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ACR American College of Rheumatology
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AE adverse event
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ANCOVA analysis of covariance

ALT alanine aminotransferase
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1 INTRODUCTION

The purpose of this statistical analysis plan (SAP) is to provide all necessary information to
perform the required interim and final statistical analysis for study PA00OS. It also defines the
summary tables, figures, and listings (TFLs) to be generated in the clinical study report
according to the final Protocol (29 Jul 2016), Protocol Amendment 1 (16 Dec 2016), and
Protocol Amendment 2 (09 Mar 2018).

The content of this SAP is compatible with the International Conference on Harmonization/
Food and Drug Administration E9 Guidance documents (1998).

2 PROTOCOL SUMMARY

This is a Phase 2b, multicenter, randomized, double-blind, placebo-controlled, pardtel-group,
dose-ranging study to investigate the efficacy, safety, pharmacokinetics (PK), and
pharmacodynamics (PD) of bimekizumab (also known as UCB4940) comparéd with placebo in
adult subjects with active psoriatic arthritis (PsA) in order to guide the selgetion of doses and
clinical indices in the Phase 3 development program.

The study population will consist of adult subjects (>18 years of age) fulfilling the Classification
Criteria for Psoriatic Arthritis (CASPAR, Table 12—1) criteria and having active disease with
tender joint count (TJC) >3 out of 78 and swollen jointicount(SJC) >3 out of 76. Subjects must
be rheumatoid factor and anti-cyclic citrullinated peptide (¢CP) antibodies negative and have
active psoriatic lesion(s) and/or a documented history.of psoriasis. Subjects may be tumor
necrosis factor (TNF) inhibitor naive or may have regeived 1 prior TNF inhibitor.

Subjects who have been on a TNF inhibiterpreviously must have:
e experienced an inadequate respong€to prévious treatment given for at least 3 months

e been intolerant to administration (eg; had a side-effect/adverse event (AE) that led to
discontinuation)

e Jost access to TNF inhibitordor other reasons

An estimated 70 sites in Eurppe and North America will randomize 200 subjects. Enrollment of
TNF inhibitor experiencedssubjects will be limited to 30% of the total study population.

The study consists of'a Screening Period (14 to 28 days), Double-Blind Period (12 weeks), Dose-
Blind Period (36 weeks) and Safety Follow-up Period (20 weeks after last dose; only for subjects
who do not entef'the extension study). Therefore, the maximum duration of the study is 68
weeks.

2.1 Study objectives
2.11 Primary objective

The primary objective is to assess the dose-response based on the efficacy of bimekizumab
administered subcutaneously (sc) every 4 weeks (Q4W) for 12 weeks in the treatment of subjects
with active PsA.

21.2 Secondary objectives

The secondary objectives of the study are as follows:
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e To assess the efficacy of the individual dose regimens of bimekizumab compared to placebo
e To assess skin and nail psoriasis in the subgroup of affected subjects at Baseline

e To assess the safety and tolerability of bimekizumab

e To assess the PK of bimekizumab

e To assess the PD of bimekizumab

e To assess the immunogenicity of bimekizumab

e To assess the exposure:response relationship of bimekizumab as it relates to efficacy@nd
safety

213 Other objectives

Other objectives of the study are as follows:

e To assess the impact on patient-reported quality of life

e To assess the impact of bimekizumab treatment on axial disease
e To assess the impact of bimekizumab on dactylitis and enthesitis

e To assess the impact of administration of bimekizumab gn biological pathways relating to
disease biology, progression, and response to therapy. ¥ia biomarker analysis and to enable
genomic and related approaches for analysis.of’subject samples and evaluation of the
potential for subject stratification approaches

2.2 Study variables
221 Efficacy variables
2211 Primary efficacy variable

The primary efficacy variable for this study is as follows:

e American College of Rheumatology 50% (ACRS50) response at Week 12
2.21.2 Secondary-efficacy variable(s)

The secondary efficacyovariables for this study are as follows:

e American College of Rheumatology 20% (ACR20) response at Week 12
e American.College of Rheumatology 70% (ACR70) response at Week 12

e Psoriasis Area and Severity Index 90% (PASI90) response at Week 12 in the subgroup of
subjects with psoriasis involving at least 3% of body surface area (BSA) at Baseline/Day 1

e (“Psoriasis Area and Severity Index 75% (PASI75) response at Week 12 in the subgroup of
subjects with psoriasis involving at least 3% of BSA at Baseline/Day 1

2213 Other efficacy variables
Other efficacy variables will be assessed as specified in Table 2—1:

e Time to ACR20 and ACRS50 response
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Psoriasis Area and Severity Index 100% (PASI100) response in the subgroup of subjects
with psoriasis involving at least 3% of BSA at Baseline/Day 1

ACR20, ACR50, and ACR70 response

Composite endpoint comprised of ACR50 and PASI90 response in the subgroup of subjects
with psoriasis involving at least 3% of BSA at Baseline/Day 1

Minimal Disease Activity (MDA) and modified MDA

Change from Baseline in the Disease Activity Score-28 based on high sensitivity C-reactive
protein (DAS28 [CRP])

Change from Baseline in all individual American College of Rheumatology (ACR) score
components:

- SIC

- TIC

— Health Assessment Questionnaire—Disability Index (HAQ-DP)

— Patient’s Assessment of Arthritis Pain (PtAAP)

— Physician’s Global Assessment of Disease Activity (PhGADA)

— Patient’s Global Assessment of Disease Activity,(PGADA)

— high sensitivity C-reactive protein (hs*CRE)

Change from Baseline in the Bath Ankylosing Spondylitis Disease Activity Index (BASDAI)
Change from Baseline in the modified-Nail Psoriasis Severity Index (mNAPSI)

Change from Baseline in the Maastricht Ankylosing Spondylitis Enthesitis (MASES) Index
Change from Baseline in the Leeds Dactylitis Index (LDI)

Psoriatic Arthritis Impactof Disease (PSAID)-9

Psoriatic Arthritis Qudlity of Life (PsAQoL)

Change from Baseline in Physical Component Summary (PCS) and Mental Component
Summary (MCS) of the SF-36 (Short-Form 36-Item Health Survey)

Change from Baseline in Hospital Anxiety and Depression Scale (HADS) HADS-Anxiety
(A) and"'HADS-Depression (D) scores

Percentage of subjects with scores below 8 in HADS-A and HADS-D (subjects with normal
seores)

2:2.2 Pharmacokinetic/pharmacodynamic variables

2221 Pharmacokinetic variable

The PK variable is plasma concentration of bimekizumab. The assessment schedule for plasma
concentration is available in Table 2—1.

Confidential Page 15 of 183



UCB 07 Sep 2018
Statistical Analysis Plan Bimekizumab PA0008

2222 Pharmacodynamic variables

The PD variables are concentrations of cytokines of relevance to IL 17A/F signaling pathway
and PsA biology, and include but are not limited to IL-17A, IL-17F, IL-23, IL-6, and tumor
necrosis factor-alpha (TNFa).

223 Pharmacogenomic variables

Where local regulations permit, additional blood samples will be collected from consenting
subjects at specific time points and stored at -80°C for up to 20 years to allow for potential,
exploratory analyses of genomic, genetic, proteomic, and metabolite biomarkers relevant to
disease biology and progression, response to therapy, and the inflammatory and immune
response processes.

224 Immunological variables

Immunological variables allow evaluation of immunogenicity as well as immunological
biomarkers.

e Anti-bimekizumab antibody (AbAb) detection prior to and following study treatment
e Serum complement concentrations.

e Flow cytometry analysis of key immune cell populationsgincluding but not limited to CD3,
CD19, CD4, CD8, and CD69 (using fluoresceneefactivated cell sorting).

e Cytokines and other exploratory markers

2.2.5 Safety variables

Safety variables to be assessed as specified imSection 10 are as follows:

e Incidence of AEs and serious adverse:events (SAEs)

e Withdrawal due to AEs

e Change from Baseline in vitalisigns (blood pressure and pulse rate) and body weight

e Standard 12-lead electre¢ardiogram (ECG) intervals (RR, PR, QRS, QT, and QT intervals
corrected for heart rate-using Bazett’s and Fridericia’s formulas [QTcB and QTcF]),
including changes from Baseline

e Change fromBaseline in clinical laboratory variables (hematology, biochemistry, and
urinalysis)

2.3 Study design and conduct
To begligible to participate in this study, subjects must meet the following key inclusion criteria:

o_(“Subject has a documented diagnosis of adult-onset PsA classified by CASPAR criteria with
symptoms for at least 6 months prior to Screening with active PsA and must have at Baseline
TJC =3 out of 78 and SJC >3 out of 76 (dactylitis of a digit counts as 1 joint each).

e Subject must be rheumatoid factor and anti-CCP antibodies negative.

e Subject must have active psoriatic lesion(s) and/or a documented history of psoriasis.
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e Subjects may be TNF inhibitor naive or may have received 1 prior TNF inhibitor. Subjects
who have been on a TNF inhibitor previously must have:

— experienced an inadequate response to previous treatment given for at least 3 months
— been intolerant to administration (eg, had a side-effect/AE that led to discontinuation)
— lost access to TNF inhibitor for other reasons

Two hundred subjects will be randomized to 1 of 5 treatment arms. Subjects in any treatment
group who complete the 12-week Double-Blind Period will enter the 36-week Dose-Blind
Period. Treatment during the Dose-Blind Period will start at Week 12 and be administered Q4W
thereafter through Week 44.

Screening Period/ Baseline

During the Screening Period, the Investigator will obtain laboratory data and verify that the
doses of methotrexate (MTX), leflunomide (LEF), nonsteroidal anti-inflapimatory drugs
(NSAIDs), or corticosteroids, if used, are stable. The Screening Period will also enable washout
of medications not permitted for use during the study. The ScreeningPeriod will last 14 to 28
days.

Double-Blind Period

During the Double-Blind Period, subjects will be randomized 1:1:1:1:1 (stratified by region and
prior TNF inhibitor exposure) to receive the following-blinded study treatment regimens:

e Placebo

e Bimekizumab 16mg administered s¢ Q4 W-
e Bimekizumab 160mg administeréd scQ4W
e Bimekizumab 320mg administered'sc Q4W

e Bimekizumab 320mg loading\dose followed by 160mg administered sc starting at Week 4
and Q4W thereafter

Enrollment of TNF inhibitor experienced subjects will be limited to approximately 30% of the
total study population.

Investigational medicinal product (IMP) will be administered sc in the clinic at Baseline, Week
4, and Week 8. Additional non-dosing study visits in the Double-Blind Period will occur at
Week 1 and Week 2. At Week 12, subjects will transition from the Double-Blind Period into the
36-week Dose-Blind Period. Note that the other assessments are planned to be performed before
the IMP-administration and will be analyzed for the Double-Blind Period.

Dose-Blind Period

The first IMP for the Dose-Blind Period will be administered at Week 12. At the Week 12 Visit,
subjects will be allocated to bimekizumab treatment regimens as follows:

e Subjects in the placebo group will be rerandomized 1:1 to bimekizumab 160mg or
bimekizumab 320mg Q4W
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e Subjects in the bimekizumab 16mg dose group will be rerandomized 1:1 to bimekizumab
160mg or bimekizumab 320mg Q4W

e Subjects in the bimekizumab 160mg dose group will continue to receive bimekizumab
160mg Q4W

e Subjects in the bimekizumab 320mg dose group will continue to receive bimekizumab
320mg Q4W

e Subjects in the bimekizumab 320mg (loading)/160mg dose group will continue to receive
bimekizumab 160mg Q4W

All assessments for the Dose-Blind Period will be done from Week 18 to Week 48. Thelast IMP
administration is on Week 44.

The total duration of treatment is 36 weeks.

During the 36-week Dose-Blind Period, subjects will be evaluated for inadéquate response to
treatment at defined time points. Subjects who do not show an improvement in tender and
swollen joint count will be eligible to receive rescue therapy as definéd in Section 6.5.

Safety Follow-up/Extension study

At the completion of the Dose-Blind Period, Investigators should discuss treatment options with
the subject. Subjects will be given the opportunity tojenter@n extension study at Week 48,
provided they do not qualify for rescue therapy,
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24 Determination of sample size
A total of 200 subjects (40 in each treatment group) are planned to be randomized in this study.

The sample size is calculated based on the ACR50 response data from the Phase 2 bimekizumab
study in subjects with PsA (PA0007). The ACR50 responses at Week 12 were reported to be
80.0% (95% CI: 37.6%; 96.4%), 52.6% (95% CI: 31.7%; 72.7%), and 33.3% (95% CI: 9.7%;
70.0%) for the bimekizumab 560/320mg, bimekizumab 240/160mg, and bimekizumab 80/40mg
doses, respectively. Placebo ACRS50 response at Week 12 is based on the PA0007 study (0%);
the FUTURE 1 study (8.0%; Mease et al, 2015) and FUTURE 2 study (6.0%; Mclnnes et aly
2015).

Since the uncertainty of ACRS50 responder rates of PA0007 is high due to the small-number of
subjects, the midpoint of the point estimate and the lower 95% CI was used for the'sample size
calculation of all active dose groups as a conservative assumption. For the bim¢kizumab 16mg
dose, the midpoint of the 80/40mg dose was reduced by 6.5%.

Hence, ACR50 responder rates of 58.5%, 42.2%, 15.0%, and 8% at the@end of a 12-week
treatment period for bimekizumab 320mg, bimekizumab 160mg, biniekizumab 16mg, and
placebo have been assumed, respectively. Since those ACRS50 responder rates are based on a
study population of TNF inhibitor naive subjects, an adjustment‘'was made for a reduction in
ACRS50 response of 25% by a maximum of 30% of subjects-with TNF inhibitor experience (ie,
12 subjects per group).

The sample size for the primary objective of evaluating the dose response relationship was
calculated using a 2-sided test for detecting-a\lineat trend across proportions (Nam, 1987) at a 2-
sided significance level of 0.05. With 40.8ubjects in each treatment group, the test for detecting
the overall dose response based on AGRS50 response is powered at >99%.

The sample size calculations were performed using the software nQuery Advisor® 7.0.

3 DATA ANALYSIS CONSIDERATIONS
3.1 General presentation of summaries and analyses

All computations and genetation of outputs will be performed using SAS® Version 9.3 or later.
All tables and listing willtuse Courier New font size 9.

All original and derived variables will be listed and described using summary statistics (number
of observations [fi], mean, standard deviation [SD], median, minimum and maximum, unless
otherwise stated) or frequency counts (number of subjects [N] and percentages). For multiple
post-Baseline assessments at a specific visit, the first non-missing measurement will be used for
summary-statistics or frequency counts.

Descériptive statistics will be displayed to provide an overview of the study results. For
categorical variables, the number and percentage of subjects in each category will be presented.
The denominator for percentages will be based on the number of subjects appropriate for the
purpose of analysis. Unless otherwise noted, all percentages will be displayed to 1 decimal place.
No percentage will be displayed for zero counts, and no decimal will be presented when the
percentage is 100%. For continuous variables, descriptive statistics will include number of
subjects with available measurements (n), mean, SD, median, minimum, and maximum.
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Decimal places for descriptive statistics will always apply the following rules:

e “n” will be an integer.

e Mean, SD, and median will use 1 additional decimal place compared to the original data.

e Coefficient of variance (CV[%]) will be presented with 1 decimal place.

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

Statistical tests of efficacy variables will be presented as 2-sided p-values rounded to 3 decimal
places. P-values less than 0.001 will be presented as “<0.001” and p-values greater than 0.999
will be presented as “>0.999” Statistical comparisons will be performed by two-sided statistical
tests at the 0.050 level of significance.

The SAS output for Cochran-Mantel-Haenszel test, logistics regression, and analysis of
covariance (ANCOVA), as well as multiple imputation (MI) will be providedas a separate PDF
document in addition to TFLs. The SAS output will be included in the ‘Do¢umentation of
Statistical Methods’ section of the clinical study report.

In the Double-Blind Period the order of treatment groups will be presented in tables from left to
right will be

e Placebo

¢ Bimekizumab 16mg

¢ Bimekizumab 160mg

e Bimekizumab 160mg with loading dose320mg
e Bimekizumab 320mg

The general principle is to go from thgldewest to highest dose when moving from left to right.
Tables may also include columns fot’all subjects or all subjects on bimekizumab. An overview of
the treatment group assignment is\available in Section 12.3.

Selected tables which are spéeified in the TFL shells will only use data from the Dose-Blind
Period. For listings and theselected tables, the label and order of treatment groups will be
presented as follows:

e Placebo to bimekizumab 160mg at Week 12

e Placebo to bimekizumab 320mg at Week 12

e Bimekizumab 16mg to bimekizumab 160mg at Week 12

e Bimekizumab 16mg to bimekizumab 320mg at Week 12

o'Bimekizumab 160mg with loading dose 320mg to bimekizumab 160mg at Week 12
e Bimekizumab 160mg

e Bimekizumab 320mg

The abbreviation for bimekizumab is BKZ and will be used in tables and listings headers. In the
TFLs subjects on bimekizumab 160mg with loading dose 320mg will be displayed as “BKZ
160mg w/LD”. All subjects on bimekizumab will be labeled as “All BKZ” in the TFLs.
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A complete set of data listings containing all documented data and all derived data (eg, change
from Baseline) will be generated.

Unless otherwise stated, listings will be sorted by treatment, subject number within each
treatment group (not randomization number), variable (if applicable) and visit (if applicable;
including timing relative to dosing if applicable). For listings including nonrandomized subjects,
the nonrandomized subjects will be shown first in the listing, ordered by subject number. All
listings will include repeat and unscheduled measurements; such measurements will appear in
chronological order together with the scheduled visits, ie, a repeated measurement will appeat
directly after the visit and time relative to dosing for which the repeat measurement was
performed. In all the listings dates will be presented in the format ‘YYYY-MM-DD’ and times
will be presented in 24h clock format as ‘hh:mm’.

3.2 General study level definitions
3.21 Relative day

Relative day will be calculated as the current date minus the date of first:dose of study drug
administration plus 1 for days on or after the day of first dose of stud{’drug dose. Relative day 1
is the date of first bimekizumab administration.

Relative days before first administration of bimekizumab willkhave the prefix - and will be
calculated as date of fist dose of study drug administfation,minus the current date.

For days after the last bimekizumab administration] relative day will be calculated as the current
date minus the date of last dose of study drugadministration including the prefix “+’.

Calculations of ‘Relative Day’ should not:include partial dates, but should be left blank in these
instances.

For AEs, relative days for start and stop.dates will be calculated as the number of days since the
first injection of the medication. For ion-treatment emergent AEs, relative day of onset will be
negative if the event started and stépped before the first dose. A complete date must be
established in order to correctlyGdentify the AEs. Section 4.2.2 describes imputation rules in case
of missing data for AEs.

3.2.2 Study Periods
The following study.periods are defined for the classification by study period:

e Pre-treatmentperiod (Screening period): up to 28 days, ends with the visit date of the first
dose of study medication (Visit 2)

e Double-Blind treatment period: starts with the visit date of the first dose of study medication
(Visit 2), ends at Week 12 visit date

o_‘Dose-Blind treatment period: starts at the Week 12 visit, ends at Week 48 visit.

e Post-treatment period: the post-treatment period (Follow-up period) is the period after the
Week 48 visit

3.3 Definition of Baseline values

The last valid measurement before first dose of study drug (Visit 2) will be used as the Baseline
value. If a scheduled Baseline assessment is taken on the same day and after the first
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administration of study medication, it will be analyzed as the first post-Baseline assessment. If a
scheduled Baseline assessment is taken on the same day as first administration of study
medication and no time is collected, it will be assumed to have been taken prior to study
medication.

The exception of the above rule are the questionnaires collected from the vendor ERT and
measurements for CRP and hs-CRP. For those measurement, the last valid measurement at the
same day as Visit 2 will be used as the Baseline value.

However, for some variables, assessments may be scheduled for Screening only and not for
Baseline. In this case the Screening value will be utilized as Baseline value. If a Baseline
measurement is missing, and a Screening value available, the Screening value will beatilized as
Baseline instead.

34 Protocol deviations

Important protocol deviations are defined as those deviations from the protocol likely to have a
meaningful impact on the primary efficacy outcomes for an individual stibject. Important
protocol deviations will be identified and classified by the deviation types defined in the
appropriate protocol-specific document. All protocol deviations will be reviewed as part of the
ongoing data cleaning process and all important deviations will be identified and documented
prior to unblinding to confirm exclusion from Per Protocol Set (PPS), Pharmacokinetics Per-
Protocol Set (PK-PPS) and Pharmacodynamics Per=Protecol Set (PD-PPS). The exclusion from
PPS is limited to the Double-Blind Period, ie. only subjects with important protocol deviations
prior to re-randomization at Visit 7 (Week 12)willbe excluded from PPS. Subjects with
important protocol deviations after Visit 7 (Week-12) will not be excluded from PPS.

3.5 Mapping of assessments performed at early termination visit

Study assessments at an early termination visit where visit date matches the visit date of a
scheduled visit will be summarized at-the scheduled visit with the same visit date. Premature
study termination visit assessments-that do not have a scheduled visit with a matching date will
be assigned to the next scheduled site visit following the last visit where assessments were
available regardless whether‘or not there will be an assessment on this visit. The assessment of
ADbAD is an exception to.this rule: AbAb will be mapped to the next visit where antibody levels
are measured. For subjects who discontinue study treatment early and return for the Week 12
visits as per the prefocol, the assessments collected at that visit are summarized as Week 12
assessments.

3.6 Analysis sets

The primiary efficacy variable will be analyzed for all subjects in the Full Analysis Set (FAS).
The supportive analyses for the primary efficacy variables will include the Randomized Set (RS)
and PPS. All other efficacy variables will be based on the FAS. Demographics tables will be
performed for FAS, Safety Set (SS), and Dose-Blind Set (DBS). Safety variables will be
summarized using the SS. In addition, safety analyses during the Dose-Blind Period will be
conducted on all subjects in the DBS. PK variables will be analyzed for all subjects in the PK-
PPS. PD variables will be analyzed for all subjects in the PD-PPS.

At the time of the Week 48 interim it was discovered that the Dose-Blind Responder Set (DBRS)
and Escape Subject Set (ESS) were defined incorrectly from the original intent. The original
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intent of the ESS analysis set was to have only those subjects that were eligible to receive rescue
therapy, that went on to actually receive rescue therapy, with all other subjects remaining in the
DBRS. As such, two extra sets, the Corrected Dose-Blind Responder Set (¢cDBRS) and Corrected
Escape Subject Set (cESS) have been added. These analysis sets will correctly select out those
subjects that were eligible and received rescue medication. All outputs created on the DBRS and
ESS will also be produced on the cDBRS and cESS to give full transparency of the difference.
Further all outputs using the DBRS and ESS will be repeated on the DBS and this analysis will
be used as the main analysis of the Dose-Blind as this analysis set is the most unbiased set.

3.6.1 Enrolled Set (ES)

The Enrolled Set (ES) will consist of all subjects who have given informed consent.
3.6.2 Randomized Set (RS)

The RS consists of all randomized subjects.

3.6.3 Safety Set (SS)

The SS consists of all randomized subjects who received at least 1 dose of the IMP.
3.6.4 Full Analysis Set (FAS)

The FAS consists of all randomized subjects who received atJeast 1 dose of the IMP and have
valid measurement of the primary efficacy variabledt Baseline.

3.6.5 Per-Protocol Set (PPS)

The PPS consists of all subjects in the FAS-who had no important protocol deviation affecting
the primary efficacy variable. The subjects-with-important protocol deviations will be predefined
and evaluated during a data evaluationimieeting prior to unblinding of the data.

3.6.6 Pharmacokinetics Per-Protocol Set (PK-PPS)

The PK-PPS is a subset of the FASs¢consisting of those subjects who had no important protocol
deviations affecting the pharmace@kinetic variables, as confirmed during ongoing data cleaning
meetings prior to database lock:

3.6.7 Pharmacedynamics Per-Protocol Set (PD-PPS)

The PD-PPS consists-of all randomized subjects who took at least one dose of the IMP and
provided at least 1:PD measurement post-dose that is without important protocol deviation
affecting that tithe point.

3.6.8 Dose-Blind Set (DBS)

The DBS consists of all subjects who started the Dose-Blind Period and who received at least 1
dosecof IMP during the Dose-Blind Period.

