0: 100 mm with higher values indicating for more severe pain and 0 for no
pain.

Summasy statiétics of actual values and change from DV0002 Baseline values will be used to
sumnarize4ticction site pain by visit after self-injection.

Change #33
Section 11.3.4 Structural and mechanical integrity of the devices
Frequency tables will be produced to show the number and percentage of devices with:

e used bimekizumab-SS-1mL and bimekizumab-Al-1mL syringes identified as having
structural integrity issues after completion of self-injection.
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¢ used bimekizumab-SS-1mL and bimekizumab-Al-1mL syringes identified as functionally
compromised.

Has been changed to:
Frequency tables will be produced to show the number and percentage of devices with:

e used bimekizumab-SS-1mL, bimekizumab-AI-1mL, bimekizumab-SS-2mL and
bimekizumab-Al-+mE2mL syringes identified as having structural integrity issues afte;:
completion of self-injection.

e used bimekizumab-SS-1mL, bimekizumab-AI-1mL, bimekizumab-SS-2mL and
bimekizumab-Al-+mE2mL syringes identified as functionally compromised.

The 90% CIs based on the Exact Binomial method will be reported as well,

13.2 SAP Amendment 2

Rationale for the amendment

It was decided to add the analysis of the COVID-1% Tinpact for the 2rilphase analysis.
Modifications and changes

Global changes:

The following changes were made througtiout the SAP:

e The list of abbreviations was updated accordingiy:

e Minor spelling, editorial, dna formaiting chatiges were made throughout the document.
Specific changes

In addition to the global changes, the following specific changes have been made (formats as
missing spaces or redundantSpaces aie not listed):

Change #1
The following sectich$ has bedri added:
3.2 Analysis Time Points

If the early-withdraywal visit occurs at a scheduled visit as outlined in the schedule of
assessmenits, thenno mapping is necessary, and any early withdrawal assessments should
correspond to(that scheduled visit. Premature study withdrawal visit assessments that
oceur’on aate after a scheduled visit will be assigned to the next scheduled site visit per
the protocoi following the last visit where assessments were available.

Change #2
The following paragraphs have been added to section 3.5  Protocol deviations:

WHO declared a global COVID-19 pandemic on 11 March 2020. All subjects were
recruited into this study during the pandemic and therefore the impact of COVID-19 on
the study will be assessed. Deviations related to the Coronavirus Disease 2019 (COVID-19)
global pandemic are unavoidable deviations from the protocol due to confirmed COVID-19
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infection, suspected COVID-19 infection, general circumstances around COVID-19 without
infection or any other deviation from the protocol due to COVID-19. COVID-19 protocol
deviations will be reviewed as part of the ongoing data cleaning process. Any COVID-19
impact protocol deviations that are determined to be important or not-important will be
included in this summary. A by-subject listing of COVID-19 related protocol deviations
will be provided.

Change #3

The following sections has been added:

3.10.1 Changes related to COVID-19

COVID-19 protocol deviations have been defined in Section 3.5 and the presefifation of
COVID-19 protocol deviations is described in Section 5.3.

Change #4
Section 4.2 Handling of dropouts or missing data

For analyses of ADEs and concomitant medication usage, a complgic-date raust be established in
order to correctly identify the ADE or medication as occurring during tigairnent or not. For
purposes of imputing missing components of partialiysreported Start anc stop dates for ADEs,
for medication use, the algorithms listed below 14 be follawed. Steit and stop dates of ADEs or
concomitant medication will be displayed as/epetted irtite subjest data listings (i.e., no imputed
values will be displayed in data listings).

Partial ADE and concomitant medicatioristart dates will.ve' imputed as follows:
Imputation of Partial Start Dates

* If only the month and year are specified-dnd the month and year of first dose is not the
same as the month and year of‘the startdate, then use the 1% of the month

» If only the month and year‘ar¢ spe¢iiicd and the month and year of first dose is the same
as the month and year @# the starf\date, then use the date of first dose

» If only the year is spécitied, atid the year of first dose is not the same as the year of the
start date, then uge\the 1% af january of the year of the start date

» If only the yeail1s specified, and the year of first dose is the same as the year of the start
date, then yssithe datelof first dose

» If the stait date is-completely unknown and the stop date is unknown or not prior to the
date giudirst dose, then use the date of first dose.

Imputatian.of Partial Stop Dates

o+ \If only.the month and year are specified, then use the last day of the month
If omiy'the year is specified, then use December 31* of that year
» If the stop date is completely unknown, do not impute the stop date.