3.6.9 Escape Subject Set (ESS)

The ESS consists of all subjects who started the Dose-Blind Period and who received at least 1
dose of the IMP during the Dose-Blind Period and who have not achieved at least a 10%
reduction from Baseline in SJC and TJC at Week 16, Week 24, or Week 36.
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3.6.10 Dose-Blind Responder Set (DBRS)

The DBRS consists of all subjects who started the Dose-Blind Period and who received at least 1
dose of the IMP during the Dose-Blind Period and who have achieved at least a 10% reduction
from Baseline in SJC and TJC at Week 16, Week 24, and Week 36.

3.6.11 Corrected Escape Subject Set (CESS)

The cESS is a corrected version of the ESS, which was incorrectly defined previously. The cESS
consists of subjects that have shown less than a 10% improvement in SJC and TJC at either
Week 16, Week 24, or Week 36 and received rescue therapy.

3.6.12 Corrected Dose-Blind Responder Set (cDBRS)

The cDBRS is a corrected version of the DBRS, which was incorrectly defined previously. The
cDBRS consists of subjects that have shown at least a 10% improvement in SJC0or TJC at Week
16, Week 24 and Week 36. Subjects that would be in the cESS, including subjects that
discontinue, that did not receive rescue therapy will be in the cDBRS.

3.7 Treatment assignment and treatment groups

It is expected that subjects receive treatment as randomized and hence safety analyses will be
based on the SS, as randomized. However, if after unblinding it’is determined that subjects
randomized to placebo received bimekizumab at anyfime, then for safety analyses these subjects
will be reallocated to the appropriate bimekizumab'treatment group. Subjects randomized to
bimekizumab will only be reallocated to the placeboAreatment group if they did not receive
bimekizumab at any time during the study.

Depending on the analysis sets, subjectswill be'summarized and listed based on the actual
received treatment or according to the fandomization which will be considered as planned
treatment:

e All subjects screened/ES: planned treatment
e RS: planned treatment

e SS: actual treatment

e FAS: planned treatment

e PPS: planned treatment

e PK-PPS: actual treatment

e PD-PPS?actual treatment

e DBS: planned treatment (demographics, baseline characteristics, and efficacy analyses) or
actual treatment

e ESS: planned treatment
e DBRS: planned treatment
e CcESS: planned treatment

e cDBRS: planned treatment

Confidential Page 30 of 183



UCB 07 Sep 2018
Statistical Analysis Plan Bimekizumab PA0008

3.8 Center pooling strategy

Centers will be pooled into geographic regions for analysis purposes. Centers will be grouped in
the geographic regions North America and Europe.

3.9 Coding dictionaries

Medical history and AEs will be coded using the Medical Dictionary for Regulatory Activities
(MedDRA) version 19.0. Previous and ongoing medical history will be classified by primary
system organ class (SOC) and preferred term (PT).

All AEs will be classified by primary SOC, high level term and PT. Prior and concomitant
medications will be coded using version SEP2015 of the World Health Organization Drug
Dictionary (WHO-DD) and will be classified by Anatomical Main Group, Pharmacelogical
Subgroup, and PT. Medical procedures will not be coded.

3.10 Changes to protocol-defined analyses

The PK variables total body clearance (CL/F) and volume of distribution (V/F) will be analyzed
separately. CL/F and V/F variables were removed from the PK variable list.

Following two subgroup analyses were added: time since first diagnosis of PsA and body weight.

Instead of stopping the pairwise testing of each bimekizumabydose versus placebo once it failed
to reach significance at a significance level of 0=0.0%; the‘pairwise testing will continue and
further pairwise comparisons are seen as non-significant.

No fixed sequence testing will be used for the 'secondary efficacy variables.

The other efficacy variable modified MDA wasadded to the analysis. The definition for the
modified MDS is available in Sectiom83. 1¢

Time to a given response is defined as the length in weeks from Baseline until the first date when
the response is achieved. In the defidition the length was changed from days to weeks due to
easier interpretation.

Two addition analyses were added in the section analysis of other efficacy variables. A
frequencies table countingthe number of subjects with PSAID-9 < 3 as well as cumulative
distribution function (EDF) plots of PSAID-9 change from Baseline to Week 12 and Week 12 to
Week 48 by treatment group.

4 STATISTICAL/ANALYTICAL ISSUES
4.1 Adjustments for covariates

The primary efficacy analysis and secondary analysis will be adjusted for treatment, geographic
region, and prior TNF inhibitor exposure (yes/no).

4.2 Handling of dropouts or missing data
4.2.1 Handling of missing data for efficacy analysis

The analysis for the binary primary, secondary, and other efficacy variables will use non-
responder imputation (NRI) for handling missing data. In NRI, each subject with missing data or
who has discontinued Double-Blind study treatment prior to Week 12 will be counted as a non-
responder.
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Sensitivity analysis will be performed for the secondary analysis of the primary variable (ACR50
response at Week 12) using MI assuming that missingness is missing at random (MAR). The MI
method will be applied as follows:

1.

Create a data set, sorted by treatment groups, of subjects with observed values and those
needing estimation by multiple imputation. For the imputation step, missing values will be
separated into non-monotone missing values (ie, intermittent missing values between
completed assessments) and monotone missing values (ie, missing values after the patient
dropped out). The procedure will sequentially estimate an imputation model for the ACR
components at each post-Baseline visit where ACR components are collected, with
geographic region, and prior TNF inhibitor exposure as covariates separated between the
treatment groups.

— For the imputation of intermediate missing values, the missing ACR comiponents in each
data set will be filled in using the Markov-Chain Monte Carlo (MCME) method with
multiple chains and monotone imputing. A total number of imputations will be 100. The
seed used for these imputations will be 2017.

Note: All other multiple imputation procedures described inthis SAP will use this same
seed as well.

Note: The imputation model based on the MCMC méthod will only allow continuous
variables as predictors. Therefore, prior TNF)inhibitor exposure and geographic region
will be re-coded as indicator variables (with values of 0 or 1 for each level of the
variable).

Note: To avoid that imputed valués-are:outside of the pre-defined range of values for the
ACR components (eg, HAQ-D¥ J0-3]Ymaximum and minimum values for imputed
variable values are specified.

— If the intermediate missing data are imputed, the monotone missing data will be imputed
for all patients with monotone regression including geographic region, and prior TNF
inhibitor exposure as coyatiates. The dataset is the output dataset of the partial
imputation. Since thi§'dataset already has 100 imputed values at each visit, only one
imputation will be,performed.

Note: Maximum and minimum values are specified for imputed variable values to avoid
values outgide of the pre-defined range of values.

The ACRS0 response will be calculated using the complete datasets. That is, the values of the
ACR components at Week 12 based on the complete datasets will be compared to their
corresponding Baseline values to calculate an ACR50 response for each subject (as described
in@Section 8.1.1). Each complete imputed data set will then be analyzed based on a logistic
regression model with factors of treatment group, geographic region, and prior TNF inhibitor
exposure as fixed effects.

The Week 12 results from the logistic regression analysis of each of the 100 imputed data
sets will be combined for overall inference using Rubin’s rules, which account for the
uncertainty associated with the imputed values (Rubin, 1987).
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Some key points to consider relative to the calculation of the odds ratios and corresponding
confidence intervals (Cls) are noted below:

As the estimates of the odds ratios from the logistic regression model in step 3 follow a
lognormal distribution, a log transformation is needed to normalize these estimates since the
procedures for combining results from multiple imputed datasets are based on the assumption
that the statistics estimated from each imputed dataset are normally distributed. Therefore, the
log of the odds ratio estimates from the logistic regression model are used when combining into:a
single inference (step 3). Additionally, the standard errors (SE) for the odds ratios are
transformed as follows:

log(UCL) — log(LCL
. _ log(UCL) — log(LCL) "
222

where UCL and LCL are the upper and lower confidence limit, respectively;‘for the CI of the
odds ratio from the logistic regression model, and Z is the relevant critiéal value from the
standard normal distribution (1.96 for a 95% CI). The estimates of thejlog odds ratio for each
bimekizumab dose relative to placebo and the corresponding upperiand lower confidence limits
will be provided. The odds ratio is estimated by exponentiating the estimate of the log odds ratio.
The confidence limits of the odds ratio are then estimated asdfollows:

LCL = OR * exp(<SE %£«/2) (2)
UCL = OR*exp(SE * Zy3) 3)

where OR is the back-transformed estimate-of the odds ratio just described, SE is the standard
error of the log odds ratio and Z is thesrelevant critical value from the standard normal
distribution (1.96 for a 95% CI). These-calculations will be done such that odds ratios and
corresponding Cls are calculated fotthe odds ratio of each bimekizumab dose versus placebo.
Note that the p-values presented-in the tables are not impacted by the transformations described
above.

The supportive analysis mumber 3 (analysis of the ACR components), and all continuous
secondary efficacy variables will use the same MI method as described above. Instead of using
the logistic regression model the ANCOVA with treatment group, geographic region, and TNF
inhibitor exposur¢ as fixed effects and the Baseline values as covariate will be used. No log
transformation is needed for the ANCOVA estimations.

FollowingyRubin (1987), multiple imputation estimates of descriptive statistics are computed by
simply‘averaging the estimates from m = 1, ..., M independent repetitions of the imputation

algorithm:
M
-1 ~
o=+ z 0. 4)

where 8,,, is the estimate of § from the completed data set m = 1, ..., M(Berglund, 2014).
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The imputation model will be applied for each treatment group separately. However, in the event
there are computational challenges with the imputation model (eg, due to a standard deviation of
0 for responses of a given imputation), it is acceptable to modify the imputation model to include
treatment as a variable in the model rather than running a separate model for each treatment
group. It should be noted that doing so assumes that treatment does not interact with any of the
other variables in the imputation model.

4.2.2 Handling of missing data for AE

For analyses of AEs, a complete date must be established in order to correctly identify the AE as
occurring during treatment or not. For purposes of imputing missing components of partially-
reported start and stop dates for AEs, the algorithms listed below will be followed. Start’and stop
dates of AEs will be displayed as reported in the subject data listings (ie, no imputed-values will
be displayed in data listings).

Partial AE 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 yearof first dose is not the same
as the month and year of the start date and the subject did not'switch treatment during that
month and year, then use the 1st of the month.

e If only the month and year are specified and the honth“and year of first dose is the same as
the month and year of the start, then use the date offirst dose.

e If only the month and year are specified-and th¢ Subject did switch treatment during that
month and year, then use the date of first switch treatment.

e If only the year is specified, and the“yean,of first dose is not the same as the year of the start
date and the subject did not switch treatment during that year, then use the 1st 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 Ifonly the year is specified, and the year of first dose is the same as the year the subject did
switch treatment, then use the date of first switch treatment.

e If only the yeatis specified, and the year of first dose is the same as the year of the start date
and the samé&as the year the subject did switch treatment, then use the date of first dose.

o 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.

If thé date of first study medication or switch treatment is partial, then the above imputation
approach will be applied:

e If only the day of first study medication or switch treatment administration is unknown, then
this will be set to either the first of the month, or the day of first treatment allocation visit
(excluding placebo run-in), whichever is later.

e Ifboth the day and month of first study medication or switch treatment are unknown, then
this date will be imputed to be the date of first treatment allocation visit.
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e If first treatment allocation visit date is missing then the all activities events will be assumed
to be treatment emergent.

Imputation of Partial Stop Dates:

e If only the month and year are specified, then use the last day of the month,
e Ifonly the year is specified, then use December 3 1st of that year.

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

In the event of ambiguity or incomplete data which makes it impossible to determine whether the
AE was treatment emergent, the AE will be considered treatment emergent.

If the intensity of an AE is unknown, it is considered as severe.
If the relationship to study drug is missing, it is considered as related.

The imputation rule for missing seriousness differ between the interim andcfinal analysis. For the
interim analysis no imputations rule will be applied. For the final analysis the worst case
approach will be applied. If the seriousness of an AE is missing for the'final analysis, it is
considered as serious.

423 Handling of missing data for prior and concomitant medication

Any medications with incomplete start and end dates/time$will be handled according to the
following rules for classification as prior and concomitant. Such imputations will only be
performed for these classifications and calculatienss in the listings all data will be shown as
recorded on the electronic case report form(€CRF).

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 and the subject did not switch treatment during that
month and year, then use the 13 of the month.

e If only the month and yearare specified and the month and year of first dose is the same as
the month and year of the start, then use the date of first dose.

e If only the month and“year are specified and the subject did switch treatment during that
month and yearxthen use the date of first switch treatment.

e Ifonly the yeat is specified, and the year of first dose is not the same as the year of the start
date and the subject did not switch treatment during that year, then use the 1 of January of
the year of the start date.

e Ifionly 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 Ifonly the year is specified, and the year of first dose is the same as the year the subject did
switch treatment, then use the date of first switch treatment.

e If only the year is specified, and the year of first dose is the same as the year of the start date
and the same as the year the subject did switch treatment, then use the date of first dose.
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e Ifonly the year is specified and the end date is before date of first dose, then set the start date
to the 1st of January of the year of the start date.

e Ifonly the year and day are specified and month is missing, then only the year will be
considered and the month and day will be imputed with the rules above

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.

e [f the start date is completely unknown and the stop date is prior to the date of first dose,.then
set the start date to the 1st of January of the year of the end date.

If the date of first study medication or switch treatment is partial, then the above imputation
approach will be applied:

e If only the day of first study medication or switch treatment administration:is unknown, then
this will be set to either the first of the month, or the day of first treatment allocation visit
(excluding placebo run-in), whichever is later.

e Ifboth the day and month of first study medication or switch treatment are unknown, then
this date will be imputed to be the date of first treatment allocation visit.

Imputation of Partial Stop Dates:

e If only the month and year are specified, then use the.Jast day of the month,
e If only the year is specified, then use December 3™ of that year.

e If the stop date is completely unknown.do net¥ impute the stop date.

There will be no imputation of any othermissing data.

4.3 Interim analysis and-data monitoring

Two interim analyses are planned for’the study after the subjects have completed 12 and 48
weeks.

4.31 Interim analysis Week 12

After all enrolled subjects’have completed the 12 weeks Double-Blind Period, an interim
analysis will be performed (i) to analyze the dose:exposure response for ACR and PASI response
criteria to determine the optimal therapeutic dose(s) for subsequent studies, and (ii) to perform a
comprehensive.evaluation of all Double-Blind data of the study.

No separateCSAP for the interim analysis will be provided. The interim analysis is a limited
version ePthe final analysis and will focus on specific topics, eg, primary and secondary efficacy
analysis and comprise the results of the 12 weeks Double-Blind Period. The TFL shells for the
intérim and final analysis will be provided in two different documents.

The interim analysis will summarize disposition, demographics, PsA history, Baseline
characteristics, PsA concomitant medication, efficacy analysis, AEs and treatment-emergent AEs
(derivation Section 10.2), hematology and biochemistry laboratory data, and Electronic
Columbia-Suicide Severity Rating Scale (eC-SSRS). Not all collected hematology and
biochemistry laboratory variables will be summarized. For the interim analysis only selected
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hematology and biochemistry variables will be provided as listed in Table 12—4. Listings of AEs,
hematology, biochemistry and C-SSRS data will be provided.

The interim efficacy analysis will focus on the primary and secondary efficacy analyses
including supportive and sensitivity analysis. In addition, summary tables for the primary and
secondary efficacy variables, the ACR components, and MDA will be provided. Categorical
variables will be summarized using frequency tables by each visit. Categorical variables will be
summarized using frequency tables by each visit. Continuous variables will be summarized using
descriptive statistics by each visit. Time to onset of ACR50 response and ACR20 response will
be summarized and plotted as described in Section 8.3.

PK and AbAb data will be analyzed in the interim analysis as described in Section 9. lcahd
Section 9.2 .Biomarker data will not be analyzed in the interim analysis.

The interim analysis includes selected data up to Week 12 and in addition data-up to Week 24.
The data up to Week 24 may include partial results up to the time the database for Week 12 was
locked for ongoing subjects. Following variables will be analyzed: primafy and secondary
efficacy variables, ACR components, MDA, PK, AbAb, TEAEs, biochemistry and hematology
laboratory results, and Hy’s Law. It depends on the variable how those additional time points
will be presented in the interim analysis.

The efficacy analyses and the plasma concentration analyses-for the period between Week 12
and Week 24 are only for those treatment groups that are. 116t rerandomized. Two summary tables
for each of the primary and secondary efficacy vartables, the ACR components, and MDA will
be presented. The first table will include datauptoWeek 12 by treatment group at Baseline. The
second table will include data up to Week 24 by-the following treatment groups: bimekizumab
160mg and bimekizumab 160mg with léading-dose 320mg, and bimekizumab 320mg. The
summary table for plasma concentration will present only data up to Week 12 for the Baseline
treatment groups Placebo and bimekizumab 16mg. Data up to Week 24 will be presented for
bimekizumab 160mg, bimekizumab 460mg with loading dose 320mg, and bimekizumab 320mg.
All Listings which include data upto Week 24 will use the same approach as for plasma
concentration tables.

The safety analysis (TEAES; biochemistry and hematology laboratory results, and Hy’s Law)
will be handled as follows: Two summary tables for each of the safety analysis will be presented.
The first table will include data up to Week 12 by treatment group at Baseline. The second table
will include data up to Week 24 and will also present subjects under their Baseline treatment
group. For the.second table any event/finding that is unique to a treatment group should only be
presented in-the “All subjects” column and the treatment columns should remain blank.
Followingrules will be applied for the TEAESs: If the relative TEAE start date is less or equal to
84 (12%7) days, then the TEAE will be presented in the up to Week 12 table. If the relative start
date 15 less or equal to 168 (24*7) days, then the TEAE will be presented in the up to Week 24
table.

The treatment group information will not be displayed for the interim listings.

If an AE occurs on the same day as the treatment switch (Visit 7, Week 12) then the AE will be
allocated to the Double-Blind treatment. An exception from this general rule is made for adverse
drug reactions (ADRs), and AE of hypersensitivity reactions and anaphylactic reactions. If those
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AEs occur on the same days as the treatment switch, the AEs will be allocated to the Dose-Blind
treatment and will not be presented for the interim analysis.

Exposure of study medication will not be summarized but a listing will be provided including
following information: date of first dose, date of last dose, and duration of exposure. The last
dose for the Double-Blind Period is planned on Visit 6 (Week 8).

For the interim analysis, the database will be locked and the treatment codes will be made
available to UCB personnel with exception of operational staff working on the study. An interi
report will be written. The Investigators and subjects will remain blind to the assigned
bimekizumab dosing regimen until the subject completes the Dose-Blind Period at Week#48.
Further details are available in the PA00OS8 blinding plan.

Safety data will be provided to an independent Data Monitoring Committee (DME). The DMC
will review those safety data periodically. The composition and operation of the-DMC will be
defined in the DMC charter. The presentation and analysis of data for the DMC meetings is
described within a separate DMC SAP.

4311 Changes from interim analysis to SAP-definedranalyses

For TEAE two summary tables were presented as described in ptevious section with one
modification: the first table was displaying all TEAE during the’ Double-Blind Period instead of
limiting it TEAE with a relative TEAE start date lessiequal 84 days.

The definitions of AE of special monitoring were'updated with the third SAP Amendment after
the interim analysis. The interim analysis used the previous definition which is displayed in
Section 4.3.1.2. The interim analysis only displayed the overall number of AE of special
monitoring by treatment group.

The baseline definition for CRP and hs-CRP’ measurements were updated with the fourth SAP
Amendment after the interim analysis,Fhe interim analysis used the previous definition: The last
valid measurement before first dose-of study drug (Visit 2) will be used as the Baseline value.

4.3.1.2 Search and selection criteria for AE of special monitoring for interim
analysis

Following AEs are defingd*as TEAEs of special monitoring:
e Fungal infectious_disorder

e Opportunistic“infection (including TB)

e Malignant or unspecified tumor

e Malignant tumor

e Major cardiovascular event

¢ Haematopoietic cytopenias

e Neuropsychiatric events

¢ Inflammatory bowel disease

e Hypersensitivity and anaphylactic reaction

Confidential Page 38 of 183



UCB 07 Sep 2018
Statistical Analysis Plan Bimekizumab PA0008

e Hepatic events
Fungal Infectious disorder

All TEAEs which code into the High Level Group Term (HLGT) of “Fungal infectious
disorders” are classified as fungal infectious disorder.

Opportunistic infection
All TEAEs identified using UCB-defined search criteria as described in Section 12.13.
Malignant or unspecified tumor

The search criteria is based on the Standardized MedDRA Query (SMQ) = “Malignant‘or
unspecified tumours (SMQ)”.

Malignant tumor

The search criteria is based on the SMQ="Malignant tumours (SMQ)”.

Major cardiovascular events

The major cardiovascular events are identified using the following UCB-defined search criteria:

e All serious TEAEs which code to a PT included in the Scopé=Broad and/or Scope=Narrow
groups of the following SMQs:

— Haemorrhagic central nervous system vascular eonditions (SMQ)
— Ischaemic central nervous system vaséular:conditions (SMQ)

e All serious TEAEs which code to a PT-included in the HLT “Ischaemic coronary artery
disorders” except events coding toPT “Chest Pain” or “Chest discomfort”

e All serious TEAEs which code to a PT included in any of the following HLTs: “Heart
Failures NEC”, “Left VentricularFailures”, or “Right Ventricular Failures” and which also
code to the SOC of “Cardiac Disorders” as Primary SOC.

Haematopoietic cytopenias

The search criteria is base@d’on the SMQ = “Haematopoietic cytopenias”. The SMQ search
should include all serietts TEAEs which code to a PT included in the Scope=Broad and/or
Scope=Narrow groups within the SMQ.

Neuropsychiatric events

The search criteria is based on the SMQ = “Depression and suicide/self-injury (SMQ)”. The
SMQ search will include all TEAEs which code to a PT included in the Scope=Broad and/or
ScopexNarrow groups within the SMQ.

Inflammatory bowel disease

All TEAEs which code into the HLT of “Colitis (excl infective)” are identified as inflammatory
bowel disease.

Hypersensitivity reactions and anaphylactic reactions

Hypersensitivity reactions and anaphylactic reactions will be identified as follow:
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a) Hypersensitivity reactions: All TEAEs that either emerged on the same day as when a
study medication injection reaction was received, or that emerged one day after a study
medication injection was received, which code to a PT which contains the term
“hypersensitivity” will be considered to be a hypersensitivity reaction and included in the
summary table as such.

b) Anaphylactic reactions: An algorithmic approach will be used to identify TEAEs that are
considered to be anaphylactic reactions. PTs are separated into the 4 distinct categories
(A, B, C, D) prior to the algorithmic approach being applied.

All TEAES that either emerged on the same day as when a study medication injection reagtion
was received, or that emerged one day after a study medication injection was received;and
which fulfill any of the 3 criteria described in Section 12.14 will be included in theggummary
table.

Hepatic events

The search criteria is based on all TEAEs in the SMQ “Drug related hepatic disorders -
comprehensive search (SMQ)”. Note that the following two sub-SM@s are to be excluded:

“Liver neoplasms, benign (incl cysts and polyps)” and “Liver nepplasms, malignant and
unspecified (SMQ)”.

The SMQ search should include all TEAEs (regardless of yhether they have been judged as
related to study medication or not) which code to@ PT ificluded in the Scope=Narrow group
within each SMQ.

4.3.2 Interim analysis Week 48

After all enrolled subjects have completed the-Week 48 or Early termination visit, a second
interim analysis will be performed to@nalyze the key efficacy and safety data for the whole
treatment period.

No separate SAP for that interim adalysis will be provided. The interim analysis is a subset of the
final analysis and will focus onthe primary and secondary efficacy analysis. The TFL shells for
the final analysis will be used.

The snapshot for the PAQOOS interim analysis Week 48 will occur before all subjects have
completed the PA0008%tudy. Specifically, subjects who do not enter the extension study will
need to complete the’SFU Visit, which occurs 20 weeks after the last dose of study treatment.
The Week 48 intérim database lock will be performed based on the last subject completing the
Week 48 visit; It is anticipated that there will be some subjects still awaiting the SFU at that
time. Thefaimber of subjects in the SFU period is expected to be low, and the minimal data to be
collected from their SFU visits is not considered mandatory to evaluation of the key efficacy and
safety objectives of the study.

43.2.1 Changes from interim analysis to SAP-defined analyses

The baseline definition for CRP and hs-CRP measurements were updated with the fourth SAP
Amendment after the interim analysis. The interim analysis used the previous definition: The last
valid measurement before first dose of study drug (Visit 2) will be used as the Baseline value.
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4.3.2.2 Changes during interim analysis to SAP-defined analyses

At the time of the Week 48 interim it was discovered that the DBRS and ESS were defined
incorrectly from the original intent. The original intent of the ESS analysis set was to have only
those subjects that were eligible to receive rescue therapy, that went on to actually receive rescue
therapy, with all other subjects remaining in the DBRS. As such, two extra sets, the cDBRS and
cESS have been added. These analysis sets will correctly select out those subjects that were
eligible and received rescue medication. For the final analysis, all outputs created on the DBRS
and ESS will also be produced on the cDBRS and cESS to give full transparency of the
difference. Further all outputs using the DBRS and ESS will be repeated on the DBS and this
analysis will be used as the main analysis of the Dose-Blind as this analysis set is the mest
unbiased set.

4.4 Multicenter studies

The data from all centers will be pooled for the purposes of the analysis. There will be no formal
statistical evaluation of the effect of center on the results obtained.

4.5 Multiple comparisons/multiplicity

In order to control for the overall Type I error rate, the pairwise. €emparisons of bimekizumab
will be formally evaluated for statistical significance only if the primary efficacy analysis is
statistically significant at the two-sided 5% level. In@dditign, the pairwise comparisons will
follow a sequential testing sequence and the formal €valtiation of statistical significance of each
comparison is dependent upon the previous comparison achieving statistical significance at the
two-sided 5% level. If the sequential testingfails to reach significance at a significance level of
a=0.05, then the pairwise testing will confinue-and the comparison are seen as non-significant.
The p-values will be displayed as nonfinal p-values. More details can be found in Section 8.1.3.

4.6 Use of an efficacy subset of subjects

The primary dose-response analysis:and pairwise comparisons will be repeated for (1) all
subjects in the PPS, and (2) for all subjects in the RS as a supportive analysis. The purpose is (1)
to evaluate the effect of important protocol deviations on the analysis, and (2) to evaluate the
consistency of the FAS witl'the intent-to-treat (ITT) principle.

4.7 Actives=control studies intended to show equivalence
Not applicable.
4.8 Examination of subgroups

The following variables for subgroup analyses will be used:

o Age (<45 years, >45 to <65 years, >65 years)

e2; Gender (male, female)

e Geographic region (North America, Europe)

e BASDAI (<4 [mild disease]; >4 to <7 [moderate disease]; >7 to <10 [severe disease])
e Prior TNF inhibitor exposure (yes, no)

e Treatment-emergent AbAb status (positive, negative)
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e [Extent of psoriasis involvement (<3%, >3% to <10%, >10%)
e hs-CRP level (<= upper limit normal, > upper limit normal)
e Time since first diagnosis of PsA (< 2 years, > 2 years)

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

Subjects will be counted to have a positive treatment-emergent AbAb status in case the first
ADbAD positivity occurred up to Visit 7 (Week 12). The definition of first AbAb occurrence is
described in Section 9.2.

The derivation of time since first diagnosis of PsA is described in Section 6.2.

5 STUDY POPULATION CHARACTERISTICS
5.1 Subject disposition

Summary tables of all subjects screened will be presented including reasorffor screen failures
and disposition of subjects screened. The disposition of subjects screeneéd will include the
number of subjects included in each analysis set (ES, RS, SS, FAS, PPS, PK-PPS, PD-PPS,
DBS, ESS, and DBRS) overall and by site.

The number and percentage of subjects who discontinued study medication, who discontinued
the study, and who discontinued due to AEs will be saummarized for subjects in the RS and DBS.
The table using RS will analyze subjects for the complete study as well as the Double-Blind
Period. Completed study is defined as completéd the?l2-week Double-Blind Period and the 36-
week Dose-Blind Period including the safety follew-up visit. Subjects will be allocated to the
treatment group at Baseline. The table using DBS will only summarize subjects in the Dose-
Blind Period.

Study eligibility criteria will be listed and a separate listing of subjects who did not meet the
eligibility criteria will be presented,

Subject disposition will be listed-for all subjects screened and will include, inter alia, the
following information: subjecttatus, date of informed consent, randomization, first and last
study medication, and primary reason for premature study termination. Listings of subject
analysis sets, study and.study medication discontinuation, and visit dates will be presented by
subject including theselative study day (calculated as described in Section 3.2.1) for each visit

5.2 Protocol deviations

Important prétocol deviations will be identified and classified by the deviation types. Following
different important protocol deviation types will be classified: inclusion criteria deviation,
exclusion criteria deviation, withdrawal criteria deviation, prohibited concomitant medication
use, mcorrect treatment or dose, treatment non-compliance, and procedural non-compliance.

Summary tables of the number and percentage of subjects with an important protocol deviation
will be provided including a summary of subjects excluded from the PPS, PK-PPS, and PD-PPS
due to important protocol deviations. Summary tables will be presented for FAS and Baseline
treatment groups.

A listing of all important protocol deviations identified at the data evaluation meeting will be
presented by subject for all subjects in the RS, and will include deviation type and description.
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6 DEMOGRAPHICS AND OTHER BASELINE
CHARACTERISTICS

6.1 Demographics

Tables with descriptive statistics (number of subjects, mean, SD, minimum, median, and
maximum) and listings will be given for the demographic variables age (at time of informed
consent), gender, racial group, ethnicity, weight at Screening, height at Screening, body mass
index (BMI), country, and geographic region. Age and BMI will be summarized as a continugus
variable and as categorical variables. Age will be combined based on the following categories:
<18, 19-<65, >65 years (clinicaltrials.gov requirement), 18-<65, 65-<85, >85 years (EudraCT
requirement), and 18-<45, >45-<65, >65 years. BMI will be summarized based on the‘following
categories: <25, 25-<30, >30 kg/m”.

BMI in kg/m? is calculated based on the height (in m) and the weight (in kg) using the formula:
For adults:

BMI = —~— (5)

Even if they are available in the database, these variables arecalculated during analysis (if
applicable). These calculated values are used in thé.statistical analysis since they are considered
more accurate.

A frequency table for Lifestyle will be presented as well as a corresponding listing. Data
collected in the CRF for subject’s childbedting potential and birth control will only be listed.

The summary tables will be performed-onthe SS and repeated using the FAS and the DBS. If the
SS and FAS analysis sets are identical the summaries will not be repeated. The Listing will be
provided for all subjects screened, exeept the Lifestyle listing will use the RS.

6.2 Other Baseline characteristics

PsA history will be summarigzed for subjects in the FAS and SS including the time since first
diagnosis of PsA, age at first diagnosis date, and PsA subtype (polyarticular — symmetric
arthritis, oligoarticular="asymmetric arthritis, distal interphalangeal, joint predominant,
spondylitis predominant, arthritis mutilans). Time since first diagnosis will be summarized as a
continuous variable and as categorical variables based on following categories: <2, >2 years. The
history will be listed for all subjects in the RS.

Time since-first diagnosis of PsA will be calculated as:

Time since first diagnosis (years)
_ Date of Informed Consent — Date of diagnosis + 1 (6)

365.25

If the date of diagnosis 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 are missing).

Age at first diagnosis will be calculated as:
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Date of first diagnosis — Date of birth
365.25

(7)

Age at first diagnosis =

These formulas may result in incorrect ages after rounding if the birth day falls on the date of
first diagnosis. In that case the age is calculated as the number of years between the year of birth
and the year of the randomization visit. The age for individual subjects is presented with 1
decimal. The rounding is done downwards. For subjects enrolled at German sites, only the year
of birth may be entered into the eCRF for this study. For these subjects age will be calculated
after imputing their date of birth to be 01 Jan XXXX.

Baseline characteristics (including Scores relevant for inclusion and exclusion criteria)will be
summarized by treatment group and overall for FAS, SS, and DBS. Following variables will be
summarized:

e TIC
e SIC
e hs-CRP

e Rheumatoid factor

¢ Anti-CCP antibodies
e Prior NSAID therapy, and prior anti-TNF thetrapy:.
e Psoriasis BSA

e Nail psoriasis

e Dactylitis

e NSAID therapy

e Synthetic DMARDs
e MTX

e Sulfasalazine

e Hydroxychloroqaine

A rheumatoid factor value < 15 IU/mL is defined as negative and a value > 15 IU/mL is defined
as positive. Anti-CCP antibodies negative is a value < 5 U/mL and a value > 5 U/mL is defined
as positive.

For hssCRP following rules will be applied:
e [f Baseline hs-CRP values are missing, then take the Screening hs-CRP values.
e If Screening hs-CRP values are missing, then take the median hs-CRP values.

The corresponding listings will be presented for the RS.
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6.3 Medical history and concomitant diseases

Medical history and ongoing medical conditions will be summarized by MedDRA SOC and PT
by treatment and overall including the number and percentage of subjects with each condition.
The denominator for the percentages will be the number of subjects in the SS and FAS for each
treatment or overall.

Medical history and ongoing medical conditions will be listed by treatment and subject including
the reported term, PT, and SOC for the RS. The start date (month and year only) and end date; (o1t
ongoing if applicable) will also be included in the listing. A glossary of all medical history
conditions will also be presented including the reported term, PT and SOC.

6.4 Prior and concomitant medications

Prior medications include any medications that started and ended prior to the staft date of study
medication. Concomitant medications are medications taken at least one day, itr common with the
study medication dosing period. For bimekizumab, the dosing period is typically from the date of
first dose up to (but not including) one dosing interval post last dose. Thus, a concomitant
medication is any medication whose start date is on or after the date of first study medication and
prior to the date of last study medication administration + 28 days'¢1 dosing interval), or whose
stop date is either missing, or on or after the date of first study.medication administration.

In the case of missing data, the classification of medi¢ationgas prior or concomitant will be
performed as described in Section 4.2.3.

The number and percentage of subjects takinggptior'medications will be summarized by
treatment group, overall and by anatomical.therapeutic chemical (ATC) class, presenting
Anatomical Main Group (ATC Level 1), Pharmacological Subgroup (ATC level 3), and PT.

The number and percentage of subjects taking concomitant medications will be summarized
similarly. Tables for prior and concomitant medications will be presented for SS and FAS.

Prior and concomitant medications'will be listed by treatment and subject for RS.
6.5 Prohibited medication and rescue medication
Prohibited medications aré:defined in the Protocol (Section 7.8.2).

Rescue medication wilPbe allowed for some subjects evaluated at weeks 16, 24, and 36. Further
details are defined:in the Protocol (Section 5.1.4). The number and percentage of subjects who
used rescue medication will be summarized and listed.

The SS and®AS will be used for both summary tables and the RS will be used for the listings.
7 MEASUREMENTS OF TREATMENT COMPLIANCE

Compliance will be summarized as the number of doses received relative to the number of doses
scheduled:

Number of doses received

Percent compliance = 100 *

(8)

Number of doses expected

where the total number of expected doses is derived relative to when the subject finishes
treatment. If a subject completes treatment 12 doses are expected (Baseline and every 4th week

Confidential Page 45 of 183



UCB 07 Sep 2018
Statistical Analysis Plan Bimekizumab PA0008

afterwards until Week 44). If a subject discontinues early, then the number of expected doses is
based on the time of early discontinuation relative to the dosing visits. If a dose is not completely
given at a specific visit (eg, subject only received one injection instead of the two planned
injections), then the subject will be considered to have no compliance for the visit. In the formula
above it will be counted as no dose received at this visit.

A summary of percent treatment compliance categorized as <80% and >80% will be provided by
treatment group for the overall treatment period as well as for Double-Blind treatment period.
For the Double-Blind treatment period compliance will refer to the first 12 weeks and will be
presented by treatment received at baseline. For the overall treatment period, the compliance will
be calculated for the following three groups: bimekizumab 160mg and 160mg with loading dose,
bimekizumab 320mg, and all bimekizumab. Treatment compliance for the bimekizumab 160mg
and 160mg with loading dose group will be calculated for the time the subject regeives 160mg or
160mg with loading dose, eg for a subject who switches from Placebo or bimgktzumab 16mg to
bimekizumab 160mg at Week 12, the compliance will only be calculated for‘the time the subject
receives bimekizumab 160mg. The same approach will be done for bimekizumab 320mg. The all
bimekizumab group will consist of all the doses of bimekizumab including bimekizumab 16mg,
and will only exclude the time subjects receive Placebo.

A by-subject listing of treatment compliance will be provided, presenting. percent compliance
and numbers of expected and received doses for the Double=Blind Period and for treatment with
any dose of bimekizumab.

8 EFFICACY ANALYSES
8.1 Statistical analysis of the primary efficacy variable
8.1.1 Derivations of primary ACR score and response

ACR20/50/70 response represents at least 20%, 50%, or 70% respective improvement from
Baseline for each of the following:

e TJC (based on 78 joints)
e SJC (based on 76 joints)
e Atleast 3 of the 5 remraining core set measures
— Disease activity as assessed by PGADA
— Diseaseactivity as assessed by PhnGADA
— Painas assessed by PtAAP
— »{Physical function as assessed by the HAQ-DI
= Acute phase response as assessed by the hs-CRP

For all non-missed visits, if any of the component scores are missing, then those scores will be
considered as not having met the criteria for improvement for the respective component. For
component scores with a Baseline value of 0, the percentage improvement is not calculable and
is treated as missing. However, if ACR20, ACR50, or ACR70 response is used as the primary
endpoint in a study, consideration should be given to requiring a value >0 for each of the
component endpoints in order to enter the study. For component scores with a Baseline value >0
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and a post-Baseline value of 0, percentage improvement will be calculated as for any other non-
missing data.

Missing items for TJC, SJC, and HAQ-DI will be handled as described in Section 8.1.1.1 and
Section 8.1.1.5.

8.1.1.1 Tender joint count (TJC) and swollen joint count (SJC)
8.1.1.1.1 78/76 joint evaluation for ACR response

The Principal Investigator, another delegated physician, or an appropriately qualified medical
professional (based on local requirements) who has had documented training on how to pérform
these assessments correctly assesses the following joints for tenderness: the distal
interphalangeal, proximal interphalangeal and metacarpophalangeal joints of the hands, and
metatarsophalangeal joints of the feet, the carpometacarpal and wrist joints (counted separately),
the elbows, shoulders, acromioclavicular, sternoclavicular, hip, knee, talo-tibial, and
midtarsaljoints. All of these except for the hips are assessed for swelling.

Artificial and ankylosed joints, as well as missing joints (ie, amputated-joints), are excluded from
both tenderness and swelling assessments.

One dactylitic digit is to be counted as 1 swollen joint (instead of counting as 3 in the finger or 2
in the toe).

Table 8—1 summarizes the swelling and tenderness‘grading criteria.

Table 8-1: Swelling and tenderness<grading

The tender joint counts(TJC) and swollen joint counts (SJC) are weighted joint counts. If there
are missing observattons in the tender or swollen joint assessments, then the remaining
observations willdbe assessed and weighted by the number of the assessed joints (AJ):

S]C=n*§n:5]/zn:z4] )
i=1 i=1
T]Czn*;T]/;A] (10)

where n is the number of total joints. If a joint is missing at Baseline, then that joint is set to
missing throughout the study. If more than 50% of the tender joint assessments or 50% of the
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swollen joint assessments are missing at the time of a given assessment, then no imputation will
be done and the total TJC or SJC will be set to missing for that visit.

Injected joints will be counted as swollen and tender from the date of injection up to 52 weeks
after injection, ie, swelling and tenderness grading is 1.

8.1.1.1.2 28 joint evaluation for determination of DAS28(CRP)
The following 28 joints will be used for calculation of the DAS28(CRP).

e Upper extremity (26)-bilateral shoulders, elbows, wrists (includes radiocarpal, and carpaland
carpometacarpal bones considered as a single unit), MCP I, II, III, IV, and V, thumb
interphalangeals (IP), PIP II, III, IV, and V

e Lower extremity (2)-knees

Injected joints will be counted as swollen and tender from the date of injectiomtip to 52 weeks
after injection, ie, swelling and tenderness grading is 1.

8.1.1.2 Patient’s Global Assessment of Disease Activity (PGADA)

Subjects will score their Global Assessment of Disease Activity using a visual analog scale
(VAS) where 0 is “very good, no symptoms” and 100 is “very poor, severe symptoms”. The
subject should be asked to consider both joint and skinicomponents in their response to this
question.

8.1.1.3 Physician’s Global Assessment of Disease Activity (PhGADA)

The Investigator will assess the overall status of the subject with respect to their PsA signs and
symptoms and functional capacity (consid€ring both joint and skin components) using a
numerical rating scale (NRS) where 0,15 ““very good, asymptomatic and no limitation of normal
activities” and 100 is “very poor, very severe symptoms which are intolerable and inability to
carry out all normal activities”.

8.1.1.4 Patient’s Assessment of Arthritis Pain (PtAAP)

The PtAAP VAS is part of the ACR core set of measures in arthritis (Felson et al, 1993).
Subjects will assess their arthritis pain using a VAS where 0 is “no pain” and 100 is “most severe
pain”.

8.1.1.5 Health Assessment Questionnaire-Disability Index (HAQ-DI) score

The HAQ-DI contains 20 items divided into 8 domains that measure: dressing and grooming (2
items), arising (2 items), eating (3 items), walking (2 items), hygiene (3 items), reach (2 items),
grip (3 items), and common daily activities (3 items). The questionnaire is available in the
Appendix Section 12.5. Subjects are required to indicate the degree of difficulty they have
experienced in each domain in the past week on a 4-point scale that ranges from 0 (without
difficulty) to 3 (unable to do). The highest score in each category is then summed (0 to 24) and
divided by the number of categories scored to give a score that ranges from 0 to 3.

Any individual score of less than 2 is adjusted to 2 if the activity requires assistance from another
individual or the use of an assistive device. If the category score is already a 2, and a device
related to that category is used, or help from another person is provided for the category, the
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score for that category remains 2. The following list details how each aid and device is
associated with the category scores (Table 8-2):

Table 8-2: Aid or Device associated with HAQ-DI domain

If all questions within a given category are unanswered, qo score will be provided for that
category (this rule applies even if aids and devices ar¢-non-missing). The HAQ-DI will be
calculated by dividing the sum of the categofy‘scores by the number of categories with at least 1
question answered. If fewer than 6 categories have responses, no disability score will be
calculated. A lower HAQ disability score’indicates an improvement in function.

8.1.1.6 Body surface area (BSA)-Psoriaris
The BSA palm method will be used for the evaluation of BSA affected by psoriasis as follows:

The subject’s hand, including theé“palm, fingers and thumb, is used as the reference point for
measuring how much of their.skin is affected by psoriasis, representing roughly 1% of the body’s
surface.

e Subject’s palm=1%

e Head and neck=10% (10 palms)

e Upper extremities=20 % (20 palms)

e  Trunk=30% (30 palms)

o LoWer extremities=40 % (40 palms)

Total BSA=100%.

8.1.2 Primary analysis of the primary efficacy variable

The primary efficacy variable (ACR50 at Week 12) will be analyzed for all subjects in the FAS.

The dose-response relationship between treatment and ACRS50 response will be assessed with an
ordered categorical analysis using a nonparametric correlation statistic of Mantel and Haenszel
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(Mantel and Haenszel, 1959) and modified ridit scores (Bross, 1958) with the corresponding p-
value.

The analysis will include geographic region and prior TNF inhibitor exposure as stratification
factors. Prior TNF inhibitor exposure will be used as a stratification factor as it may have an
impact on efficacy. The use of geographic region as a stratification factor is intended to combine
study centers in similar geographic regions. The geographic regions are defined in Section 3.8.
The correlation between dose and ACRS50 response will be evaluated at a two-sided significance
level of 0=0.05. This evaluation of dose-response will constitute the primary efficacy analysis:

Bimekizumab 160mg with loading dose will be excluded from the dose-response analysis;* A
table will present the responder rates for placebo, BKZ 16mg, BKZ 160mg, BKZ 320mg, and the
correlation statistic of Mantel and Haenszel (ridit score) with the corresponding p-value.

NRI will be used to account for missing data in the primary analysis. That is, sibjects with a
missing ACR score at Week 12 or who discontinued study treatment prior teithe Week 12 visit
will be considered non-responders for the primary analysis.

8.1.3 Secondary analyses of the primary efficacy variable

As the secondary analysis for the primary efficacy variable, a logistic regression model will be
used to assess the effect of each individual dose versus, placebe-on ACR50 response. The model
will include fixed effects for treatment, geographic reégion,,and prior TNF inhibitor exposure
(yes/no). To avoid the problem of the so-called monotone likelihood resulting in infinite large
confidence intervals (eg, if one of the cell counts)in the 2x2 table is equal to zero), a penalized
maximum likelihood approach based on the‘modified score procedure of Firth (eg, Heinze and
Schemper, 2002) will be used in the logisti¢ models. If the logistic regression model is unable to
converge, then geographic region maybe dropped from the model to facilitate convergence. If
the logistic regression model is unable ta-converge after dropping the geographic region, then
prior TNF inhibitor exposure may be dropped as well. Comparisons will be made for each dose
versus placebo at a 2-sided significance level of a=0.05. For each dose, the odds ratio versus
placebo, the 95% CI, and the corresponding p-value will be calculated. In addition, a comparison
will be made for the bimekizuiab 320mg loading dose followed by bimekizumab 160mg Q4W
versus bimekizumab 160mgQ4W using the same logistic model described above.

The pairwise comparisens of bimekizumab versus placebo will be formally evaluated for
statistical significanee only if the primary dose response efficacy analysis is statistically
significant. Oncedhe dose response has been established, pairwise testing of each bimekizumab
dose versus placebo will account for multiplicity by using a fixed sequence testing procedure
with each bimekizumab dose being tested sequentially from the highest dose to the lowest dose.
If the dose-response relationship fails to reach significance at a significance level of a=0.05, then
the further pairwise comparisons are seen as non-significant.

Avtable will present the responder rates for placebo, BKZ 16mg, BKZ 160mg w/ LD, BKZ
160mg, BKZ 320mg, and for each dose the odds ratios (differences to placebo), 95% Cls, and
corresponding p-values from the logistic regression.

NRI will be used to account for missing data in the primary analysis. That is, subjects with a
missing ACR score at Week 12 or who discontinued study treatment prior to the Week 12 visit
will be considered non-responders for the primary analysis.
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8.1.4 Supportive analyses of the primary efficacy variable
The following supportive analyses are planned:

1. The primary dose response analysis and pairwise comparisons will be repeated for all
subjects in the PPS to evaluate the effect of important protocol deviations on the analysis.

2. The primary dose response analysis and pairwise comparisons will be repeated for all
subjects in the RS to evaluate the consistency of the FAS with the ITT principle. Subjects
with no valid measurement of the primary efficacy variable at Baseline will be included as
non-responders. NRI will be used to account for missing data.

3. The change from Baseline in all ACR components (ie, TJC, SIC, PGADA, PhGABA,
PtAAP, HAQ-Di, and hs-CRP) will be analyzed using the ANCOV A with treatment group,
geographic region, and prior TNF inhibitor exposure as fixed effects and the Baseline values
as covariate. MI will be used for missing data (Section 4.2.1).

For the supportive analysis number 1 and 2 two tables will be displayed. @ne table will present
the responder rates for placebo, BKZ 16mg, BKZ 160mg w/ LD, BKZ:160mg, BKZ 320mg, and
the correlation statistic of Mantel and Haenszel (ridit score) with the.corresponding p-value. The
other table will present the responder rates, and for each dose the'odds ratios (differences to
placebo), 95% CIs, and corresponding p-values from the logisti¢ regression.

For the supportive analysis number 3 tables will presént the least-square means and standard
error for placebo and bimekizumab dose for the ANCOV A models. For the pairwise comparison
between placebo and bimekizumab dose the J€ast-square means, standard error, corresponding p-
values, and 95% confidence intervals for the,contrasts will be provided.

8.1.5 Sensitivity analyses of the primary efficacy variable

Two sensitivity analyses will be performed for the primary dose response analysis and for the
supportive analysis number 3:

1. This analysis evaluates the effectiveness of the treatment (de facto hypothesis) and will be
based on the ordered categorical analysis to evaluate dose-response as specified in the
primary analysis. In an attempt to prevent missing data during the study, efforts will be made
to collect data from subjects that withdraw early from the study. An analysis will be
performed in whiclvall available data at Week 12 will be considered. In this case, subjects
will be analyzed according to their randomized treatment, even if they discontinued prior to
Week 12 and'were no longer on the randomized study treatment when the assessment was
performed; at Week 12. If Week 12 data for the ACRS50 response are not collected, the subject
will b&assumed to be a non-responder. It should be noted that this measures something
différent from the primary analysis and could be confounded by placebo subjects who
withdraw and are subsequently on another active medication at the time of the Week 12
assessment.