Has been changed to:

For analyses of ADEs and concomitant medication usage, a complete date must be established in
order to correctly identify the ADE or medication as occurring during treatment or not. To
calculate the duration of disease, a complete date of onset of plaque psoriasis is needed. For
purposes of imputing missing components of partially-reported start and stop dates for ADEs,
for medication use, and date of onset of plaque psoriasis, the algorithms listed below will be
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followed. Start and stop dates of ADEs or concomitant medication will be displayed as reported
in the subject data listings (i.e., no imputed values will be displayed in data listings).

Partial ADE and concomitant medication start dates will be imputed as follows:
Imputation of Partial Start Dates

e [f only the month and year are specified and the month and year of first dose is not the samg
as the month and year of the start date, then use the 1% of the month

e 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 date, then use the date of first dose

e Ifonly the year is specified, and the year of first dose is not the same as the yedr of the, start
date, then use the 1% of January of the year of the start date

e If only the year is specified, and the year of first dose is the same as thig,year-iilic start date,
then use the date of first dose

e If the start date is completely unknown and the stop date is unknown orpot prior to the date
of first dose, then use the date of first dose.

Imputation of Partial Stop Dates

e If only the month and year are specified, theinuse the iast day-of the month
e If only the year is specified, then use (December 34 ™ of thet year

e If the stop date is completely unknoewn, deznet impiite the stop date.

If the (imputed) stop date is pxiorito thz imiputed-siart date:

e If only the month and year-are specified «1d the month and year of first dose is the
same as the month and year g¥ihe staridate and the stop date is before the date of first
dose, then set the start date vs the 1% of that month.

e If only the year is speciiicd, and the year of first dose is the same as the year of the start
date, and the stop daie’is before the date of first dose, then use the 1% of January of the
year of the start date

Partial start datesor onset date of plaque psoriasis will be imputed as follows:
e If only the montki atid year are specified, then use the last day of the month.
e If orlyine yeaviis specified, then use the 31st of December of the year.

o Nilie star{date is completely unknown, do not impute the start date.
Change #5

The following section is added:

Section 5.3  COVID-19 Impact

For study participants impacted by the COVID-19 global pandemic, data was collected on
a separate eCRF. This form was collected for study visits that were affected by COVID-19,
and it collected how the visits were impacted by the pandemic (e.g., performed out of
window, done by telephone instead of on-site, not done, etc).
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Based on how the visit was affected by the global pandemic, all visits will have a variable
indicating how the visit was performed:

e Visit not done at all

e Visit done by video call

e Visit done by telephone

e Visit done at different time point than planned / out of window

Additionally, for visits that are affected by COVID-19, all assessments that are missing will
be flagged as missing due to COVID-19. Further, the specific reason of missing.aata will be
captured as the following flags:

e Confirmed COVID-19 infection

e Suspected COVID-19 infection

e General circumstances around COVID-19 without infection
e Other

A summary of number and percentage of subjéces with SO VIDA19 related protocol
deviations and COVID-19 related device prctocol deviations hy-treatment group and visit
will be provided for the SS-a and SS-s. This summary on COVID-19 related protocol
deviations will also be repeated by couatny.

A by-site, subject and visit listing 6t COVIB=19 relaied protocol deviations along with a
listing of COVID-19 related deyvie¢-protecol deviations will be provided.

Change #6
The following text in section 13.2 lias beep.temoved:

No imputation of start and stop dates will be done for concomitant medication. If a date is
missing the medication is astumed te &€ concomitant.

Change #7
The following text.itisectior @:1 has been removed:

In case the injectien siteSare different for both injections at one visit, or the injection site is the
arm (not abddraen oxthigh) the PK results will not be included for the summary by injection site.
Change 8

Thedoliowing text has been added to section 10.2.1 Adverse device effects:

Adverse events are recorded at the AE CRF page at the time when they occur. If an adverse
event is related to the device by assessment of the investigator it is counted as an Adverse device
event. For DV0002 only ADE will be considered which started during the DV0002 study

period. And ADEs started in the 1 ml phase will be included for 1 ml phase analysis, and
those started in the 2 ml phase will be included for the 2 ml phase analysis.
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13.3 SAP Amendment 3

Rationale for the amendment

It was decided to update the PK-PPS definition for the 2mL phase analysis.
Modifications and changes

Global changes:

The following changes were made throughout the SAP:

e Minor spelling, editorial, and formatting changes were made throughout the docuitnent.
Specific changes

In addition to the global changes, the following specific changes have been.niadeAfornsais as
missing spaces or redundant spaces are not listed):

Change #1
The section 2.4  Determination of sample size:

This study will not be powered with respect to any endpoint and\sampig)Size is based on practical
considerations. For the ImL device cohort, to mairtain blinding in4iie'PS0014 feeder studies,
DV0002 will recruit subjects who were administered biftiekizumab320mg (Q4W or Q8W) and
subjects who were administered placebo or ustekinumiab in the.PS0014 feeder studies. A total of
100 subjects (50 subjects per device arm.arte planfiee for PK-irough level analyses, but these
analyses can only be performed on subiects who.do notChdnge their bimekizumab dose or
dosing regimen (ie, 320mg bimekiziniab Q4W-or O8W) between the PS0014 feeder studies and
the DV0002 substudy. The DVG082 substudy wilistherefore enroll approximately 200 subjects
(to compensate for subjects witle bimekizamab(g@oese changes) to ensure that 100 subjects are
available for PK trough analysis.