2. An additional sensitivity analysis will be based on observed data only for subjects who are
still on the initially randomized treatment at Week 12. Subjects with missing data or who
have prematurely discontinued study treatment will be excluded from the analysis. The same
procedure described for the primary efficacy analysis of dose response will be used.
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The following sensitivity analyses will be performed for the supportive analysis for the primary
efficacy variable (pairwise comparison analysis of the primary efficacy variable) in order to
assess the missing data assumptions:

1. Missing data will be imputed using MI. In MI, the missing value is replaced by a set of
plausible values, where each value is a Bayesian draw from the conditional distribution of the
missing data given the observed data. Intermittent missing data will be imputed using the
MCMC method, followed by monotone regression for monotone missing data to evaluate the
effect of the method for handling missing data on the analysis. The ACR components will'be
imputed individually and then the ACR response will be calculated using the complete
datasets. The multiply imputed data sets will be analyzed using a logistic regression-model
with fixed effects fixed effects for treatment, geographic region, and prior TNF ifihibitor
exposure. Finally, the results will be combined into a single inference using Rtibin’s rule
(Carpenter and Kenward, 2013). This procedure assumes a MAR pattern oftmissingness and
corresponds to an estimand of what has been called the difference in outéome improvement if
all subjects tolerated or adhered to treatment (Mallinckrodt et al, 2012). More details are
available in Section 4.2.1.

2. The logistic regression model will be applied where all available data at Week 12 will be
considered, as described in sensitivity analysis (1) for the ptimary efficacy variable.

3. The logistic regression model will be applied whete only observed data for subjects still on
the initially randomized treatment at Week 12:will be considered, as described in sensitivity
analysis (2) for the primary efficacy variable.

The same tables as used for the primary and secondary efficacy analysis for the primary efficacy
variable and for the supportive analysis@umber 3 with the different imputation analysis will be
presented.

8.2 Statistical analysis-of the secondary efficacy variables
The secondary efficacy variables will be analyzed for all subjects in the FAS.

All categorical variables (ie, ACR20/70 response and PASI75/90 response) will be analyzed for
treatment effects using pairtWise comparisons using the same logistic model as described in the
secondary analysis of the-primary variable (Section 8.1.3).

The responder ratesfor placebo, BKZ 16mg, BKZ 160mg w/ LD, BKZ 160mg, BKZ 320mg,
and for each dose’the odds ratios (differences to placebo), 95% Cls, and corresponding p-values
from the logisti¢ regression will be provided.

The categorical efficacy variables will be analyzed using observed cases as treated and imputed
with NRI.

8.2.1 Derivation of Psoriasis Area and Severity Index (PASI), PASI75,
PASI90, and PASI100

PASI will be assessed in all subjects with Baseline BSA affected by psoriasis >3% determined
by the method described in Section 8.1.1.6 (ie, the BSA palm method).

The PASI is the most commonly used and validated assessment for grading the severity of
psoriasis in clinical studies (Feldman, 2004). The PASI quantifies the severity and extent of the
disease and weighs these with the percentage of BSA involvement.
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Table 8-3: Body areas for calculation of percent BSA for PASI

Body area Details of area BSA Degree of involvement
of body area®
Head Face, back of head 10% 0to 6
Upper limbs Left, right, upper lower, flexor 20% Oto 6
surface, extensor surface
Trunk Front, back, groin 30% 0to 6
Lower limbs Left, right, upper lower, flexor 40% 0to6
surface, extensor surface, including
buttocks
Total 100%

BSA=body surface area; PASI=Psoriasis Area and Severity Index

2 Where O=none; 1=1% to <10% affected, 2=10% to <30% affected, 3=30% to <50% affected, 4=50% to <70%
affected, 5=70% to <90% affected, 6=90% to 100% affected

The body is divided into 4 sections (head (h) (10% of a person's'skin); arms (a) (20%); trunk (t)
(30%); legs (1) (40%), Table 8-3). Each of these sections iseored by itself, and then the 4 scores
are combined into the final PASI. For each section,-the percent of area of skin affected (A), is
estimated and then transformed into a grade from 0 te}6:

e 0% of involved area, grade: 0

e <10% of involved area, grade: 1

e 10-29% of involved area, grade: 2
e 30-49% of involved area, grade:3
e 50-69% of involved area, grade: 4
e 70-89% of involved area, grade: 5
e 90-100% of involvedarea, grade: 6

Within each body area, the severity is estimated by three clinical signs: redness (R), thickness
(T), and scaliness(S) (each on a 5-point scale): O=none, 1=slight, 2=moderate, 3=marked, and
4=very marked. The PASI is a measure of the average redness, thickness, and scaliness of the
psoriatic skin lesions, multiplied by the involved psoriasis area score of the respective section,
and weighted by the percentage person’s skin for the respective section:

PASI = 0.1+« Ah«* (Rh+ Th+ Sh) + 0.2 * Au * (Ru+ Tu + Su) + 0.3 * At (11
* (Rt + Tt +St) + 0.4« Al (RL+TL+ SI)

where

Rh, Ru, Rt, and Rl is the redness score of plaques on the head, upper limbs, trunk, and lower
limbs;
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Th, Tu, Tt, and Tl is the thickness score of plaques on the head, upper limbs, trunk, and lower
limbs;

Sh, Su, St, and Sl is the scaliness score of plaques on the head, upper limbs, trunk, and lower
limbs;

Ah, Au, At, and Al is the degree of involvement for the head, upper limbs, trunk, and lower
limbs.

The PASI score ranges from 0 to 72 with a higher score indicating increased disease severity,

In case up to 2 severity measurements are missing for a certain region, the average of the
remaining will be utilized to substitute the missing(s). If the area of affected skin and/erall
severity measurements for up to 2 body areas are missing, missing (R+T+S) x A for;a body area
will be substituted by the average of the available (R+T+S) x A. Otherwise the PASI will be set
to missing.

The PASIS0, PASI75, PASI90, and PASI100 responses are based on at least 50%, 75%, 90%,
and 100% improvement from Baseline in the PASI score.

8.3 Analysis of other efficacy variables

All other efficacy variables will be analyzed for all subjects ifnnithe FAS, DBRS, ESS, cDBRS,
cESS, and DBS.

All binary variables will be summarized using fréquency tables by each visit. All continuous
variables will be summarized using descriptive statistics by each visit.

The Hospital Anxiety and Depression Scale{HADS) will be analyzed separately for HADS-A
and HADS-D. The summary statisticsfor HADS-A and HADS-D will be presented in two
different tables.

Subgroup of subjects will be used forthe analyses of mNAPSI, MASES, and LDI. The MASES
will be analyzed for subjects with enthesitis at Baseline (MASES > 0). The LDI will be
summarized for subjects with dactylitis at Baseline (LDI > 0) and the mNAPSI will be analyzed
on a subgroup of subjects with hail disease at Baseline (mNAPSI > 0).

CDF plots of PSAID-9 change from Baseline to Week 12 and from Week 12 to Week 48 by
treatment group will b&’presented as well as a frequency table with number of subjects with
PSAID-9 <3.

Times series plots will be provided for the response rate for the primary and secondary efficacy
variables. The plots will show the weekly response rate over the first 12 weeks.

Time toonset of ACR20/50 response will be estimated and presented using the Kaplan-Meier
produet-limit method for each treatment. Time to a given response will be defined as the length
intweeks from Baseline until the first date when the response is achieved. Following derivation
will be used: Days from Baseline until the first date divided by 7. There will be no rounding for
the Kaplan Meier estimates. Subjects who discontinue study prior to achieving a response will be
censored at the date of study discontinuation. Subjects who reach the Week 12 visit without
achieving a response will be censored at the date of the Week 12 visit. Missing response data
will be imputed with NRI.
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The median time to response including the two-sided 95% CI will be calculated for each
treatment. Between groups differences (each bimekizumab dose versus placebo) will be analyzed
using a log-rank test stratified by geographic region and prior TNF inhibitor exposure. Missing
response data will be imputed with NRI.

Summary tables will be presented for the time to onset of ACR20 response and ACR50 response
including following information: number of subjects achieving ACR20/ACRS50 response,
number of subjects censored, descriptive statistics (minimum, 25th percentile, median, 75th
percentile, maximum) for the Kaplan-Meier estimates including the p-value (difference to
placebo). Additional Kaplan-Meier Plots will be provided.

All other efficacy variables will be analyzed using observed cases as treated and imputed with
NRI for binary variables and multiple imputation for categorical/continuous variables.

Subjects in the ESS who discontinue with bimekizumab treatment during the Dese-Blind Period
will be treated as missing and categorical/continuous variables will be imputed.

In order to assess the potential bias of the potentially unblinded subjects’based on data, the
results of the final analysis will be utilized. Results of the ACR50 andPASI90 response of the
rerandomized 320mg and 160mg treatment group at Week 48 willlbe compared to the potentially
unblinded, randomized 320mg and 160mg treatment groups. If-the percentage of ACR50 and
PASI90 responders is comparable as assessed by overlapping95% confidence intervals, the
potential bias is estimated to be at minimum.

8.3.1 Minimal disease activity (MDA)

MDA is a state of disease activity deemed & usefil target of treatment by both the patient and
physician, given current treatment possibilities’and limitations. Criteria shown in Table 8—4
covering all of the domains of the disgase hayve been developed to determine whether or not
patient has reached MDA based on keyutcome measures in PsA. A subject is considered as
having MDA if 5 or more of the follgWwing 7 criteria in Table 84 are fulfilled:

Table 8-4: MDA criteria innPsA

A subject is classified as in MDA when they meet 5 of 7 of the following criteria:

TJIC<1

SJC<I

PASI <1 or BSA<3

PtAAP <15

PGADA <20

HAQ-DI <0.5

Tender enthesial points <1

BSA=body surface area; HAQ=Health Assessment Questionnaire; MDA=minimal disease activity; PASI=Psoriasis
Area and Severity Index; PGADA=Patient’s Global Assessment of Disease Activity; PtAAP=Patient’s Assessment
of Arthritis Pain; SIC=swollen joint count; TIC=tender joint count
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Following rule will be applied for subjects with BSA < 3 at Baseline due to missing post-
Baseline measurements for BASI and PASI: Subjects with BSA < 3 will always meet the criteria
PASI<1 or BSA <3.

The MASES items will be used to check whether a subject has less or equal one tender enthesial
point.

8.3.1.1 Modified MDA

Subjects are classified as in modified MDA when they meet the criteria PASI <1 or BSA <3
and 4 of the following criteria: TJC <1, SJIC < 1, PtAAP < 15, PGADA <20, HAQ-DI < 0.5'or
tender enthesial points < 1. The difference between the MDA and the modified MDA is that the
PASI/BSA criteria is a mandatory criteria.

8.3.2 Disease Activity Score-28 joint count C-reactive protein
(DAS28[CRP])

The components for DAS28(CRP) include the TJC and SJC based on 28 joints, hs-CRP (mg/L),
and the PGADA (mm). DAS28(CRP) is calculated as follows:

DAS28(CRP) = 0.56 * \/TJC + 0.28 = \/S]C + 0.014xPGADA + 0.36 (12)
* In(hsCRP + 1) + 0.96

The hs-CRP values below the limit of quantification'should be set to half the limit of

quantification for the calculations. The limit ofquantification for hs-CRP is 0.16 mg/L.

8.3.3 Bath Ankylosing SpondylitisDisease Activity Index (BASDAI)

The BASDALI is the most commonly used institument to measure the disease activity of
ankylosing spondylitis. The BASDATY s acvalidated self-reported instrument which consists of 6
NRSs, each with 10 units to measure the’severity of the 5 major symptoms: fatigue, spinal pain,
peripheral joint pain and swelling, enthesitis, and morning stiffness (both severity and duration)
over the last week. The BASDAI'questionnaire is available in the Appendix Section 12.6. To
give each symptom equal weighting, the average of the 2 scores relating to morning stiffness is
taken. The resulting 0 to 50:sum score is divided by 5 to give a final BASDAI score between 0
and 10, with lower score§iindicating lower disease activity.

The BASDALI is caleulated as follows:

Q1+Q2+Q3+Q4+(M) (13)

BASDAI =
5

where®Q1 — Q6 are the six question from the BASDAI questionnaire.

I£1 of the 2 morning stiffness measurements (ie, questions: || NG
I < I
I ) is missing, the other one will be used for the

morning stiffness calculation.
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If 1 major symptom of the BASDAI is missing, the sum score of the remaining symptoms will be
divided by the number of symptoms assessed. If more than 1 major symptom is missing, the sum
score will be set to missing.

8.34 Modified Nail Psoriasis Severity Index (mNAPSI)

Subjects with psoriatic nail disease will have a target nail selected at the Baseline visit for
evaluation using the mNAPSI. The nail selected should be the most affected nail observed at
Baseline and should be the only one assessed throughout the study. The target nail will be scored
(0 to 3) for onycholysis/oil drop dyschromia, nail plate crumbling, and pitting and will be sgored
(0 for “no” or 1 for “yes”) for leukonychia, nail bed hyperkeratosis, splinter haemorrhages-and
red spots in the lunula. The score for an individual nail ranges from 0 to 13 with higherscores
indicative of more severe nail disease. Subjects with nail disease at Baseline are defined as those
with a mNAPSI score >0 at Baseline.

If 1 or 2 response items scored on the 0 to 1 scale are missing, the missing résponse(s) will be
imputed by the average of the available responses. Otherwise, the total mNAPSI score will be set
to missing.

8.3.5 Maastricht Ankylosing Spondylitis Enthesjtis (MASES) Index

The MASES Index comprises 13 items (bilateral costochondral’1, costochondral 7, anterior
superior iliac spine, posterior iliac spine, iliac crest and prokimal insertion of the achilles tendon
sites, and the fifth lumbar vertebral body spinous precess) (Heuft-Dorenbosch et al, 2003) each
scored as 0 = yes or 1 =no and then summed fena pessible score of 0 to 13, with higher scores
indicating worse enthesitis. The questionnaife 1s ayvailable in Section 12.7.

If 7 or more items are available, MASES Wwill.be imputed by dividing the sum score with the
number of assessments and multiplyingthexesult with 13. If less than 7 times are available,
MASES will be treated as missing.

Presence of enthesitis at Baseline should be defined as a Baseline MASES score >0.
8.3.6 Leeds Dactylitis'Index (LDI)

Dactylitis, the swelling of an-entire digit related to articular and periarticular inflammation, is a
characteristic of inflammatory spondyloarthropathies, including PsA. Presence of dactylitis will
be assessed using the EDI basic which evaluates for a >10% difference in the circumference of
the digit compared-to the opposite digit (Healy and Helliwell, 2007; Helliwell et al, 2005). The
percent difference’between circumferences will be multiplied by a tenderness score (0 for non-
tender, 1 for tender). The digits involved and the matching contralateral digit will also be
recorded at the same visits. The results from each digit with dactylitis will then be summed to
produce:a final score.

The.following is a table of normative values, which will be used to provide the comparison, if
tatching digits are thought to be involved (Table 8-5).

Table 8-5: Normative values for LDI

Digit Men Women

Hand Thumb 70 58

Confidential Page 57 of 183




UCB 07 Sep 2018
Statistical Analysis Plan Bimekizumab PA0008

Table 8-5: Normative values for LDI

Digit Men Women
Index 63 54
Middle 63 54
Ring 59 50
Little 52 44

Foot Great toe 82 72
Second 52 46
Middle 50 44
Fourth 50 44
Little 52 45

The following rules will be applied for the LDI calculation in case of unclear data. If both digits
of a given pair are recorded as affected, then each digit will be compared to the normative value.
If both comparisons result in a difference greater than 10%, then both digits will contribute to the
LDI score. If the circumference of the affected digit 48 smaller than the unaffected digit, then the
LDI will be calculated by comparing the smaller digit te{the normative value. If a digit is
recorded as affected and the circumference of the contralateral digit is missing, the normative
value will be used for comparison with the affected digit.

If the LDI CRF page is left empty at Baseline, it will be assumed that no digits were affected. At
post-Baseline visits, when LDI cannat-be détermined, last observation carried forward (LOCF)
imputation should be applied.

8.3.7 Psoriatic ArthritisImpact of Disease-9 (PsAID-9)

The PsAID-9 is a patient-reportéd’ outcome measure for assessing the impact of PsA in 9
physical and psychological domains, including pain, fatigue, skin problems, work and/or leisure
activities, functional capaéity, discomfort, sleep disturbance, coping, and
anxiety/fear/uncertainty:”The questionnaire is available in the Appendix Section 12.8.

Each domain is asgessed with a single question using a 0 to 10 NRS. Each domain score is
multiplied by a.weighting factor and the results are then summed to provide the total score.

PsSAID = Pain * 0.174 + Fatigue * 0.131 + Skin * 0.121
+ Work and/or Leisure Activities * 0.110 + Function (14)
* 0.107 + Discomfort * 0.098 + Sleep * 0.089 + Coping
* 0.087 + Anxiety * 0.085

The total score ranges from 0 to 10, with higher scores indicating a worse status. A score below 4

out of 10 is considered a patient-acceptable status. A change of 3 or more points is considered
relevant absolute change.
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If one of the 9 domains is missing, the missing value is imputed using the mean value of the 8
other (non-missing) domains. The imputed value will be used to calculate the PsAID with the
formula above. If 2 or more of the domains are missing, the PSAID will be treated as missing.

8.3.8 Psoriatic Arthritis Quality of Life (PsAQoL)

The use of the PSAQoL is recommended by the health regulatory authorities as one of the disease
specific Health-Related Quality of Life (HRQoL) measures in PsA (CHMP/EWP/438/04). The
questionnaire is available in Section 12.9. The PsAQoL comprises 20 items (0 for “not true” orzl
for “true”) so that the score ranges from 0 to 20 with higher scores indicating worse HRQolL:

If 6 or less item responses are missing, the missing responses will be imputed with the mean of
available responses to calculate a total score. If more than 6 items responses are missing, the total
score will be left missing.

8.3.9 Short Form — 36 Items Health Survey

The SF-36 measures the following 8 health domains as rated by the subjects over the past four
weeks: Physical Functioning, role Physical, Bodily Pain, General Health;, Vitality, Social
Functioning, Role Emotional, and Mental Health. The questionnaire.is available in Section 12.10
and the classification of the questionnaire items to the health domains is shown in Section 12.11.

The SF-36 PCS and MCS are used to measure the two.broadicomponents, or aspects, of health:
physical and mental. PCS and MCS are based on the aggrégate of 8 health concepts described
above and all of the eight health domain scales are-usedto score both components summary
measures.

One additional item asks respondents abouyt-health change over the past year.

The SF-36 will be calculated using QuahtyMetric’s Health Outcomes™ Scoring Software 4.5.
The software uses updates 2009 U.S. population norms and applies a Full Missing Score
Estimation method as follows:

e A health domain score (except the physical functioning domain) will be estimated provided
that at least one non-missing response is available within that domain.

e For the physical functioning domain item response theory will be used to develop a model
for estimates of the-missing score.

e Regression methods are then applied to estimate the PCS and the MCS on the basis of the
available donfains.

8.3.10 Hospital Anxiety and Depression Scale (HADS)

The HADS was chosen for its well-established psychometric properties and its use in clinical
reseateh on biological therapy in subjects with chronic plaque psoriasis (Langley et al, 2010;
Dauden et al, 2009). The HADS scores for anxiety and for depression range from 0 to 21 with
higher scores indicating worse state. A score below 8 is considered to be normal whereas a score
of 15 and above is considered severe (Snaith and Zigmond, 1994).
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8.3.11 C-reactive protein (CRP) and high-sensitivity C-reactive protein
(CRP)

Blood will be collected for measurement of CRP and hs-CRP. CRP and hs-CRP are indicators
for inflammation and are measured in the blood. Hs-CRP is a component of composite efficacy
variables, and in addition is also summarized and analyzed as individual variables. For hs-CRP
the summary statistics should contain n, geometric mean, geometric CV, median, first and third
quartile (Q1 and Q3), minimum, and maximum, where the geometric CV (%) is calculated using;

CV =+ eSPh — 1 (15)

with SDi, — the standard deviation of the In-transformed hs-CRP values.
For descriptive statistics, the observed values and ratio to Baseline values will bedisplayed.

hs-CRP and CRP values below the limit of quantification should be set to should be set to half
the limit of quantification for the calculations. The limit of quantification for hs-CRP is 0.16
mg/L and 0.4 mg/dL = 4.00 mg/L for CRP.

8.4 Subgroup analysis

Subgroup analyses will be performed on the primary and secondary efficacy variables. The
variables for subgroup analyses are defined in Sectigu 4.8«

Subjects will be counted to have a positive treatment-emergent AbAD status in case the first
ADbAD positivity occurred up to Visit 7 (Weekd?2). The definition of first AbAb occurrence is
described in Section 9.2.

The derivation of time since first diagnosis of’PsA is described in Section 6.2.

All subgroup analyses are based on imputed data and will be summarized using descriptive
statistics only.

9 PHARMACOKINETICS AND PHARMACODYNAMICS
9.1 Pharmacokinetics

Bimekizumab plasma concentrations will be summarized for each treatment at each scheduled
visit using the PK-PPS; and using a subset of the DBS which includes subjects that belong to
both analysis sets,the DBS and the PK-PPS.

If bimekizumab’'plasma concentration measurements are deemed to be below the level of
quantification (BLQ), then for calculation of the derived statistics this sample result will be set to
half the dower limit of quantification (LLOQ). The subjects with at least 1 result that is defined as
BLQ-will also be listed within the respective analysis table. Descriptive statistics will be
calculated if at least 2/3 of the values are above the LLOQ. If this is not the case, only median,
minimum, and maximum will be presented.

In addition geometric mean bimekizumab plasma concentration time curves will be plotted by
treatment group.

The bimekizumab concentrations will also be listed.
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9.2 Pharmacodynamics and Immunogenicity

The biomarker data will be separated between LGC assays, mulitplex proinflammatory cytokine
and chemokine analysis, flow cytometry - TBNK panel, and flow cytometry -
Th1/Th2/Th17/Th22 panel. Biomarker variables will be summarized and listed for each
treatment at each scheduled visit using the PD-PPS, and using a subset of the DBS which
includes subjects that belong to both analysis sets, the DBS and the PK-PPS.

In addition to the PD variables, whole blood will be stored to isolate deoxyribonucleic acid
which may be used to examine genetic and epigenetic changes. The blood samples for genetié
and epigenetic, and genomic, proteomic/metabolomics will not be analyzed in the interinbor
final analysis. Variables will be analyzed in a separate analysis as ad-hoc analysis.

The AbAD status will be determined for each visit where samples are taken for drug
concentration measures. A cut point will be determined by the bioanalytical laberatory and will
be used to determine the AbAb status as “above the cut point” (ACP) or “below the cut point”
(BCP). For any AbAb levels that are ACP, a further confirmatory assay.will be performed, the
results of which will be determined as either “confirmed positive” (CB) or “not confirmed
positive” (NCP). For samples that are CP, a further titre assay will-be performed and the AbAb
titre will be reported.

At each visit:

e Samples that are either BCP or ACP and NCR are defined as AbAb-
e Samples that are ACP and CP are defined‘ds”AbAb+

In addition, overall AbAb status should bg-determined:

e Subject AbAD positivity is defined-as haying with AbAb+ at any time in the treatment
period. This does not include Baseline/pre-treatment

e Subject AbADb negativity is defined with AbAb- at any time in the treatment period. This
does also include AbAb+ at Baseline/pre-treatment

o If'there is AbAb+ at Baseline/pre-treatment and there is a 4-fold increase in titre at least at
one visit during the tréatment period, then the subject has also an overall AbAb positivity
status.

The visit of the first occurrence of AbADb positivity is defined as the visit when a subject is
AbAb+ for the first time during treatment period excluding Baseline/pre-treatment. If there is
AbAb+ at BdSeline/pre-treatment and there is a 4-fold increase in titre at least at one visit during
the treatment period, then the subject’s first occurrence visit is the Baseline Visit.

The npmber and percentage of subjects with AbAD levels above the specified cut point will be
sumymarized.

In addition, the time point of the first occurrence of AbAD positivity during the Double-Blind
Period, and the entire treatment period (excluding Baseline and pre-treatment) will be
summarized for each treatment group.
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All individual subject-level AbAD results will be listed including the screening assay,
confirmatory assay, and titres if applicable. Note, that titre results will only be available, if the
confirmatory assay is positive.

Immunogenicity data will be summarized and listed using the PK-PPS analysis set.

10 SAFETY ANALYSES

All safety summaries and listings will be performed using all subjects in the SS.
10.1 Extent of exposure

The duration of exposure and time at risk will be summarized for the Double-Blind Peripd and
the entire treatment period. For the entire treatment period the duration of exposure-and time at
risk will be calculated for bimekizumab 160mg and 160mg with loading dose, bimekizumab
320mg, and all bimekizumab. The calculation of exposure duration and time at'risk for the all
bimekizumab group is different from that of the other two groups. For all bimnekizumab the
duration of exposure and time at risk will include the time a subject received any dose of
bimekizumab (including 16mg) while for the other two treatment groups only the time a subject
received 160mg, 160mg with loading dose, or 320mg will be included into the calculation.

Duration of exposure Double-Blind Period

The duration of exposure (in days) during the Doubl€*BlindPeriod will be calculated as:

Duration of exposure
= Date of last injection {double — blind period) (16)
— Date of first injection (double — blind period) + 28

28 days refer to one half-life of bimeKizumab.

Note: If the date of last injection (Double-Blind Period) + 28 extends to a date beyond the date of
first injection (Dose-Blind Period)sthen this calculation reverts to

Duration of exposure
= Date of first injection (dose — blind period) (17)
< Date of first injection (double — blind period) + 1

For subjects who die during the Double-Blind Period, then this calculation reverts to:

Dupation of exposure
= Date of death — Date of first injection (double (18)
— blind Period) + 1

Duration of exposure entire treatment period

For subjects who do not switch study treatments, who receive bimekizumab 160mg with loading
dose at Baseline, or who receive bimekizumab 16mg and will be summarized under all
bimekizumab group:
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Duration of exposure (19)
= Date of last injection — Date of first injection + 28
Note: If the date of last injection +28 extends to a date beyond the final visit date (not including
SFU), then this calculation reverts to:

Duration of exposure
= Date of last visit (not including SFU) (20)
— Date of first injection + 1

For subjects who die, then this calculation reverts to:
Duration of exposure = Date of death — Date of first injection'1  (21)

For subjects who receive Placebo or bimekizumab 16mg in the Double-Blind Period and will be
summarized under their Dose-Blind treatment in the overall table grouptbimekizumab 160mg or
320mg, or subjects who received Placebo and will be summarized in ‘the overall table under their
Dose-Blind treatment:

Duration of exposure
= Date of last injection —Date of first injection (dose  (22)
— blind period) + 28

Note: If the date of last dose +28 extends t¢ a'date© beyond the final visit date (not including
SFU), then this calculation reverts to:

Duration of exposure
= Date of last visit (not including SFU) (23)
— Date of-first injection (dose — blind period) + 1

For subjects who die during the¢' Dose-Blind Period, then this calculation reverts to:

Duration of;éxposure
= Date of death — Date of first injection (dose (24)
— blind period) + 1

The sum ovetall duration of exposure (in years) will be calculated for the total subject-years of
duration ef-exposure.

The duration of exposure will be summarized by treatment group using descriptive statistics. A
by~subject listing of date of first and last dose in Double-Blind Period, the date of first and last
dose in Dose-Blind Period and the duration of exposure during Double-Blind Period and under
bimekizumab treatment (any dose of bimekizumab) will be performed.

Time at risk Double-Blind Period

For subjects who complete the final visit of the Double-Blind Period and continue to the Dose-
Blind Period:
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Time at risk = Date of first injection (dose — blind period)

— Date of first injection (double — blind period) + 1 (25)

For subjects who discontinue on or prior to the final visit of the Double-Blind Period, use the
minimum of the following:

Date of last injection (double — blind period)

— Date of first injection (double — blind period) + 140 (26)

Date of final contact — Date of first injection (double — blind period) 37)
+1

Date of last visit (not including SFU) — Date of first injection (deible (28)

— blind period) + 1

where 140 days refers to 5*half-life of bimekizumab.

For subjects who die during the Double-Blind Period, then this caleulation reverts to:
Date of death — Date of first injection (double:=’blind period) + 1 (29)

Time at risk entire treatment period

For subjects who do not switch study treatmenfs, wh@teceive bimekizumab 160mg with loading
dose at Baseline, or who receive bimekizumab 1 6mg and will be summarized under all
bimekizumab group:

For subjects who complete the Dose<Blind Period and enter the extension study:
Time at risk = Date of Visit;16 (Week 48) — Date of first injection +1 (30)
For subjects who die prior to th¢ final visit:
Time at risk’= Date of death — Date of first injection + 1 (31)
For all other subjects,use the minimum of the following:
Date of last injection — Date of first injection + 140 (32)
Date of final contact — Date of first injection + 1 (33)

For subjects who receive Placebo or bimekizumab 16mg in the Double-Blind Period and will be
summarized under their Dose-Blind treatment in the overall table with bimekizumab 160mg or
320mg, or for subjects who receive Placebo and will be summarized in the overall table under
their Dose-Blind treatment:

For subjects who complete the Dose-Blind Period and enter the extension study:
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Time at risk = Date of Visit 16 (Week 48)

— Date of first injection (dose — blind period) + 1 (34)
For subjects who die during the Dose-Blind Period:
Time at risk = Date of death — Date of first injection (dose (35)
— blind period) + 1

For all other subjects, use the minimum of the following:

Date of last injection — Date of first injection (dose — blind period) (36)
+ 140

Date of final contact — Date of first injection (dose — blind périod) (37)

+1

The sum over all time at risk (in years) will be calculated for the totalzsubject-years of time at
risk.

The days on treatment and days on bimekizumab treatment will’be calculated as follows:

Days on treatment
= Date of last/latest dose (38)
— Date of first plaeebo.or bimekizumab dose + 1

Days on bimekizumabtreatment
= Date of-last/latest dose 39)
— Dateof first bimekizumab dose + 1

10.2 Adverse events

An AE is any untoward medical occurrence in a patient or clinical investigation subject
administered a pharmaceutieal product that does not necessarily have a causal relationship with
this treatment. An AE can therefore be any unfavorable and unintended sign (including an
abnormal laboratory dinding), symptom, or disease temporally associated with the use of a
medicinal (investigational) product, whether or not related to the medicinal (investigational)
product.

AEs (including serious AEs) are characterized as either non-treatment or treatment emergent
according to the following criteria:

e . Non-treatment emergent are the events with onset date and time prior to the very first
administration of study medication (bimekizumab or placebo) or after a 140-day period after
the final drug administration.

e Treatment-emergent AEs (TEAE) are those with onset date at or after the very first
administration of study medication. The events that emerge within 140 days after the final
drug administration, will also be considered as treatment emergent (eg, in the case of
premature discontinuation or during the Safety Follow-up [SFU] period).
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All AEs occurring during the study (i.e., after signature of the informed consent document) will
be recorded in the eCRF. For each AE the following information will be recorded in the eCRF:
AE term (verbatim term), date of onset, whether or not the AE was classified as a SAE, as an AE
of special interest, intensity, relationship to study medication, action taken with study
medication, other action taken, outcome, date of outcome, and whether the AE led to study drug
discontinuation or to study discontinuation.

ADRs are defined as a response to a drug which is noxious and unintended and which occurs at
doses normally used in man for prophylaxis, diagnosis, or therapy of disease or for modification
of physiological function. Any AE that is considered “Related” to study treatment will be.classed
as an ADR.

If an AE occurs on the same day as the treatment switch (Visit 7, Week 12) then the;AE will be
allocated to the Double-Blind treatment. An exception from this general rule is miade for ADRs,
and AE of hypersensitivity reactions and anaphylactic reactions. If those AEs‘@ccur on the same
days as the treatment switch, the AEs will be allocated to the Dose-Blind tfeatment.

The incidence of TEAEs will be summarized by MedDRA SOC, highdevel term, and PT. Tables
with incidences of classified TEAEs by maximum intensity, by relationship, and by subject
number will be provided. The incidence of non TEAEs, non-serious TEAEs above the reporting
threshold of 5% of subjects and relationship will be summarized. Furthermore the incidence of
all TEAEs, serious TEAEs, non-serious TEAEs, andTEAEs leading to study discontinuation
and/or permanent withdrawal of study medication, advetse drug reactions, fungal infectious
disorder TEAESs, opportunistic infection (including taberculosis) TEAESs, malignant or
unspecified tumor TEAEs, malignant tumor” FEAES, major cardiovascular event TEAEs,
haematopoietic cytopenias TEAEs, neurepsychiatric events TEAEs, inflammatory bowel disease
TEAEs, hypersensitivity and anaphyldetic Reéaction TEAEs, hepatic events TEAEs, and TEAEs
by timing of onset relative to AbAb Status will be summarized. In addition, an overall summary
table will be provided.

The tables will be split into the Double-Blind Period and the complete treatment period
(exception non TEAE table and TEAEs by timing of onset relative to AbAb Status).
Presentations for the Double~Blind Period will summarize AEs that start prior to or at Visit 7
(see details given above)dy treatment group as randomized for the Double-Blind Period.
Presentations for the cémplete treatment period will only summarize AEs that occur under
treatment with bimekizumab, irrespective of the treatment period. For summaries of the
bimekizumab 160mg, 160mg with loading dose and bimekizumab 320mg treatment groups,
patients randemiized to Placebo or bimekizumab 16mg at Baseline will only be included with
AEs that start in the Dose-Blind Period. The all bimekizumab treatment group will also present
AEs occurring under bimekizumab 16mg treatment in the Double-Blind Period. AEs for each
subject will be summarized based on the treatment actually received at the onset of each
particular AE.

Exposure adjusted incidence rate (EAIR) and exposure adjusted event rate (EAER) will only be
calculated for the complete treatment period for following tables in the final analysis: all TEAEs,
serious TEAEs, TEAEs leading to study discontinuation and/or permanent withdrawal, adverse
drug reactions, fungal infectious disorder TEAEs, opportunistic infection (including
tuberculosis) TEAESs, malignant or unspecified tumor TEAEs, malignant tumor TEAEs, major
cardiovascular event TEAEs, haematopoietic cytopenias TEAEs, neuropsychiatric events
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TEAEs, inflammatory bowel disease TEAESs, hypersensitivity and anaphylactic Reaction
TEAE:s, hepatic events TEAEs, and TEAEs by timing of onset relative to AbAb Status.

10.2.1 Exposure duration

The duration of each AE will be calculated as follows:

Duration (days) = Date of outcome — Date of onset + 1 (40)
For the calculation of duration for AEs with missing start dates, the dates will be imputed as
described in Section 4.2.2.
The time to first dose for each AE will be calculated as follows for all TEAEs:

Time since first dose (days)

= Date of AE onset — Date of first dose + 1 (1)

The time to most recent dose for each AE will be calculated as follows for all TEAEs:

Time since most recent dose (days)
= Date of AE onset (42)
— Date of most recent-dose prior to AE + 1

Time to first dose and time to most recent dose will netbe calculated for pretreatment AEs.

For the calculation of time to first bimekizumab andtime to most recent bimekizumab dose the
same formulas as above (41 and 42) will be-usedbut the date of first bimekizumab dose will be
used instead of the date of first dose. The/timeto first dose and time to first bimekizumab dose
differs only for those subjects who réceiveplacebo at Baseline.

10.2.2 Exposure adjusted:incidence rate (EAIR) and exposure adjusted
event rate (EAER)

The EAIR is defined as the number of subjects (nag) with a specific AE adjusted for the
exposure and will be scaled-to' 100 patient-years:

Nyg

n NnoAE 43
Zi:f TExp,i + z ) TRisk,j ( )
]:

EAIR =100 =

where Tgy, 71s a subject’s exposure time in years up to the first occurrence of the AE of interest
(equationr[40] in years) at the level of coding evaluated, nnoar the number of subjects without the
specific AE and Tg;gy ; the total time at risk scaled to 100 patient-years (Section 10.1).

If7a subject has multiple events at the level of coding evaluated, the time of exposure is
calculated to the first occurrence of the AE of interest. If a subject has no events, the total time at
risk (Section 10.1) in years is used. As indicated above, exposure-adjusted incidence rates will
only be calculated for the overall treatment period. These presentations do not include AEs that
occur under Placebo treatment. Therefore, a subject’s exposure time will only start at the first
dose of bimekizumab in the Dose-Blind Period for subjects randomized to Placebo at Baseline.
Also, for subject’s randomized to bimekizumab 16mg at Baseline, exposure time will only be
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considered from the start of Dose-Blind Period, when presenting AEs for the bimekizumab
160mg and bimekizumab160mg with loading dose, or bimekizumab 320mg groups. All exposure
time on any bimekizumab dose is considered for the all bimekizumab column.

Exact Poisson 95% Cls for incidence rates are calculated using the relationship between the
Poisson and the Chi-square distribution (Ulm, 1990; Fay and Feuer, 1997):

2

Xon &
LCL = —22 (44)
XZ
UCL = 2(n+1),1-a/2 (45)
2
Cl 100 LCL
Lower = * TornoAR 46
n
Zi:f TExp,i + Z TRisk,j (46)
j=1
Cl 100 ucL
Upper - * n NnoAE 47
Zi:f TExp,i +Z_ ) TRisk,j “47)
]:

where nag is the number of subjects with a speeific AE-for the incidence rate of interest and is
the basis for the number of the degrees of freedom for the chi-square quantile for the upper tail
probability 2, Texp,i 1s a subject’s exposuge-timg'in years up to the first occurrence of the AE of
interest (equation [40] in years) at the devel ofcoding evaluated, nnoar the number of subjects
without the specific AE and Ty, ; the total'time at risk scaled to 100 patient-years

(Section 10.1).

The EAER will be the number of AEs including repeat occurrences in individual subjects

divided by the total time at riskScaled to 100 patient-years and calculated using:

Nyp

nau 48
E  Trisk,j %)
j=1

where Nag is the total number of AEs, Tg; ; is a subject’s total time at risk in years and nan the
number of:subjects.

No ClLwill be computed for EAER.
10.2.3 AE of Special Interest and AE of Special Monitoring

EAER = 100 *

AE of special interest is any AE which meets the Hy’s Law criteria, defined as >3x upper limit
of normal (ULN) alanine aminotransferase (ALT) or aspartate aminotransferase (AST) with
coexisting >2xULN total bilirubin in the absence of >2xULN alkaline phosphatase (ALP), with
no alternative explanation for the biochemical abnormality.

AE of special monitoring for this study include:
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e Infections (serious, opportunistic, fungal and TB)

e Malignancies, including lymphoma

e Major cardiovascular events

e Neutropenia

e Neuropsychiatric events (in particular depression and suicide)
e Inflammatory bowel disease

e Anaphylactic reaction

e Hepatic events

For the definitions of AE of special monitoring the Bimekizumab Safety Topics.6f Interest
(Version date 19Feb2018) will be used.

The incidence of TEAEs of special monitoring will be summarized by MédDRA system organ
class, high level term, and PT. EAIR with associated 95% CI and the EAER will be included in
the summary tables. Serious infections are also classified as AE of §pecial monitoring but no
separate table will be produced.

The output table for the search criteria Standardized MedDRA' Query (SMQ) = “Malignant or
unspecified tumours (SMQ)” will include two different overall rows:

e The first overall incidence row will summafize ‘‘Any malignancies (including unspecified)”
and this row will summarize the incidenc¢e 0f all’AEs flagged for inclusion in the table,
regardless of the High Level Term (HET) itcodes to.

e The second overall incidence rowywilL.simmarize “Any malignancy (including unspecified,
excluding non-melanomic skin cancers)” and this row will summarize the incidence of AEs
flagged for inclusion in the tablegexcluding those which code to an HLT of “skin neoplasms
malignant and unspecified (ex¢l'melanoma)”.

The output table for the searcheriteria SMQ="Malignant tumours (SMQ)” will include two
different overall rows:

e The first overall incidence row will summarize “Any malignancies” and this row will
summarize the.ificidence of all AEs flagged for inclusion in the table, regardless of the High
Level Term (HLT) it codes to.

e The secofid overall incidence row will summarize “Any malignancy (excluding non-
melanomic skin cancers)” and this row will summarize the incidence of AEs flagged for
inclusion in the table, excluding those which code to an HLT of ““skin neoplasms malignant
and unspecified (excl melanoma)”.

The output table for Anaphylactic reaction will include three different overall rows:

e The first row within the body of the table will be labeled “Any hypersensitivity/anaphylactic
reaction” and will represent the overall incidence of subjects who reported at least one
hypersensitivity reaction or at least one anaphylactic reaction.
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e The second row within the body of the table will be labeled “Any hypersensitivity reaction”
and will represent the overall incidence of subjects who reported at least one hypersensitivity
reaction.

e The third row within the body of the table will be labeled “Any anaphylactic reaction” and
will represent the overall incidence of subjects who reported at least one anaphylactic
reaction.

10.3 Clinical laboratory evaluations

The routine clinical laboratory evaluations specified in Table 10—1 and will be summarized. Tf
any additional analytes are also recorded then these will be listed only.

Different summary tables for hematology and biochemistry variables will be provided, based on
data from scheduled visits: observed values and change from Baseline, shift from”Baseline to
maximum post-Baseline value (in Double-Blind Period), shift from Baseline 6 maximum post-
Baseline value (in Dose-Blind Period), shift from Baseline to minimum pgst-Baseline value (in
Double-Blind Period), shift from Baseline to minimum post-Baseline yalue (in Dose-Blind
Period), shift from Baseline to end of treatment (in Double-Blind Pertéd), shift from Baseline to
end of treatment (in Dose-Blind Period), and markedly abnormallaboratory data.

End of treatment (in Double-Blind Period) will be defined as-the last visit in the Double-Blind
Period or the early termination assessment depending/if the'subject discontinued in the Double-
Blind Period.

End of treatment (in Dose-Blind Period) wilk be defined as the Week 48 visit or the early
termination assessment depending if the subjectdiscontinued early or not.

In addition, number of subjects who nieet thecHy’s Law criteria (Section 10.2) will be described
using the frequencies.

All laboratory data will be listed by treatment, subject and visit including changes from Baseline
for numeric variables, flags for mgasurements outside the normal ranges, the relative study day, a
flag for whether the test was ngf.done and a flag for whether the subject was fasting.

Additional listings will be presented for Hepatitis B and C, human immunodeficiency virus
(HIV), genomic proteomi¢/metabolomics, and genetic/epigenetic tests. C-reactive protein (CRP)
and hs-CRP will be listed separately in the efficacy section.

Table 10-1: Izaboratory measurements

Hematology Biochemistry Urinalysis
Basophils Calcium Bacteria
E¢sinophils Chloride Crystals
Lymphocytes Magnesium Glucose
Monocytes Potassium pH
Neutrophils Sodium RBC
Hematocrit Glucose WBC
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Table 10-1: Laboratory measurements

Hematology Biochemistry Urinalysis
Hemoglobin BUN Urine dipstick for pregnancy
testing®
MCH Creatinine
MCHC hs-CRP/CRP?
MCV AST
Platelet count ALT
RBC count GGT
WBC count ALP
Total bilirubin
LDH
Total cholesterol
Uric acid
Albumin
Serum pregnancy testing”

ALP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate aminotransferase; BUN=blood urea
nitrogen; CRP=C-reactive protein; GGT=gammnia glutamyltransferase; hs-CRP=high sensitivity C-reactive protein;
LDH=lactate dehydrogenase; MCH=mean corptiscular hemoglobin; MCHC=mean corpuscular hemoglobin
concentration; MCV=mean corpuscular volume;xRBC=red blood cell; SFU=Safety Follow-up; WBC=white blood
cell

2 Both CRP and hs-CRP will be tested at specified visits per Protocol Table 5.1.

® A serum pregnancy test will be performed at Screening for all women of childbearing potential. This
recommendation also applies to women of childbearing potential with infrequent or irregular menstrual cycles and
women during menopause. Natural menopause is recognized to have occurred after 12 consecutive months of
amenorrhea, for which there issho other obvious pathological or physiological cause (International Menopause
Society, 2015). A urine preghancy test is also required at the Baseline, Week 48, ET, and at SFU visits. A urine
pregnancy test will alsobe performed at any study visit where there has been a delay in menses. This
recommendation also,applies to women of childbearing potential with infrequent or irregular menstrual cycles.
Pregnancy test results must be negative prior to administering IMP.

Markedly.abhormal values for biochemistry and hematology will be defined as laboratory values
graded 3 or 4 according to the Rheumatology Common Toxicity Criteria (RCTC). Definitions of
the markedly abnormal values are given in Table 10-2 and Table 10-3 and are based on the
RECTC units. All units in the tables below will be converted to the standard units based on
Clinical Data Interchange Standards Consortium (CDISC) standards. The markedly abnormal
laboratory results will be listed separately.

Values that are below the lower limit of the reference range will be flagged as ‘L’ (low) and
values that are above the upper limit of the reference range will be flagged as ‘H’ (high) and
listed as well.
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For tables where data are summarized by visit, unscheduled and repeat visits will not be
summarized, but these data will be included in listings. In the case where laboratory values are
below the LLOQ), then these will be set to the midpoint between 0 and the LLOQ for the purpose
of summarizing the data.

Table 10-2: Definitions of markedly abnormal hematology values

Variable (RCTC Units) Markedly Abnormal Definition

Low High
Hemoglobin (g/dL) <LLN N/A

AND

>2.0 decrease from Baseline
Hemoglobin (g/dL) <8.0 N/A
Leukocytes (total x 1000) <2.0 N/A
Lymphocytes (x 1000) <0.5 N/A
Neutrophils (x 1000) <1.0 N/A
Platelets (x 1000) <50 N/A

LLN=lower limit of normal; N/A=not applicable; RCTC= Rheumatelogy Common Toxicity Criteria.

Table 10-3: Definitions of Markedly Abnormal Biochemistry Values

Variable (RCTC Units) Markedly-Abnormal Definition

Low High
ALP N/A >3 x ULN
ALT N/A >3 x ULN
AST N/A >3 x ULN
Calcium (mg/dL) <7.0 >12.5
Creatinine (mg/dL) N/A >1.8 x ULN
Glucose (mg/dL) <40 >250
Potassium (mmolA) <3.0 >6.4
Sodium (mmel/L) <125 N/A
Total bilirubin N/A >2 x ULN
Urie acid N/A >3 x ULN

ALP=alkaline phosphatase; AST=aspartate aminotransferase; N/A=Not applicable; RCTC=
Rheumatology Common Toxicity Criteria; ULN=upper limit of normal

10.4 Potential drug-induced liver injury (PDILI) assessment

All potential drug-induced liver injury (PDILI) events require immediate action, testing, and
monitoring. The measurements and additional information required for the assessment of PDILI
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events when there is a reasonable possibility that they may have been caused by the IMP are
included but not limited to those listed in Table 10—4 (laboratory measurements) and Table 10-5
(additional information).

PDILI laboratory results and additional PDILI information will only be listed by treatment group
and subject. If specific PDILI information collected separately is matching to the entries in the
standard eCRF pages collected for all subjects, the specific PDILI information will be added to
the corresponding listing for the standard eCRF information (eg, lifestyle information is
collected for all study subjects, the additional PDILI information for alcohol and illicit drug use
will be included in the listings for lifestyle). For information collected on top (eg, family history
of PDILI) a new listing will be generated.

Table 10—4: PDILI laboratory measurements

Virology-related Hepatitis A IgM antibody

HBsAg

Hepatitis E IgM antibody

HBcAb-IgM

Hepatitis C RNA

Cytomegalovirus IgM antibody

Epstein-Barr viral capsidjantigen IgM antibody (if unavailable, obtain
heterophile antibody‘er'mofiospot testing)

Immunology Anti-nuclear antibody:(qualitative and quantitative)

Anti-smoothdnuscle’antibody (qualitative and quantitative)

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

Hematology Eosinophil count

Urinalysis Toxic¢oelogy screen®

Chemistry Amylase
ALT, AST
If total bilirubin >1.5xULN, obtain fractionated bilirubin to obtain % direct
bilirubin

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

Additional Prothrombin time/INR®

Serum pregnancy test

PK sample
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Table 10—4: PDILI laboratory measurements

Virology-related Hepatitis A IgM antibody

HBsAg

Hepatitis E IgM antibody

HBcAb-IgM

Hepatitis C RNA

Cytomegalovirus IgM antibody

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

ALT=alanine aminotransferase; AST=aspartate aminotransferase; CPK=creatine phosphokinase; HBcAb-
IgM=hepatitis B core antibody-IgM; HBsAg=hepatitis B surface antigen; [gM=immunoglobulin M;
INR=international normalized ratio; LDH=lactate dehydrogenase; PDILI=potential drug¢induced liver injury;
PK=pharmacokinetic, RNA=ribonucleic acid; ULN=upper limit of normal

2 For detecting substances (ie, amphetamines, benzodiazepines, opioids, marijuana, cocaine, phencyclidine, and
tricyclic antidepressants), additional tests may be performed based on the Investigator’s medical judgment and
patient’s history.

b Measured only for subjects with ALT >8xULN, elevations in total bilitubin, and symptoms of hepatitis or
hypersensitivity. Hepatitis symptoms include fatigue, nauseay vomiting, and right upper quadrant pain or tenderness;
hypersensitivity symptoms include eosinophilia (>5%), rash, and fever (without clear alternative cause).