Subjects who enroll in the DVB90Z subsiudy ImL device cohort will be randomly assigned to
the bimekizumab SS ImL o6« the bimekizumab Al 1mL device arms (each device arm will
consist of approximately~0 subjecis). Within each device arm, subjects will be divided into
tertiles by BMI; there wili be approximately 33 subjects per tertile, which is expected to yield
approximately 16 te 17 subjécis per tertile who are evaluable for steady state trough PK level
analyses.

Subjects are evaluabisfor steady state though PK level analyses, if they enter PS0014 on the
same drug.énd dode a5 completing the feeder study and if they receive the drug at least 16-20
weeks before PS0014. The second condition is automatically fulfilled. Each subject in the feeder
study will recelve more than 20 week the same treatment in the maintenance phase except escape
sabjects from PS0013 which are excluded from DV0002 enrollment.

Once the 1mL device cohort has finished enrolling, the 2mL device cohort will start enrolling.
Subjects who participated in the ImL device cohort of DV0002 are not eligible to enroll in the
2mL device cohort. For evaluation of the 2mL device, it is planned to enroll approximately 100
subjects. All 100 subjects will have been on a consistent bimekizumab dose regimen for at least
16 weeks, and thus all will be evaluable for the PK trough level analyses.
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Subjects who enroll in the DV0002 substudy 2mL device cohort will be randomly assigned to
the bimekizumab SS 2mL or the bimekizumab Al 2mL device arms (each device arm will
consist of approximately 50 subjects). Within each device arm, subjects will be divided into
tertiles by BMI; there will be approximately 16 to 17 subjects per tertile who are evaluable for
steady state trough PK level analyses.

Has been updated to:

This study will not be powered with respect to any endpoint and sample size is based on practical
considerations.

1mL Device Cohort

For the ImL device cohort, to maintain blinding in the PS0014 feeder studies, BY0002 y1il
recruit subjects who were administered bimekizumab 320mg (Q4W or Q8 W3 ana sukicets who
were administered placebo or ustekinumab in the PS0014 feeder studies. & iotal.o£ 100 subjects
(50 subjects per device arm) are planned for PK trough level analyses, bt these atialyses can
only be performed on subjects who do not change their bimekizuma’dose ox d9sing regimen (ie,
320mg bimekizumab Q4W or Q8W) between the PS0014 feeder Studies and'the DV0002
substudy. The DV0002 substudy will therefore enrolllapproximately 2806.subjects (to compensate
for subjects with bimekizumab dose changes) to ehsure that, 100 subiccis are available for PK
trough analysis.

Subjects who enroll in the DV0002 substudy*linL device cohdrt will be randomly assigned to
the bimekizumab SS ImL or the bimekizuniab AXIyL device arms (each device arm will
consist of approximately 100 subjects), Within bath deie€ arm, subjects will be divided into
tertiles by BMI; there will be approxtmately-33 subiects per tertile, which is expected to yield
approximately 16 to 17 subjects per'tertilewho are.evaluable for steady state trough PK level
analyses.

Subjects are evaluable for steady state through PK level analyses, if they enter PS0014 on the
same drug and dose as completing the feeder study and if they receive the drug at least 16-20
weeks before PS0014. The s2cond cendition is automatically fulfilled. Each subject in the feeder
study will receive more than 20 weeks of the same treatment in the maintenance phase except
escape subjects from PSU013 which are excluded from DV0002 enrollment.

2mL Device Cohgr's

Once the 1mJ."device oohort has finished enrolling, the 2mL device cohort will start enrolling.
Subjects wiraparticipated in the ImL device cohort of DV0002 are not eligible to enroll in the
2mL dewice cohiow-ror evaluation of the 2mL device, it is planned to enroll approximately

100 sebjects.-Subjects are evaluable for steady state trough PK level analysis if they receive the
sarficdimekizdmab administration (frequency and dose) from PSO014-feederstudy-asin-the
V0002 substudy-beginning of PS0014 through to the end of the sub-study. It is expected
that most subj ects w111 be evaluable for the PK trough level analyses Al—l—l—@@—sa—bjeets—wﬂ-l

Subjects who enroll in the DV0002 substudy 2mL device cohort will be randomly assigned to
the bimekizumab-SS-2mL or the bimekizumab-AI-2mL device arms (each device arm will
consist of approximately 50 subjects). Within each device arm, subjects will be divided into
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tertiles by BMI; there will be approximately 16 to 17 subjects per tertile who are evaluable for
steady state trough PK level analyses.