Table 10-5: Additional PDILI information

New or updated information

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

Pertinent medical history, including the following:

e History of liver diseasg{€g, autoimmune hepatitis, nonalcoholic steatohepatitis or other “fatty liver
disease”)

e Adverse reactions to drugs
e Allergies

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

o_(“Recent travel

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

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

Confidential Page 74 of 183




UCB 07 Sep 2018
Statistical Analysis Plan Bimekizumab PA0008

Table 10-5: Additional PDILI information

New or updated information

Recent clinically significant hypotension or hypoxemia with compromised cardiopulmonary function

Alcohol and illicit drug use

Results of liver imaging or liver biopsy, if done

Results of any specialist or hepatology consult, if done

Any postmortem/pathology reports

ALT=alanine aminotransferase; AST=aspartate aminotransferase; PDILI=potential drug-induced livefinjury

10.5 Vital signs, physical findings, and other observations related to
safety
10.5.1 Vital signs

The following vital signs measurements will be assessed:
e Systolic Blood Pressure (mmHg)

¢ Diastolic Blood Pressure (mmHg)

e Pulse Rate (bpm)

e Temperature (C)

Vital signs measurements (except temperature)will be summarized and listed by visit and timing
relative to dosing including changes frem Baseline. The listing will also include details to
abnormal values as defined in Table 10—6> Temperature measurements will only be listed and not
summarized in a table.

Table 10-6: Definitions of markedly abnormal blood pressure values

Variable (Unit) Markedly Abnormal Low Markedly Abnormal High

Systolic blood pressure (mmHg) | <90 and a decrease from >180 and an increase from
Baseline of >20 Baseline of >20

Diastolic blood préssure (mmHg) | <50 and a decrease from >105 and an increase from
Baseline of >15 Baseline of >15

10.5.2 Electrocardiograms

The following ECG variables will be assessed:
«~ PR interval (ms)

¢ RRinterval (ms)

¢ QRS duration (ms)

e QT interval (ms)

e QTcF interval (ms)
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e QTcB interval (ms)

The date and time of the ECG will be recorded in the eCRF together with the Investigator
interpretation and details of any abnormalities.

A summary of the number and percentage of subjects with normal, abnormal not clinically
significant and abnormal clinically significant ECG results at all applicable visits will be
presented.

All ECG variables will be summarized (absolute values and change from Baseline) and listedby
visit.

10.5.3 Other safety variables

Physical Examination

Abnormal results of the physical examination together with details of abnormalities will be listed
by treatment group, subject, and visit.

Assessment of Tuberculosis

Listings of history of latent TB, TB test results and ‘Evaluation of §igns and symptoms of
tuberculosis’ questionnaire data will be provided by treatment and subject.

Electronic Columbia Suicide Severity Rating Scale(eC-SSRS)

The eC-SSRS is an assessment tool that evaluates suicidal ideation and behavior. The eC-SSRS
contains 9 categories with binary responses (y€s/no);

e C(ategory | —
e C(Category 2 —
e C(Category 3 —
e C(Category 4 —
e C(Category 5 —
e (ategory 6 —
o (ategory 7 —
e (ategory 8 —
e (ategory 9~
Following ,eomposite endpoints based on the above categories are defined as:

e Suicidal ideation: A “yes” answer at any time during treatment to any one of the five suicidal
tdeation questions (Categories 1-5).

e Suicidal behavior: A “yes” answer at any time during treatment to any one of the five
suicidal behavior questions (Categories 6-9).

e Suicidal ideation or behavior: A “yes” answer at any time during treatment to any one of the
ten suicidal ideation and behavior questions (Categories 1-9).
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The incidence of subjects with suicidal ideation, behavior and injuries including the composite
endpoints will be summarized by treatment group and visit. A by-subject listing of the eC-SSRS
data will be provided.

Self-injurious behavior without suicidal intent is defined as event in the category non-suicidal
self-injurious behavior.
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12 APPENDICES
12.1

Classification Criteria for Psoriatic Arthritis (CASPAR) Criteria

A score will be derived by adding the points from each of the 5 categories. The maximum score
will be 6. The CASPAR criteria are fulfilled, if the score is >3 and Inflammatory articular

disease (joint, spine, or entheseal):

Table 12-1: CASPAR Criteria

Category Definition Points

1) Evidence of psoriasis:

Current psoriasis or Psoriatic skin or scalp disease present today as 2 points
judged by a dermatologist or rheumatologist

Personal history of psoriasis or A history of psoriasis that may be obtained from 1 point
the subject, family physician, dermatologist,
rheumatologist, or other qualified health care
provider

Family history of psoriasis A history of psoriasis in afifst- or second-degree | 1 point
relative according to subjéct report

2) Psoriatic nail dystrophy Typical psoriatic naildystrophy, including 1 point
onycholysis;pittitg, and hyperkeratosis, observed
on current physical examination

3) A negative test for rheumatoid factor | Byany method except latex, but preferably by 1 point
enzyme-linked immunosorbent assay (ELISA) or
fiephelometry, according to the local laboratory
réference range

4) Dactylitis:

Current dactylitis or Swelling of an entire digit 1 point
History of dactylitis A history of dactylitis recorded by a 1point
rheumatologist
5) Radiologic evidence of juxta-articular | Ill-defined ossification near joint margins (but 1 point

new bone formation

excluding osteophyte formation) on plain
radiographs of the hand or foot

CASPAR=Classification Criteria for Psoriatic Arthritis

12.2

Calculation rules for duration of adverse events

The calculation rules for duration of AEs are presented in Table 12-2. AE duration is computed

and.reported in day.

Table 12-2: Calculation rules for duration of adverse events

Data Onset Outcome Calculation Rules
Availability Date Date

Complete data D1 D2 Duration=D2 - DI +1
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Table 12—-2: Calculation rules for duration of adverse events

Data Onset Outcome Calculation Rules
Availability Date Date
Start date missing | - D2 Duration=<D2-D0 + 1

Where, for a subject in the SS, DO is the date of the first
intake of IMP, and for screen failures, DO is the date of
the Screening visit day

End date missing | DI - Duration = > Final contact date — D1 + 1
For resolved and ongoing AE Duration

Start and end date | - - Duration = > Final contact date — DO +1
missing For resolved and ongoing AE Duration

Where, for subjects in the SS, D@is the date of the first
intake of IMP, and for screen tailures, DO is the date of
the Screening visit day

12.3 Treatment group assignment for tables:and figures

Table 123 displays the treatment group labels for each datatype. This overview clarifies what
kind of treatment groups will be used for producing-the tables and figures separated between the
different table types.

Table 12-3: Treatment group assignment-for tables and figures

Placebo” [ BKZ 16mg, BKZ 160mg w/LD / | All All
BKZ 160mg/ BKZ 320mg BKZ subjects

Subject disposition X X X
Important protocol deviation X X X
Demographics/Lifestyle X X X
Ankylosing spondylitis history X X X
Baseline charagcteristics X X X
Tuberculosis testing X X X
Previous and ongoing medical X X X
history

Prior and concomitant X X X
medication
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Table 12-3: Treatment group assignment for tables and figures

Placebo | BKZ 16mg, BKZ 160mg w/LD / | All All

BKZ 160mg/ BKZ 320mg BKZ subjects

Rescue and prohibited X X X
medication
Bimekizumab compliance X X X
Extent of exposure X X X
Efficacy analysis X X
Plasma/Bimekizumab X X
concentration
Pharmacokinetic X X
variables/Biomarker data/AbAb
AEs X X X
Safety laboratory tests X X X
Vital signs/Body weight/ECG/ X X X
Physical examination
eC-SSRS X X X

BKZ=bimekizumab; eC-SSRS= Electronic Columbia-Suicide Severity Rating Scale; LD=loading dose.
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12.4 Hematology and biochemistry variables for the interim analysis

Table 12—4: Selected hematology and biochemistry variables for the interim

analysis
Hematology Biochemistry
Lymphocytes AST
Neutrophils ALT
Hematocrit Total bilirubin
Hemoglobin
Platelet count

ALT=alanine aminotransferase; AST=aspartate aminotransferase.
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12.7 Maastricht Ankylosing Spondylitis Enthesitis Index (MASES)
questionnaire
Score

Tendon Insertion Site Right Side Left Side
Costochondral 1 [Jo Nottender []1 Tender | [JONottender [ ]1 Tender
Costochondral 7 [Jo Nottender []1 Tender | [JOMNottender [ J1 Tender
Anterior superior iliac spine [Jo Nottender []1 Tender | [JONottender [ ]1 Tender
lliac crest [Jo Nottender []1 Tender | [JOMNottender [J1 Tender
Posterior iliac spine [Jo Nottender []1 Tender | [JONottender []1 Tender
LS spinous process [(Jo Nottender  []1 Tender NA .L\-Q
Achilles tendon, proximal insertion [ [JO Nottender []1 Tender | [JONottender  []1 Ténder
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12.8 Psoriatic Arthritis Impact of Disease-9 (PsAID-9)
The EULAR Psoriatic Arthritis Impact of Disease: PsAID9 for clinical trials

We want you to indicate how much your psonatic arthritis impacts your health. Please tell us how \‘QQ)
you have been feeling this last week. {\9
1. Pain ,\,5’\\0
Circle the number that best describes the pain you falt due to your psoriatic arthritis Afb&
during the last week: &
None[ O 1 2 | 3 Il 5 6 7 B 9 [ 10
I I I I I il
@)
. )
2. Fatigue .\’_\.
Circle the number that best describes the overall level of fatigue due to your psoriatic , €
arthritis you have experienced during the last week: (b@
No[ O 1 2 3 4 5 3 7 ] 9, 10 |Totally
fatigue - exnausted
O
3. Skin problems ~0(;>\
Ck:leﬂwmmberhaibestdesaﬁbesheskhpmblemshckﬁ\mm@gwufertdue
10 your psoriatic arthritis during the last week: OQ Q
c Q
Nome| 0 | 1 | 2 | 3 | 4 | 5 LW 07 | 8 | 9 | 10 |Extreme
<(/V"\;0
4. Work andior leisure activities A &
Circle the number that best describes the di I@;ﬁ:mmmmmmmm
andfor leisure activities due to your psoriat i ring the last week:

None[ O | 1 | 2 | 3 | [ 6 | 7 | 8 | 9 [ 10 |Extreme

&
; : Q
5. Functional capacity >
Circle the number that best descri difficulty you had in doing daily physical activities due to your
psonatic arthritis during the last
mu160'\3455i391uam
difficulty ) difficulty
X

6. Discomfort xO
mrclememoe@mest describes the feeling of discomfort and annoyance
with everyday {#sks due fo your psoriatic arihiis during the last week:

(%)
None| ¥ | 1 | 2 | 3 1] 4 | 5] 6 | 7 | 8 ] 9 | 10 |Extreme
O

&

1 disturbance
le the number that best describes the sleep difficulties (iLe_, resting at night)
QQ%Htmmmmmmmmmmmm:
boc’ N[0 T T T 2137 3 576 78 9 1 10 |Extreme
& difficulty difficulty

/(0
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8. Coping
Considering your psoriatic arthritis overall. how well did you cope (manage. deal. make do)
with your psoriatic arthritis during the last week?
&
Very[ © i 3 3 A 3 3 7 g % [ 10 |Very @@
well poorty S
(\%
9. Anxiety, fear and uncertainty O
Circle the number that best describes the level of anxiety, fear and uncertainty {\fo
{for example about the future, treatments, fear of loneliness) due to your psoriatic arthritis A(b
you have experienced during the last week: OK
&
MNone| O 1 2 3 4 5 6 [ 8 ] 10
[ [ | I | | [ [ | | | | Ej;@
[ THANK YOU FOR ANSWERING THIS QUESTIONNAIRE ¥ |
%]
D
o)
06
{\{b
;\\O
P
\\0
~\ QQ
L @
O
@) ;\}O
& P
AV S
O
X
< Q’b
F
N
>
Q
A
\’(}
\
QO
Q
O%Q
S
@6
&)
@\5
\‘Q
O
&
7o)
¢)
X
Q)(\
0\}6\
60
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1213 Identification of Opportunistic infections

Opportunistic infections are identified in two steps:
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Step 1: Refer to column B of the spreadsheet (Opportunistic infections MedDRA v 19.x1sx)
which identifies the PTs to be classified as opportunistic infections using either a single ‘x’ or a
double ‘xx’.

e TEAEs which code to a PT flagged with a single ‘x’ need to also be serious in order to be
considered an opportunistic infection.

e All TEAEs which code to a PT flagged with a double ‘xx’ are considered to be an
opportunistic infection, regardless of seriousness.

Step 2: Refer to column C of the spreadsheet which identifies the PTs that need to be evaluated
on a case-by-case basis by the study physician in order to determine whether it is a true
opportunistic infection or not. The process for physician review is as follows:

1. Study programming team creates a spreadsheet which lists all of the subjects@ith a TEAE
present in the database which codes to a PT identified as case-by-case. Information from the
AE dataset to be included in the spreadsheet: Subject ID, AE verbatim.ferm, SOC, High
Level Term, Lower Level Term, PT, AE start date, AE end date, seriousness, severity,
relationship to study medication, action taken. Additionally, a colémn will be included where
the study physician can document their decision on the case.

2. Study physician reviews the cases in the spreadsheet and indicates in the additional column
which AEs are confirmed to be opportunistic inféétions via a single ‘x’.

3. Study programming team incorporates these.decisions into the AE dataset by merging the
study physician decisions for individual sabjects,/ PTs and flagging the confirmed
opportunistic infections as such in the dataset:

All subjects with a case-by-case PT reported‘that has been confirmed by the study physician to
be an opportunistic infection will be Summarized as such in the stand-alone table, along with all
of the events identified in Step 1 of this‘process.

The timing and frequency of Step, 2'should be outlines and agreed to by the study team at the
beginning of the study. It is suggested that this process be executed multiple times throughout the
course of the study, more frequently in the weeks leading up to database lock, and one final time
immediately prior to database lock.

Following the initial physician review of case-by-case events, subsequent reviews will be based
on the cumulative set of case-by-case events present in the database at each time point of
spreadsheet creation. Physician decisions from previous runs should be retained in each
subsequent rim. The final run of the spreadsheet, with all study physician decisions on the full set
of case-byscase events, will be archived at the conclusion of the study.

12.14 MedDRA algorithmic approach to anaphylaxis
The SMQ Anaphylactic reaction consists of three parts:

e A narrow search: If a subject reports any TEAE which codes to a PT included in Category A,
then the event will be flagged as an anaphylactic reaction and summarized as such in the
table.

Category A
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=0 Anaphylactic reaction (SMO)

&
]

-5

-0

)

e A broad search: If a subject reports any TEAE which codes to a PT included 1

n a(;g@gory B
% AEs have

AND reports any TEAE which codes to a PT included in Category C, and bot

Pt Anaphylachic reaction

Pt Anaphylactic shock

*1 Anaphylactic transfusion reaction
PT Anaphylactoid reaction

P1 Anaphylactond shock

P1 Circulatory collapse

P1 Dialysis membrane reaction
PT Kounis syndrome

PT Shock

F1 Shock symptom

PT Type | hypersensitivity

the same start date, then both events will be flagged as anaphylactic reaction§“and
summarized as such in the table.

Category B
- '§ Mouth swelling fbo
&5 Masal obstruction O
#- T Oedema mouth ”\BO

B § Acuts respiratory failure = ¥ Oropharyngeal spasm . 0(0

FT BT q \\

B Y Asthma # & Oropharyngeal swelling Q

-3 Bronchial cedema - Respiratory ame Q @Q

m % Bronchospasm m-y Raspimwrrdi@ O

® % Cardio-respiratory distress = [7] Respirato |m}$i§

# % Chestdiscomfort - Raﬁpim’%%(\/

- Choking %% Revergigle 3j {;s obstruction

# % Choking sensation w8 'nnﬁign body

w @ Circumoral cedema - zinglr

@ % Cough 1 40Shider

- Cyanosis =7 S@an tongue

® % Dyspnoea ® 'T\‘achﬁ:maa

#-§ Hyperventlation Q@Thmattbghumss

% lmegular breathing i Tongue oedema

# % Laryngeal dyspnoea \E ¥ Tracheal obstruction

#- % Laryngeal cedema {\ @7 Tracheal edema

# ¥ Laryngospasm # & Upperairway obstruction

B Laryngntranhaalu%@'ﬁ # '§ Wheezing

Category C <O

O
&
(%]
O\‘Q
(\(\
>
¢)
XN
Q)(\
C)Q(Q
60
Confidential

Page 104 of 183

|/



UCB 07 Sep 2018
Statistical Analysis Plan Bimekizumab PA0008
@-% Allergic oedema
w7 Angicedema
- Erythema
w7 Eyecedema
#-% Eye pruritis &
& Eye swelling - Pruritus QK
m-7 Eyelid oedema -7 Prunitus allergic NN
#-7 Facecedema - Pruritus generalised (\%
@7 Flushing w- Rash O
# °' Generalised erythema @ %7 Rash erythematous \f&\'
@-7 Injection site uricana # %' Rash generalized (b&
®- % Lipcedema &% Rash prurtic KA
#- 7 Lip swelling - Skin swelling )
#- % Modularrash - Swelling (\%
#-% Oecular hyperaemia @ % Swelling face '%\O
#- ! Oedema @ Udicaria Q)Q
w % Penorbital cedema w- % Uticaria papular @.\’_\
Category D @Qﬁ
#- Y Blood pressure decreased 06
@ % Blood pressure diastolic decreased >
@ % Blood pressure systolic decreased ) OQ
@ ¥ Cardiac amesl (5\.\
& ' Cardio-respiratory arest ’\\0
@ Cardiovascularinsufficiency { Q
# o Diastolic hypotension OQ be
@ o Hypotension C) . O(\
XD
e An algorithmic approach: If a subject re any TEAE which codes to a PT included in
Category D AND reports (either a TE W\' codes to a PT included in Category B OR a
TEAE which codes to a PT includ gory C), and both TEAEs have the same start
date, then both events will be flagged E@ﬁnaphylactic reactions and summarized as such in
the table. X
&
(({b
D
>
&
O
N
9
<O
@6
&
@0
\Q
O
(\(\
()(b
X
Qﬁ\
C)\}(Q
60
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13 AMENDMENT(S) TO THE STATISTICAL ANALYSIS PLAN
13.1 Amendment 1

13.1.1 Rationale for the amendment

The main objectives of this SAP amendment are to describe and specify the extension of time
point up to Week 24 for the interim analysis. The SAP has been amended to:

e Add additional analyses for the time points up to Week 24 for ACR, PASI, MDA, TEAEs;
Hy’s Law, PK, and AbAD data

e Add the definition for rheumatoid factor and anti-CCP antibodies positivity and negativity
e Add clarification for handling injected joints for the swollen and tender grading

e Add assessment of potential bias of potentially unblinding at the entry of Dose-Blind phase
e Refine the categories of the subgroup variable Psoriasis BSA

13.1.2 Modifications and changes

Change # 1:

Section 4.3 Interim analysis and data monitoring

After all enrolled subjects have completed the 12 wegks Double-Blind Period, an interim
analysis will be performed (i) to analyze the doseexposure response for ACR and PASI response
criteria to determine the optimal therapeutic dosé(s)|for subsequent studies, and (ii) to perform a
comprehensive evaluation of all double-blind dat@ of the study.

No separate SAP for the interim analysiswillzbe provided. The interim analysis is a limited
version of the final analysis and will focug on specific topics, eg, primary and secondary efficacy
analysis and comprise the results of the¥2 weeks Double-Blind Period only. The TFL shells for
the interim and final analysis will beprovided in two different documents.

The interim analysis will summarize disposition, demographics, PsA history, Baseline
characteristics, PsA concomitant medication, efficacy analysis, AEs and treatment-emergent AEs
(derivation Section 10.2),aiematology and biochemistry laboratory data, and Electronic
Columbia-Suicide Severity Rating Scale (eC-SSRS). Corresponding listings will be provided.
Not all collected hemyatology and biochemistry laboratory variables will be summarized and
listed. For the interim analysis only selected variables will be provided as listed in Table 12—4.

If an AE occurs on the same day as the treatment switch (Visit 7, Week 12) then the AE will be
allocated te the Double-Blind treatment. An exception from this general rule is made for adverse
drug reactions (ADRs), and AE of hypersensitivity reactions and anaphylactic reactions. If those
AEs®ccur on the same days as the treatment switch, the AEs will be allocated to the Dose-Blind
tredtment and will not be presented for the interim analysis.

Exposure of study medication will not be summarized but a listing will be provided including
following information: date of first dose, date of last dose, and duration of exposure. The last
dose for the Double-Blind Period is planned on Visit 6 (Week 8). For subject who completed the
Double-Blind Period the Week 8 date is the date of the last dose. If a subject discontinued within
the Double-Blind Period, the discontinuation date will be presented for the date of last dose.
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The interim efficacy analysis will focus on the primary and secondary efficacy analyses
including supportive and sensitivity analysis. In addition, summary tables for the primary and
secondary efficacy variables, and the ACR components will be provided. Categorical variables
will be summarized using frequency tables by each visit. Continuous variables will be
summarized using descriptive statistics by each visit. Time to onset of ACR50 response and
ACR20 response will be summarized and plotted as described in Section 8.3.

PK and PD data will not be analyzed in the interim analysis. A separate PKPD analysis based on
a separate Data Analysis Plan (DAP) will be performed after Week 12.

Has been changed to

After all enrolled subjects have completed the 12 weeks Double-Blind Period, aminterim
analysis will be performed (i) to analyze the dose:exposure response for ACRcand PASI response
criteria to determine the optimal therapeutic dose(s) for subsequent studiessand (ii) to perform a
comprehensive evaluation of all double-blind data of the study.

No separate SAP for the interim analysis will be provided. The interim analysis is a limited
version of the final analysis and will focus on specific topics, eg,primary and secondary efficacy
analysis and comprise the results of the 12 weeks Double-Blind’Period enty. The TFL shells for
the interim and final analysis will be provided in twoedifferent documents.

The interim analysis will summarize disposition, démoegraphics, PsA history, Baseline
characteristics, PsA concomitant medication, €fficacy analysis, AEs and treatment-emergent AEs
(derivation Section 10.2), hematology and biochémiistry laboratory data, and Electronic
Columbia-Suicide Severity Rating Scal€ (eC-SSRS). Cerresponding listings-will be-provided-:
Not all collected hematology and biach€émistry laboratory variables will be summarized and
histed. For the interim analysis only sele¢ted hematology and biochemistry variables will be
provided as listed in Table 12—4. Listings of AEs, hematology, biochemistry and C-SSRS
data will be provided.

The interim efficacy analysis will focus on the primary and secondary efficacy analyses
including supportive and sensitivity analysis. In addition, summary tables for the primary and
secondary efficacy variables, and the ACR components, and MDA will be provided. Categorical
variables will be suminarized using frequency tables by each visit. Continuous variables will be
summarized usingcdescriptive statistics by each visit. Time to onset of ACR50 response and
ACR20 respons@ will be summarized and plotted as described in Section 8.3.

PK and PD“data AbAb data will net be analyzed in the interim analysis as described in

Section9:1 and Section 9.2 . A-separate PkPD-analysis-based-on-aseparate Data-Analysis Plan
DAPYwill-be-performed-after Week12-Biomarker data will not be analyzed in the interim
analysis.

The interim analysis includes selected data up to Week 12 and in addition data up to Week
24. The data up to Week 24 may include partial results up to the time the database for
Week 12 was locked for ongoing subjects. All analyses for the period between Week 12 and
Week 24 are only for those treatment groups that are not rerandomized. Following
variables will be analyzed: primary and secondary efficacy variables, ACR components,
MDA, PK, AbAb, TEAEs and Hy’s Law. It depends on the analysis how those additional

Confidential Page 107 of 183



UCB 07 Sep 2018
Statistical Analysis Plan Bimekizumab PA0008

time points will be presented in the interim analysis. Two summary tables for each of the
primary and secondary efficacy variables, the ACR components, and MDA will be
presented. The first table will include data up to Week 12 by treatment group at Baseline.
The second table will include data up to Week 24 by following treatment groups:
bimekizumab 160mg and bimekizumab 160mg with loading dose 320mg, and bimekizumab
320mg. The same approach will be done for all TEAESs tables and the Hy’s Law criteria
tables. The summary table for plasma concentration will present only data up to Week 12
for the Baseline treatment groups Placebo and bimekizumab 16mg. Data up to Week 24
will be presented for bimekizumab 160mg, bimekizumab 160mg with loading dose 320mg,
and bimekizumab 320mg. All Listings which include data up to Week 24 will use the same
approach as for plasma concentration tables.

If an AE occurs on the same day as the treatment switch (Visit 7, Week 12) then the AE will be
allocated to the Double-Blind treatment. An exception from this general rule is'made for adverse
drug reactions (ADRs), and AE of hypersensitivity reactions and anaphylagtic reactions. If those
AEs occur on the same days as the treatment switch, the AEs will be allecated to the Dose-Blind
treatment and will not be presented for the interim analysis.

Exposure of study medication will not be summarized but a listing-will be provided including
following information: date of first dose, date of last dose, anduration of exposure. The last
dose for the Double-Blind Period is planned on Visit-6(Week 8). For subject who completed the
Double-Blind Period the Week 8 date is the date of the last'dose. If a subject discontinued within
the Double-Blind Period, the discontinuation date willibe presented for the date of last dose.

Change # 2:
Section 8.1.2.1 Tender joint count (‘TJC) and swollen joint count (SJC)
Section 8.1.2.1.1 78/76 joint evaluation for ACR response

The Principal Investigator, another delegated physician, or an appropriately qualified medical
professional (based on local requirements) who has had documented training on how to perform
these assessments correctlyassesses the following joints for tenderness: the distal
interphalangeal, proximakinterphalangeal and metacarpophalangeal joints of the hands, and
metatarsophalangeal joints of the feet, the carpometacarpal and wrist joints (counted separately),
the elbows, shoulders, acromioclavicular, sternoclavicular, hip, knee, talo-tibial, and
midtarsaljoints.All of these except for the hips are assessed for swelling.

Artificial and ankylosed joints, as well as missing joints (ie, amputated joints), are excluded from
both tenderness and swelling assessments.

Ongddactylitic digit is to be counted as 1 swollen joint (instead of counting as 3 in the finger or 2
in,the toe).

Table 8—1 summarizes the swelling and tenderness grading criteria.
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Table 13—-1: Swelling and tenderness grading

The tender joint counts (TJC) and swollen joint counts (SJC) are weighted joint counts. If there
are missing observations in the tender or swollen joint assessments, then the remaifiing
observations will be assessed and weighted by the number of the assessed joints\(AJ):

5]c=n*zn:5]/zn:/1] )
i=1 i=1
T]C=n*;S]/;A] (10)

where n is the number of total joints. If a jointis/missing at Baseline, then that joint is set to
missing throughout the study. If more than 50% of-the tender joint assessments or 50% of the
swollen joint assessments are missing at-the time of a given assessment, then no imputation will
be done and the total TIC or SJC will;be set,to missing for that visit.

Section 8.1.2.1.2 28 joint evaluation for-determination of DAS28(CRP)
The following 28 joints will be used-for calculation of the DAS28(CRP).

e Upper extremity (26)-bilatefal’shoulders, elbows, wrists (includes radiocarpal, and carpal and
carpometacarpal bones considered as a single unit), MCP L, II, III, IV, and V, thumb
interphalangeals (IP)PIP IL, III, IV, and V

e Lower extremity(2)-knees

Has been changed to

Section 8.1,2:1 Tender joint count (TJC) and swollen joint count (SJC)
Section8:1.2.1.1 78/76 joint evaluation for ACR response

The Principal Investigator, another delegated physician, or an appropriately qualified medical
professional (based on local requirements) who has had documented training on how to perform
these assessments correctly assesses the following joints for tenderness: the distal
interphalangeal, proximal interphalangeal and metacarpophalangeal joints of the hands, and
metatarsophalangeal joints of the feet, the carpometacarpal and wrist joints (counted separately),
the elbows, shoulders, acromioclavicular, sternoclavicular, hip, knee, talo-tibial, and
midtarsaljoints. All of these except for the hips are assessed for swelling.
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Artificial and ankylosed joints, as well as missing joints (ie, amputated joints), are excluded from
both tenderness and swelling assessments.

One dactylitic digit is to be counted as 1 swollen joint (instead of counting as 3 in the finger or 2
in the toe).

Table 8—1 summarizes the swelling and tenderness grading criteria.

Table 13—-1: Swelling and tenderness grading

The tender joint counts (TJC) and swollen joint counts (SJC) are weighted joint counts. If there
are missing observations in the tender or swollen joint assessments, then the remaining
observations will be assessed and weighted by the number of-the assessed joints (AJ):

S]Czn*zn:S]/zn:A] )
=1 i=1
T]C=n*;T]/;A] (10)

where n is the number of total joints. If a joint is missing at Baseline, then that joint is set to
missing throughout the study. Ifimore than 50% of the tender joint assessments or 50% of the
swollen joint assessments ar€ ' missing at the time of a given assessment, then no imputation will
be done and the total TICer SJC will be set to missing for that visit.

Injected joints will be counted as swollen and tender from the date of injection up to 52
weeks after injection, ie, swelling and tenderness grading is 1.

Section 8.1.2,12 28 joint evaluation for determination of DAS28(CRP)
The following 28 joints will be used for calculation of the DAS28(CRP).

e Upper extremity (26)-bilateral shoulders, elbows, wrists (includes radiocarpal, and carpal and
carpometacarpal bones considered as a single unit), MCP L, II, III, IV, and V, thumb
interphalangeals (IP), PIP IL, III, IV, and V

e Lower extremity (2)-knees

Injected joints will be counted as swollen and tender from the date of injection up to 52
weeks after injection, ie, swelling and tenderness grading is 1.

Change # 3
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Section 6.2 Other Baseline characteristics

Baseline characteristics (including Scores relevant for inclusion and exclusion criteria) will be
summarized by treatment group and overall for FAS and SS. Following variables will be
summarized:

e TIC
e SIC
e hs-CRP

e Rheumatoid factor

e Anti-CCP antibodies

e Prior NSAID therapy, and prior anti-TNF therapy
e Psoriasis BSA

e Nail psoriasis

e Dactylitis

e NSAID therapy

e Synthetic DMARDs

e MTX

e Sulfasalazine

e Hydroxychloroquine

The corresponding listings will be pfesented for the RS.

Has been changed to

Baseline characteristics-(including Scores relevant for inclusion and exclusion criteria) will be
summarized by treatment group and overall for FAS and SS. Following variables will be
summarized:

e TIC
e SIC
e hs“CRP

¢2" Rheumatoid factor

¢ Anti-CCP antibodies

e Prior NSAID therapy, and prior anti-TNF therapy
e Psoriasis BSA

e Nail psoriasis
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e Dactylitis

e NSAID therapy

e Synthetic DMARDs
e MTX

e Sulfasalazine

e Hydroxychloroquine

A rheumatoid factor value < 15 IU/mL is defined as negative and a value > 15 IU/mb is
defined as positive. Anti-CCP antibodies negative is a value <5 U/mL and a value> 5
U/mL is defined as positive.

The corresponding listings will be presented for the RS.
Change # 4:
Following text has been added at the end of

Section 8.3 Analysis of other efficacy variables

In order to assess the potential bias of the potentially:inblinded subjects based on data, the
results of the final analysis will be utilized. Results/of the ACR50 and PASI90 response of the
rerandomized 320mg and 160mg treatment group at, Week 48 will be compared to the potentially
unblinded, randomized 320mg and 160mg treatment groups. If the percentage of ACR50 and
PASI90 responders is comparable as assesSed.By overlapping 95% confidence intervals, the
potential bias is estimated to be at migimum,

Change # 5:
Section 8.4 Subgroup analysis
and

Section 4.8 Examination of subgroups

e Extent of psoriasis involvement >3% (yes, no)

Has been’changed to

o O Extent of psoriasis involvement (<3%, >3% to <10%,>10%)
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13.2 Amendment 2
13.2.1 Rationale for the amendment

The SAP has been amended to:

e Add ‘End of Treatment’ visit for the final analysis

e Add clarification for the different handling of additional time points in the interim analysis
e Add rule for missing hs-CRP values at Baseline

e (Correct inflammatory bowel disease coding

e Add rule for handling missing data for prior and concomitant medication

e Modify Section 10

13.2.2 Modifications and changes

Section 3.5 Mapping of assessments performed at early termination:visit

Study assessments at an early termination visit where visit date matehes the visit date of a
scheduled visit will be summarized at the scheduled visit with the:same visit date. Premature
study termination visit assessments that do not have a scheduled visit with a matching date will
be assigned to the next scheduled site visit followingfhe lagbt visit where assessments were
available regardless whether or not there will be an‘assessment on this visit. The assessment of
ADbAD is an exception to this rule: AbAb will b& mapped to the next visit where antibody levels
are measured. For subjects who discontinug-$tudy fr€atment early and return for the Week 12
visits as per the protocol, the assessmentsigollected at that visit are summarized as Week 12
assessments.

Has been changed to

Study assessments at an early termin@ation visit where visit date matches the visit date of a
scheduled visit will be summarized at the scheduled visit with the same visit date. Premature
study termination visit assessments that do not have a scheduled visit with a matching date will
be assigned to the next scheduled site visit following the last visit where assessments were
available regardless whether or not there will be an assessment on this visit. The assessment of
AbAD is an exception. to this rule: AbAb will be mapped to the next visit where antibody levels
are measured. Forsubjects who discontinue study treatment early and return for the Week 12
visits as per theprotocol, the assessments collected at that visit are summarized as Week 12
assessments.

A visit called ‘End of Treatment’ will be added for the TFLs in the final analysis. The visit
will display the Week 48 assessments or the early termination assessment depending if the
subject discontinued early or not.

Section 4.2.3 Handling of missing data for prior and concomitant medication

Any medications with incomplete start and end dates/times will be handled according to the
following rules for classification as prior and concomitant and for the calculation of relative
study days. Such imputations will only be performed for these classifications and calculations; in
the listings all data will be shown as recorded on the electronic case report form (eCRF).
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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 same
as the month and year of the start date and the subject did not switch treatment during that
month and year, 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, then use the date of first dose.

e [f only the month and year are specified and the subject did switch treatment during that
month and year, then use the date of first switch treatment.

e Ifonly the year is specified, and the year of first dose is not the same as the year of'the start
date and the subject did not switch treatment during that year, then use the 1% ofJanuary of
the year of the start date.

e Ifonly 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 Ifonly the year is specified, and the year of first dose is the same ‘as the year the subject did
switch treatment, then use the date of first switch treatment.

e Ifonly the year is specified, and the year of first dose is the same as the year of the start date
and the same as the year the subject did switch treatment, then use the date of first dose.

e If the start date is completely unknown and.the’step-date is unknown or not prior to the date
of first dose, then use the date of first dosés

Has been changed to

Any medications with incomplete start-ahd end dates/times will be handled according to the
following rules for classification as¢ptior and concomitant and for the calculation of relative
study days. Such imputations willonly be performed for these classifications and calculations; in
the listings all data will be shown as recorded on the electronic case report form (eCRF).

Imputation of partial startdates:

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 and the subject did not switch treatment during that
month and year, 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, then use the date of first dose.

e Ifonly the month and year are specified and the subject did switch treatment during that
month and year, then use the date of first switch treatment.

e Ifonly the year is specified, and the year of first dose is not the same as the year of the start
date and the subject did not switch treatment during that year, 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.
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e Ifonly the year is specified, and the year of first dose is the same as the year the subject did
switch treatment, then use the date of first switch treatment.

e [fonly the year is specified, and the year of first dose is the same as the year of the start date
and the same as the year the subject did switch treatment, 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.

e If the start date is completely unknown and the stop date is prior to the date of first
dose, then set the start date to the 1st of January of the year of the end date.

Section 4.3 Interim analysis and data monitoring

The interim analysis includes selected data up to Week 12 and in additionzdata up to Week 24.
The data up to Week 24 may include partial results up to the time the database for Week 12 was
locked for ongoing subjects. All analyses for the period between Week 12 and Week 24 are only
for those treatment groups that are not rerandomized. Following variables will be analyzed:
primary and secondary efficacy variables, ACR components,- MDA, modified MDA, PK, AbAb,
TEAEs and Hy’s Law. It depends on the variable how those’additional time points will be
presented in the interim analysis. Two summary tables for each of the primary and secondary
efficacy variables, the ACR components, MDA and modified MDA will be presented. The first
table will include data up to Week 12 by treatment.group at Baseline. The second table will
include data up to Week 24 by following treatment groups: bimekizumab 160mg and
bimekizumab 160mg with loading dose 320mg, and bimekizumab 320mg. The same approach
will be done for all TEAEs tables and the'Hy’s Law criteria tables. The summary table for
plasma concentration will present onlytdata up to Week 12 for the Baseline treatment groups
Placebo and bimekizumab 16mg. Data up to Week 24 will be presented for bimekizumab
160mg, bimekizumab 160mg with loading dose 320mg, and bimekizumab 320mg. All Listings
which include data up to Week“24 will use the same approach as for plasma concentration tables.

For the interim analysis; the database will be locked and the treatment codes will be made
available to UCB pgérsonnel with exception of operational staff working on the study. An interim
report will be weitten. The Investigators and subjects will remain blind to the assigned
bimekizumab, dosing regimen until the subject completes the Dose-Blind Period at Week 48.

Has been changed to

The interim analysis includes selected data up to Week 12 and in addition data up to Week 24.
The data up to Week 24 may include partial results up to the time the database for Week 12 was
locked for ongoing subjects. AH-analysesfor-thepertod-between Week12-and-Week24-are-only
for-those-treatment groups-thatare notrerandomized: The analysis of following variables will
include data up to Week 24Fellowingvariables-will- be-analyzed: primary and secondary
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efficacy variables, ACR components, MDA;medified MDA; PK, AbAb, TEAESs, biochemistry
and hematology laboratory results, and Hy’s Law. It depends on the variable how those
additional time points will be presented in the interim analysis.

The efficacy analyses and the plasma concentration analyses for the period between Week
12 and Week 24 are only for those treatment groups that are not rerandomized. Two
summary tables for each of the primary and secondary efficacy variables, the ACR components,
and MDA and-medified MBA-will be presented. The first table will include data up to Week 12
by treatment group at Baseline. The second table will include data up to Week 24 by the
following treatment groups: bimekizumab 160mg and bimekizumab 160mg with loading dose
320mg, and bimekizumab 320mg. Fhe-same-approach-wil-be-doneforall THEAEstables-and-the
HysEaw-eriterta-tables: The summary table for plasma concentration will present ofily data up
to Week 12 for the Baseline treatment groups Placebo and bimekizumab 16mg. Data up to Week
24 will be presented for bimekizumab 160mg, bimekizumab 160mg with loading dose 320mg,
and bimekizumab 320mg. All Listings which include data up to Week 24 will use the same
approach as for plasma concentration tables.

The safety analysis (TEAESs, biochemistry and hematology laboratory results, and Hy’s
Law) will be handled as follows: Two summary tables for each-of the safety analysis will be
presented. The first table will include data up to Week 12.by“treatment group at Baseline.
The second table will include data up to Week 24 and willalso present subjects under their
Baseline treatment group. For the second table anv event/finding that is unique to a
treatment group should only be presented in the “Al subjects” column and the treatment
columns should remain blank. Following ruiles will be applied for the TEAESs: If the
relative TEAE start date is less or equal‘to 84(12*7) days, then the TEAE will be presented
in the up to Week 12 table. If the relative start date is less or equal to 168 (24*7) days, then
the TEAE will be presented in the up to-Week 24 table.

The treatment group information will'not be displayed for the interim listings.

For the interim analysis, the database will be locked and the treatment codes will be made
available to UCB personnel'with exception of operational staff working on the study. An interim
report will be written. THe Investigators and subjects will remain blind to the assigned
bimekizumab dosingtegimen until the subject completes the Dose-Blind Period at Week 48.
Further details are available in the PA0008 blinding plan.

Section 6.2 Other Baseline characteristics

Time since first diagnosis of PsA will be calculated as:

Time since first diagnosis
= Date of diagnosis — Date of Informed Consent

(6)

If the date of diagnosis 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 are missing).
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A rheumatoid factor value < 15 IU/mL is defined as negative and a value > 15 IU/mL is defined
as positive. Anti-CCP antibodies negative is a value < 5 U/mL and a value > 5 U/mL is defined
as positive.

The corresponding listings will be presented for the RS.
Has been changed to

Time since first diagnosis of PsA will be calculated as:

Time since first diagnosis
= Date of diagnosis — Date of Informed Consent

(6)

If the date of diagnosis 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 daycand month are missing).

The absolute values of the formula (6) will be used to display positive values.

A rheumatoid factor value < 15 IU/mL is defined as fiegative and a value > 15 IU/mL is defined
as positive. Anti-CCP antibodies negative is a value< 5U/mL and a value > 5 U/mL is defined
as positive.

For hs-CRP following rules will be applied:

e If Baseline hs-CRP values aré missing, then take the Screening hs-CRP values.

e If Screening hs-CRP values are missing, then take the median hs-CRP values.

The corresponding listings will be ptesented for the RS.
Section 8.4 Subgroup analysis

Subgroup analyses will be performed on the primary and secondary efficacy variables. The
following variables for subgroup analyses will be defined:

o Age (<45 years;=45 to <65 years, >65 years)

e Gender (male}’female)

e Geographic region (North America, Europe)

e BASDAI (<4 [mild disease]; >4 to <7 [moderate disease]; >7 to <10 [severe disease])
e <Prior TNF inhibitor exposure (yes, no)

¢ Treatment-emergent AbAD status (positive, negative)

e [Extent of psoriasis involvement (<3%, >3% to <10%, >10%)

e hs-CRP level (<= upper limit normal, > upper limit normal)

e Time since first diagnosis of PsA (< 2 years, > 2 years)
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e Body weight (<100 kg, >100 kg)

Subjects will be counted to have a positive treatment-emergent AbAb status in case the positivity
occurred between the first dose and Visit 7 (Week 12).

The derivation of time since first diagnosis of PsA is described in Section 6.2.

All subgroup analyses are based on imputed data and will be summarized using descriptive
statistics only.

Has been changed to

Subgroup analyses will be performed on the primary and secondary efficacy variables. The
feHewing variables for subgroup analyses are defined in Section 4.8. will- be-defined;

Subjects will be counted to have a positive treatment-emergent AbAD status in case the positivity
occurred between the first dose and\Visit 7 (Week 12).

The derivation of time since first diagnosis of PsA is described in Section 6.2.

All subgroup analyses aredased on imputed data and will be summarized using descriptive
statistics only.

Section 8.3 Analysis of other efficacy variables

Time to onset of ACR20/50 response will be estimated and presented using the Kaplan-Meier
product<timit method for each treatment. Time to a given response will be defined as the length
in weeks from Baseline until the first date when the response is achieved. Subjects who
discontinue study treatment prior to achieving a response will be censored at the date of study
treatment discontinuation. Subjects who reach the Week 12 visit without achieving a response
will be censored at the date of the Week 12 visit. Missing response data will be imputed with
NRL

Has been changed to
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Time to onset of ACR20/50 response will be estimated and presented using the Kaplan-Meier
product-limit method for each treatment. Time to a given response will be defined as the length
in weeks from Baseline until the first date when the response is achieved. Following derivation
will be used: Days from Baseline until the first date divided by 7. There will be no rounding
for the Kaplan Meier estimates. Subjects who discontinue study treatment prior to achieving a
response will be censored at the date of study treatment discontinuation. Subjects who reach the
Week 12 visit without achieving a response will be censored at the date of the Week 12 visit.
Missing response data will be imputed with NRI.

Section 10.1 Extent of exposure
The duration of exposure (in days) will be calculated as:

Duration of exposure

= Date of last injection — Date of first Injection + 28 (5)

28 days refer to one half-life of bimekizumab. If a change of treatment occurs prior to
completion of the dosing interval, duration of exposure to study medication will be calculated as:

Duration of exposure
= Date of treatment.change — Date of first Injection

(16)

For subjects who have died the exposure Wwill beras follows:
Duration of exposure = Date of Death — Date of first Injection+ 1  (17)
The sum over all duration of exposufe (in years) will be calculated for the total subject-years of

duration of exposure.

The duration of exposure will.be summarized by treatment group using descriptive statistics. A
by-subject listing of date @f first and last dose and the duration of exposure will be performed.

Time at risk (in days) is defined as:
Time atxisk = Date of last injection — Date of first injection + 140  (18)

where 140, days refers to 5*half-life of bimekizumab.

The sumt over all time at risk (in years) will be calculated for the total subject-years of time at
risk.

Has been changed to
The duration of exposure (in days) will be calculated as:

Duration of exposure

= Date of last injection — Date of first Injection + 28 (5)
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28 days refer to one half-life of bimekizumab. If a change of treatment occurs prior to
completion of the dosing interval, duration of exposure to study medication will be calculated as:

Duration of exposure
= Date of treatment change — Date of first Injection

(16)

For subjects who have died the exposure will be as follows:
Duration of exposure = Date of Death — Date of first Injection+ 1  (17)
The sum over all duration of exposure (in years) will be calculated for the total subjectsycars of

duration of exposure.

The duration of exposure will be summarized by treatment group using descriptive statistics. A
by-subject listing of date of first and last dose and the duration of exposure will be performed.

Time at risk (in days) is defined as:
Time at risk = Date of last injection — Date of first injection + 140  (18)

where 140 days refers to 5*half-life of bimekizumab.

The sum over all time at risk (in years) will be calculated for the total subject-years of time at
risk.

The days on treatment and days on bimekizumab'treatment will be calculated as follows:

Days on treatment
= Date of last/latest dose a9)
— Date of firstplacebo or bimekizumab dose + 1

Days on bimekizumab treatment
='Date of last/latest dose (20)
= Date of first bimekizumab dose + 1

Section 10.2.1 Exposui¢ duration

The duration of each”AE will be calculated as follows:
Duration (days) = Date of outcome — Date of onset + 1 (19)

For the.€alculation of duration for AEs with missing start dates, the dates will be imputed as
described in Section 4.2.2.

The time to first dose for each AE will be calculated as follows for all TEAEs:

Time since first dose (days)

= Date of AE onset — Date of first dose + 1 (20)

The time to most recent dose for each AE will be calculated as follows for all TEAEs:
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Time since most recent dose (days)
= Date of AE onset (21)
— Date of most recent dose prior to AE + 1

Time to first dose and time to most recent dose will not be calculated for pretreatment AEs.

For the calculation of time to first bimekizumab and time to most recent bimekizumab dose the
same formulas as above (20 and 21) will be used but the date of first bimekizumab dose will be
used instead of the date of first dose. The time to first dose and time to first bimekizumab deose

differs only for those subjects who receive placebo at Baseline.

The days on treatment and days on bimekizumab treatment will be calculated as follows:
Days on treatment

= Date of last/latest dose (22)
— Date of first placebo or bimekizumab dose + 1

Days on bimekizumab treatment
= Date of last/latest dose (23)
— Date of first bimekizumabdose + 1
Has been changed to

The duration of each AE will be calculated as follows:
Duration (days) = Date of outcome’—:Date of onset + 1 (4921)

For the calculation of duration for AEs with’missing start dates, the dates will be imputed as
described in Section 4.2.2.
The time to first dose for each AE will be calculated as follows for all TEAEs:

Time since first dose (days) (220)
= Date of AE onset — Date of first dose + 1 =
The time to most recent dose for each AE will be calculated as follows for all TEAEs:

Time since most recent dose (days)
= Date of AE onset (234
— Date of most recent dose prior to AE + 1

Timeto first dose and time to most recent dose will not be calculated for pretreatment AEs.