Change #2
3.6.2.4 Pharmacokinetic Per Protocol Set

Two different Pharmacokinetic Per Protocol Sets (PK-PPS) will be generated (1 for each device
type): the bimekizumab-SS-2mL PK-PPS (PK-PPS-s) and the bimekizumab-AI-2mL PK-PP%
(PK-PPS-a). Each PK-PPS will consist of all subjects who receive the same bimekizumab
administration (frequency and dose) in the PS0014 feeder studies as in the DV0002 siidsiudy and
who have at least 1 evaluable PK assessment in the DV0002 substudy without important protocol

deviations that would affect the concentration. Pharmacokinetic variables will be analyzed using
the PK-PPS-s and PK-PPS-a.

All PK assessments after baseline assessments from feeder study will be ¢gorisidereafor the
requirement of at least one evaluable PK assessment.

has been updated to:

Two different Pharmacokinetic Per Protocol Sets (PK-PPS) wilibe geneiated (1 for each device
type): the bimekizumab-SS-2mL PK-PPS (PK-PES’s) and the bimeliztimab-Al-2mL PK-PPS
(PK-PPS-a). Each PK-PPS will consist of all subje¢cts wito receive €hie same bimekizumab
administration (frequency and dose) inthe P500H4-fecacrstudies from beginning of PS0014
through to the end of DV0002 substudy asinthe-3V 0002 substudy and who have at least 1
evaluable PK assessment in the DV0Q02 substudy witheutimportant protocol deviations that
would affect the concentration. PhatniaCokineiic variabies will be analyzed using the PK-PPS-s
and PK-PPS-a.

Al PK asscssments after bascline assosomentt from feeder study will be considered for the
reqirement-ofatleastone-evaluab. - Piassessment
All PK assessments after DV3002 baseline assessments (Week 24, Week 28 or Week 32

from PS0014 study) will be.considered for the requirement of at least one evaluable PK
assessment.

Change #3
The section 6.3 Medical history and concomitant diseases

Previous and'ongoing medical history from feeder study will be based on SS-s and SS-a and
summarijzed-oy tr€atment groups, system organ class (SOC) and preferred term (PT) using
MedDRA®. Meqical history and psoriasis history will be included in the summary tables and
listings for miedical history. Medical procedures are not coded.

Rrevious and ongoing medical history will be presented in a by-subject listing for SS-s and SS-a,
respectively.

Has been updated to:
6.3 Medical history and concomitant diseases

Previous and ongoing medical history collected at the start of the frem feeder study will be
based on SS-s and SS-a and summarized by treatment groups, system organ class (SOC) and
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preferred term (PT) using MedDRA®. Medical history and psoriasis history will be included in
the summary tables and listings for medical history. Medical procedures are not coded.

Previous and ongoing medical history along with the updated medical history collected at the
end of the feeder studies will be presented in a by-subject listing for SS-s and SS-a,
respectively.

Change #4
The following text is added to section 6.4  Prior and concomitant medications:

For 2 ml phase analysis, concomitant medications include those started on or beiare the
later of the final contact date or (the last injection date + 7 days).

Change #5
Section 10.2.1 Adverse device effects:

Adverse events are recorded at the AE CRF page at the time when the; eccurIf an adverse
event is related to the device by assessment of the investigator it isce¢unted assan Adverse device
event. For DV0002 only ADE will be considered which started during the: V0002 study period.
And ADE:s started in the 1 ml phase will be includet<or 1 miphase analtysis, and those started in
the 2 ml phase will be included for the 2 ml phasednalysis!

Has been updated to:

Adverse events are recorded at the AE CRFJpage.dijithe time when they occur. If an adverse
event is related to the device by assessment of the'investigator it is counted as an Adverse device
event. For DV0002 only ADE wilibe consideréd whieh started during the DV0002 study period.
And ADE:s started in the 1 ml pijase will be'includséd for 1 ml phase analysis, and those started in
the 2 ml phase will be included Tor the 2.inl phése analysis. For 2 ml phase analysis, adverse
device effects include those starte@ on or_zfore the later of the final contact date or (the
last injection date + 7 days).
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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.
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