For the calculation of time to first bimekizumab and time to most recent bimekizumab dose the
same formulas as above (20 and 21) will be used but the date of first bimekizumab dose will be
used instead of the date of first dose. The time to first dose and time to first bimekizumab dose

differs only for those subjects who receive placebo at Baseline.
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Section 10.2.2 Exposure adjusted incidence rate (EAIR) and exposure adjusted event rate
(EAER)

The EAIR is defined as the number of subjects (n) with a specific AE adjusted for the’exposure
and will be scaled to 100 patient-years:

n
EAIR = 100 x # (24)
i=1*Exp,l

where T,y ; is a subject’s exposure time in years up to the first ocetirrence of the AE of interest.

If a subject has multiple events, the time of exposure is calculated to the first occurrence of the
AE of interest. If a subject has no events, the total time at risk’1s used.

Exact Poisson 95% Cls for incidence rates are calculated using the relationship between the
Poisson and the Chi-square distribution (Ulm,1990; Fay and Feuer, 1997):

2
Xon &
LoL2 22 (25)
2
XZ
OCL = M (26)

where n is the number of subjects with a specific AE for the incidence rate of interest and is the
basis for the number of the/degrees of freedom for the chi-square quantile for the upper tail
probability .

The EAER will be'the number of AEs including repeat occurrences in individual subjects
divided by the total time at risk scaled to 100 patient-years and calculated using:

N
EAER = 100 + ——2E (27)

?:1 TRisk,i
where Nag is the total number of AEs and Ty, ; 1S a subject’s total time at risk in years.
No CI will be computed for EAER.

Has been changed to

The EAIR is defined as the number of subjects (n) with a specific AE adjusted for the exposure
and will be scaled to 100 patient-years:
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EAIR = 100 n
=100 * S0 24
?: 1 TExp,i ( )

where Tg,p, ; 1s a subject’s exposure time in years up to the first occurrence of the AE of interest
(equation [21] in years) at the level of coding evaluated.

If a subject has multiple events at the level of coding evaluated, the time of exposure is
calculated to the first occurrence of the AE of interest. If a subject has no events, the total time‘at
risk (15) is used.

Exact Poisson 95% Cls for incidence rates are calculated using the relationship between the
Poisson and the Chi-square distribution (Ulm, 1990; Fay and Feuer, 1997):

2
X, «a
2n,7

(25)

LCL =

Xg(n+1),1—a/2 (26)

UCL =
2

where n is the number of subjects with a specific AE for the.dncidence rate of interest and is the
basis for the number of the degrees of freedom for thé chi‘square quantile for the upper tail
probability .

The EAER will be the number of AEs including rep€at occurrences in individual subjects
divided by the total time at risk scaled to £00 patient-years and calculated using:

NAE

EAER =300 27)

n
i=1 TRisk,i

where Nag is the total number of AEs and Ty ; 1s a subject’s total time at risk in years.
No CI will be computed for EAER.
Section 10.2.3 AE of Special Monitoring

Inflammatory bewel disease

These eventswill be presented in a stand-alone table which includes EAIR and EAER. The table
will include all TEAEs which code into the HLGT of “Colitis excl infective”.

Has been changed to

Inflammatory bowel disease

These events will be presented in a stand-alone table which includes EAIR and EAER. The table
will include all TEAEs which code into the HLGT of “Colitis excl infective”.
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13.3 Amendment 3
13.3.1 Rationale for the amendment

The SAP has been amended to:

e Add Section with changes from interim analysis to SAP-defined analyses
e Change definition of AE of special monitoring for final analysis

e Add rule for value below limit of quantification for DAS28(CRP)

e Add Section for CRP and hs-CRP

e Update AE section to apply the interim rules to the final analysis

e Update markedly abnormal laboratory units and add the RCTC reference

e Update AbAb Section to clarify the overall AbAb status and the first occurrence of AbAb
positivity

e Change subgroup analysis sections to change the definitions of tréatment-emergent AbAb
status

e Remove rounding information for BMI

e Update prohibited medication section to remove the rule that efficacy results should be set to
missing after receiving prohibited medication

e Update pharmacokinetics section to be alighedwith TFLs shells
13.3.2 Modification and changes

List of abbreviation

CDF cumulative distribution function
CIl confidence interval

RBC red blood cell

RNA ribonucleic acid

Has been changed to

CDF cumulative distribution function

CDISC Clinical Data Interchange Standards
Consortium

CIl confidence interval
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RBC Red blood cell
RCTC Rheumatology Common Toxicity Criteria
RNA Ribonucleic acid

Section 4.3.1 has been added

Section 4.3.1 Changes from interim analysis to SAP-defined analyses

For TEAE two summary tables were presented as described in previous section:with one
modification: the first table was displaying all TEAE during the Double-Blind Period
instead of limiting it TEAE with a relative TEAE start date less equal 84 days.

The definitions of AE of special monitoring were updated with the third SAP Amendment
after the interim analysis. The interim analysis used the previous definition which is
displayed in Section 4.3.1.2. The interim analysis only displayed-the overall number of AE
of special monitoring by treatment group.

The definition of time since first diagnosis of PsA was updated with the third SAP
Amendment after the interim analysis. In the previous‘definitions the date of informed
consent was subtracted from the date of diagnesis which results in negative values. For the
interim analysis another calculations were 1ised:

Time since first diagnosis (years)
Date of Treatment Start Date — Date of diagnosis + 1

365.25

Section 4.3.2 has been added

Section 4.3.2 Search and selection criteria for AE of special monitoring for interim analysis

Following AEs are defined>as TEAESs of special monitoring:

e Fungal infectiousdisorder

e Opportunisticiinfection (including TB)

e Malignant-or unspecified tumor

e Malighant tumor

e Major cardiovascular event

o> 'Haematopoietic cytopenias

e Neuropsychiatric events

e Inflammatory bowel disease

e Hypersensitivity and anaphylactic reaction

e Hepatic events
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Fungal Infectious disorder

All TEAESs which code into the High Level Group Term (HLGT) of “Fungal infectious
disorders” are classified as fungal infectious disorder.

Opportunistic infection

All TEAESs identified using UCB-defined search criteria as described in Section 12.13.

Malignant or unspecified tumor

The search criteria is based on the Standardized MedDRA Query (SMO) = “Malignant or
unspecified tumours (SMQ)”.

Malignant tumor

The search criteria is based on the SMQ="Malignant tumours (SMQ)”.

Major cardiovascular events

The major cardiovascular events are identified using the following-UCB-defined search
criteria:

e All serious TEAEs which code to a PT included in the Scope=Broad and/or
Scope=Narrow groups of the following SMOQs:

— Haemorrhagic central nervous system vascular conditions (SMOQ)

— Ischaemic central nervous system vascularconditions (SMQ)

e All serious TEAEs which code to a PDincluded in the HLT “Ischaemic coronary artery
disorders” except events coding to.PT “Chest Pain” or “Chest discomfort”

e All serious TEAESs which code to a.PT included in any of the following HL. T's: “Heart
Failures NEC”, “Left Ventricular Failures”, or “Right Ventricular Failures” and which
also code to the SOC of “Cardiac Disorders” as Primary SOC.

Haematopoietic cytopenias

The search criteria is baséd on the SMQ = “Haematopoietic cytopenias”. The SMOQ search
should include all serious TEAEs which code to a PT included in the Scope=Broad and/or
Scope=Narrow groups within the SMQ.

Neuropsychiatric events

The search ériteria is based on the SMQ = “Depression and suicide/self-injury (SMQ)”.
The SMQ:search will include all TEAEs which code to a PT included in the Scope=Broad
and/or:Scope=Narrow groups within the SMQ.

Inflammatory bowel disease

All TEAEs which code into the HLT of “Colitis (excl infective)” are identified as
inflammatory bowel disease.

Hyvpersensitivity reactions and anaphvlactic reactions

Hvpersensitivity reactions and anaphylactic reactions will be identified as follow:
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¢) Hypersensitivity reactions: All TEAEs that either emerged on the same day as when
a study medication injection reaction was received, or that emerged one day after a
study medication injection was received, which code to a PT which contains the
term “hypersensitivity” will be considered to be a hypersensitivity reaction and
included in the summary table as such.

d) Anaphylactic reactions: An algorithmic approach will be used to identify TEAEs
that are considered to be anaphylactic reactions. PTs are separated into the 4
distinct categories (A, B, C, D) prior to the algorithmic approach being applied.

All TEAES that either emerged on the same day as when a study medication injection
reaction was received, or that emerged one day after a studvy medication injectiom-was
received, and which fulfill any of the 3 criteria described in Section 12.14 will.be included
in the summary table.

Hepatic events

The search criteria is based on all TEAEs in the SMQ “Drug related-hepatic disorders -
comprehensive search (SMQ)”. Note that the following two sub-SMOs are to be excluded:
“Liver neoplasms, benign (incl cysts and polyps)” and “Liver-neoplasms, malignant and
unspecified (SMQ)”.

The SMOQ search should include all TEAESs (regardless-of whether they have been judged
as related to study medication or not) which code’to.a PT included in the Scope=Narrow
oroup within each SMQ.

Section 4.8 Examination of subgroups

Subjects will be counted to have a positive treatment-emergent AbAb status in case the positivity
occurred between the first dose and Visit 7 (Week 12).

Has been changed to

Subjects will be countedto'have a positive treatment-emergent AbAb status in case the first
ADbAD positivity occurfed up to between-the-first-doseand Visit 7 (Week 12). The definition of
first AbAb occurrence is described in Section 9.2.

Section 6.1 Demographics

BMI inckg/m? is calculated based on the height (in m) and the weight (in kg) using the formula:
Fot-adults:

Weight

BM| = ———
Height?

)

Even if they are available in the database, these variables are calculated during analysis (if
applicable). These calculated values are used in the statistical analysis since they are considered
more accurate. BMI is rounded to 1 decimal.
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Has been changed to

BMI in kg/m? is calculated based on the height (in m) and the weight (in kg) using the formula:
For adults:

_ Weight

BMI = ———
Height?

)

Even if they are available in the database, these variables are calculated during analysis (if

applicable). These calculated values are used in the statistical analysis since theyzare considered
more accurate. BMisrounded-to1-deeimal.

Section 6.2 Other Baseline characteristics

Time since first diagnosis of PsA will be calculated as:

Time since first diagnosis
= Date of diagnosis)— Date of Informed Consent

(6)

If the date of diagnosis is partial, it should;be iniputed to the most recent feasible date (ie, last
day of the month if only day is missing; er thelast day of the year if day and month are missing).

The absolute values of the formula (6) will be used to display positive values.
Has been changed to

Time since first diagnosiscof PsA will be calculated as:

Time sincefirst diagnosis (years)
_ Date of Informed Consent — Date of diagnosis +1 (6)

365.25

If the date of diagnosis is partial, it should be imputed to the most recent feasible date (ie, last
day 6f'the month if only day is missing, or the last day of the year if day and month are missing).

Section 6.5 Prohibited medication and rescue medication
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Prohibited medications are defined in the Protocol (Section 7.8.2). All efficacy data collected at
assessments after the use of prohibited medications should be treated as missing. Prohibited
medication use and date of first usage should be determined and documented during the data
evaluation meeting (DEM) prior to the database lock. The number and percentage of subjects
who used prohibited medication will be summarized and also be listed.

Has been changed to
Prohibited medications are defined in the Protocol (Section 7.8.2). AH-efficacy-datacolected-at

Section 8.3.2 Disease Activity Score-28 joint count C-reactive protein (DAS28|CRP])

The components for DAS28(CRP) include the TJC and SJC based:on 28 joints, hs-CRP (mg/L),
and the PGADA (mm). DAS28(CRP) is calculated as follows:

DAS28(CRP) = 0.56 * \/TJC + 0.28 * /S]C +0.014 + PGADA + 0.36

12
* In(hsCRP + 1) + 0.96 (12)

Has been changed to

The components for DAS28(CRP) include theTJC and SJC based on 28 joints, hs-CRP (mg/L),
and the PGADA (mm). DAS28(CRPY s caleulated as follows:

DAS28(CRP) = 0.56 * \/TJC + 0.28 * ,/SJC + 0.014 * PGADA + 0.36

12
* In(hsCRP + 1) + 0.96 (12)

The hs-CRP values belowcthe limit of quantification should be set to half the limit of
quantification for the calculations. The limit of quantification for hs-CRP is 0.16 mg/L.

Section 8.3.11 has been added
Section 8.3.11 C-=reactive protein (CRP) and high-sensitivity C-reactive protein (CRP)

Blood will bé¢’collected for measurement of CRP and hs-CRP. CRP and hs-CRP are
indicators for inflammation and are measured in the blood. Hs-CRP is a component of
compgsite efficacy variables, and in addition is also summarized and analyzed as individual
variables. For hs-CRP the summary statistics should contain n, geometric mean, geometric
CV, median, first and third quartile (Q1 and Q3), minimum, and maximum, where the
geometric CV (%) is calculated using:

CV =+ eSPh — 1 (15)

with SDin — the standard deviation of the In-transformed hs-CRP values.
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For descriptive statistics, the observed values and ratio to Baseline values will be displaved.

hs-CRP and CRP values below the limit of quantification should be set to half the limit of
quantification for the calculations. The limit of quantification for hs-CRP is 0.16 mg/L. and
0.4 mg/dL = 4.00 mg/L for CRP.

Section 9.2 Pharmacodynamics and Immunogenicity

In addition, overall AbAD status should be determined:

e Subject AbAb positivity is defined as having with AbAb+ at any time in the treatment
period. This does not include Baseline/pre-treatment

e Subject AbADb negativity is defined with AbAb- at any time in the treatment period. This
does also include AbAb+ at Baseline/pre-treatment

e Treatment-emergent AbAb positivity is defined when a subject is AbAb+ for the first time
during treatment period excluding Baseline/pre-treatment. If there $s"AbAb+ at Baseline/pre-
treatment and there is a pre-defined fold increase in titre at leastcat one visit during the
treatment period, then the subject has also a treatment-emergent AbAb positivity status.

Note: The fold increase from Baseline required will beldefined with the development of the
assay prior to database lock.

Has been changed to

In addition, overall AbAb status should be determined:

e Subject AbAD positivity is defined as having with AbAb+ at any time in the treatment
period. This does not include Baseline/pre-treatment

e Subject AbAb negativity:s“defined with AbAb- at any time in the treatment period. This
does also include AbAb+ at Baseline/pre-treatment

AN AN

during-treatment-period-excluding Baseline/pre-treatment: If there is AbAb+ at Baseline/pre-
treatment and‘there is a pre-defined 4-fold increase in titre at least at one visit during the
treatmentperiod, then the subject has also an treatment-emergent overall AbAD positivity
status.

The visit of the first occurrence of AbAb positivity is defined as the visit when a subject is
AbAb+ for the first time during treatment period excluding Baseline/pre-treatment. If
there is AbAb+ at Baseline/pre-treatment and there is a 4-fold increase in titre at least at
one visit during the treatment period, then the subject’s first occurrence visit is the
Baseline Visit.
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Section 8.4 Subgroup analysis

Subjects will be counted to have a positive treatment-emergent AbAb status in case the positivity
occurred between the first dose and Visit 7 (Week 12).

Has been changed to

Subjects will be counted to have a positive treatment-emergent AbAb status in case the-first
ADbAD positivity occurred up to between-the-first-dose-and Visit 7 (Week 12). The definition of
first AbAb occurrence is described in Section 9.2.

Section 9.1Pharmacokinetics

In addition geometric mean bimekizumab plasma concentrationime curves will be plotted by
treatment group, and by cumulative antibody status (ie, positive, negative) for subjects
randomized to bimekizumab.

Has been changed to

In addition geometric mean bimekizumab{plasma concentration time curves will be plotted by
treatment group;-as i i Hi ! i

Section 10.1 Extent of exposure

The duration of exposure(in days) will be calculated as:

Durationof exposure

= Date of last injection — Date of first Injection + 28 (13)

28 days refer to one half-life of bimekizumab. If a change of treatment occurs prior to
completion of the dosing interval, duration of exposure to study medication will be calculated as:

Duration of exposure
= Date of treatment change — Date of first Injection

(16)

For subjects who have died the exposure will be as follows:

Duration of exposure = Date of Death — Date of first Injection+ 1  (17)
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The sum over all duration of exposure (in years) will be calculated for the total subject-years of
duration of exposure.

The duration of exposure will be summarized by treatment group using descriptive statistics. A
by-subject listing of date of first and last dose and the duration of exposure will be performed.

Time at risk (in days) is defined as:
Time at risk = Date of last injection — Date of first injection + 140  (18)

where 140 days refers to 5*half-life of bimekizumab.

The sum over all time at risk (in years) will be calculated for the total subject-years oftime at
risk.

The days on treatment and days on bimekizumab treatment will be calculated as follows:
Days on treatment

= Date of last/latest dose (19)
— Date of first placebo or bimekizumab dose + 1

Days on bimekizumab treatment
= Date of last/latest dose (20)
— Date of first bimekizumab dose + 1
Has been changed to
The duration of exposure (in days) will be‘calculated as:

Duration of exposure

= Date of lastiinjection — Date of first Injection + 28 (156)

28 days refer to one half-life of btmekizumab. If a change of treatment occurs prior to
completion of the dosing interval, duration of exposure to study medication will be calculated as:

Duration of expesure
= Date of treatment change — Date of first Injection

(167)
For subjects whe'have died the exposure will be as follows:
Duration of exposure = Date of Death — Date of first Injection+ 1  (178)

The sitm over all duration of exposure (in years) will be calculated for the total subject-years of
duration of exposure.

The duration of exposure will be summarized by treatment group using descriptive statistics. A
by-subject listing of date of first and last dose and the duration of exposure will be performed.

Time at risk (in days) is defined as:

Time at risk = Date of last injection — Date of first injection + 140  (189)
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where 140 days refers to 5*half-life of bimekizumab.

The sum over all time at risk (in years) will be calculated for the total subject-years of time at
risk.

The days on treatment and days on bimekizumab treatment will be calculated as follows:

Days on treatment
= Date of last/latest dose (4920)
— Date of first placebo or bimekizumab dose + 1

Days on bimekizumab treatment
= Date of last/latest dose (261)
— Date of first bimekizumab dose + 1

Section 10.2 Adverse events

The following code lists will be used for AE recording:
e Pattern of event: intermittent or continuous

¢ Intensity of event: mild, moderate or severe

e Relationship: related or not related

e Action taken with IMP: dose not changed; dosé reduced, dose increased, drug temporarily,
interrupted, drug permanently withdrawn otnot applicable

e Outcome: resolving, not resolvedyrésolved, resolved with sequelae, worsened, fatal or
unknown

For all TEAESs the following variables will be calculated:
e Duration
e Time since first dose

ADRs are defined as ag€sponse to a drug which is noxious and unintended and which occurs at
doses normally usedih man for prophylaxis, diagnosis, or therapy of disease or for modification
of physiological function. Any AE that is considered “Related” to study treatment will be classed
as an ADR.

Has been changed to
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s . Grstd

ADRs are defined as a response to a drug which is noxious and unintended and which eccurs at
doses normally used in man for prophylaxis, diagnosis, or therapy of disease or for modification
of physiological function. Any AE that is considered “Related” to study treatmentwill be classed
as an ADR.

If an AE occurs on the same day as the treatment switch (Visit 7, WeeKk 12) then the AE will
be allocated to the Double-Blind treatment. An exception from this @eneral rule is made for
ADRSs, and AE of hypersensitivity reactions and anaphylactic reactions. If those AEs occur
on the same days as the treatment switch, the AEs will be allocated to the Dose-Blind
treatment.

Section 10.2.1 Exposure duration

The duration of each AE will be calculated as follows:
Duration (days) = Date of outcomey= Date of onset + 1 (19)

For the calculation of duration for AEs with missing start dates, the dates will be imputed as
described in Section 4.2.2.

The time to first dose for each AE, will be calculated as follows for all TEAESs:

Time since fivst dose (days) (20)
= Date of AE onset — Date of first dose + 1
The time to most recent dose for each AE will be calculated as follows for all TEAEs:

Time since most recent dose (days)
= Date of AE onset (21)
— Date of most recent dose prior to AE + 1

Has been changed to

The duration of each AE will be calculated as follows:

Duration (days) = Date of outcome — Date of onset + 1 (4922)
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For the calculation of duration for AEs with missing start dates, the dates will be imputed as
described in Section 4.2.2.

The time to first dose for each AE will be calculated as follows for all TEAEs:

Time since first dose (days)

= Date of AE onset — Date of first dose + 1 (2023)

The time to most recent dose for each AE will be calculated as follows for all TEAEs:

Time since most recent dose (days)
= Date of AE onset (2124)
— Date of most recent dose prior to AE + 1

Section 10.2.2 Exposure adjusted incidence rate (EAIR) and exposure adjusted event rate
(EAER)

The EAIR is defined as the number of subjects (n) with a specific AE.,adjusted for the exposure
and will be scaled to 100 patient-years:

n
EAIR = 100 = ﬁ (24)
i=1d Expsi

where Tg,p,; 1s a subject’s exposure time in yeats up 40-the first occurrence of the AE of interest
(equation [21] in years) at the level of coding.¢valgated.

If a subject has multiple events at the level of coding evaluated, the time of exposure is
calculated to the first occurrence of thevAEf interest. If a subject has no events, the total time at
risk (15) is used.

Exact Poisson 95% Cls for incidene&rates are calculated using the relationship between the
Poisson and the Chi-square distribution (Ulm, 1990; Fay and Feuer, 1997):

2

X, a
LCL = —22 (25)
XZ
UCL = w (26)

where nds’the number of subjects with a specific AE for the incidence rate of interest and is the
basis for the number of the degrees of freedom for the chi-square quantile for the upper tail
prebability .

The EAER will be the number of AEs including repeat occurrences in individual subjects
divided by the total time at risk scaled to 100 patient-years and calculated using:

N
EAER = 100 * AE

n
i=1 TRrisk,i

27)
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where Nag is the total number of AEs and Ty ; 1s a subject’s total time at risk in years.
No CI will be computed for EAER.
Has been changed to

The EAIR is defined as the number of subjects (n) with a specific AE adjusted for the exposure
and will be scaled to 100 patient-years:

n
EAIR =100 * <7—r— (243)
i=11Exp,l

where Tg,p,; 1s a subject’s exposure time in years up to the first occurrence of the AB-of interest
(equation [21] in years) at the level of coding evaluated.

If a subject has multiple events at the level of coding evaluated, the time of exposure is
calculated to the first occurrence of the AE of interest. If a subject has no events, the total time at
risk (15) is used.

Exact Poisson 95% Cls for incidence rates are calculated using the relationship between the
Poisson and the Chi-square distribution (Ulm, 1990; Fay and Feuer, 1997):

2
XZTL

a
LCL = —Z (256)
2
XZ
UCL = w (267)

where n is the number of subjects with asspecific AE for the incidence rate of interest and is the
basis for the number of the degrees of freedom for the chi-square quantile for the upper tail
probability .

The EAER will be the number®t AEs including repeat occurrences in individual subjects
divided by the total time at risk scaled to 100 patient-years and calculated using:

NAE

EAER = 100 = (278)

n
i=1 TRisk,i

where Nag is;the total number of AEs and Ty ; 1s a subject’s total time at risk in years.
No CI will be computed for EAER.
Section 10.2.3 AE of Special Interest and AE of Special Monitoring

AE of special interest is any AE which meets the Hy’s Law criteria, defined as >3x upper limit
of normal (ULN) alanine aminotransferase (ALT) or aspartate aminotransferase (AST) with
coexisting >2xULN total bilirubin in the absence of >2xULN alkaline phosphatase (ALP), with
no alternative explanation for the biochemical abnormality.

AEs of special monitoring for this study include: serious infections (including opportunistic
infections and tuberculosis [TB]), cytopenias, hypersensitivities, suicide ideation or behavior
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(assessed using the eC-SSRS), depression and anxiety (assessed using the HADS), major
cardiovascular events and liver function test changes/enzyme elevations (ALT, AST, and
bilirubin), malignancies, and inflammatory bowel diseases.

The incidence of TEAEs of special monitoring will be summarized by MedDRA system organ
class, high level term, and PT. EAIR with associated 95% CI, and the EAER will be included in
the summary tables for following TEAESs of special monitoring:

e Fungal infectious disorder

e Opportunistic infection (including TB)
e Malignant or unspecified tumor

e Malignant tumor

e Major cardiovascular event

e Haematopoietic cytopenias

e Neuropsychiatric events

¢ Inflammatory bowel disease

e Hypersensitivity and anaphylactic reaction
e Hepatic events

Fungal infectious disorder

Fungal infections will be summarized in astand~alone table which presents EAIR and EAER.
The table will include all TEAEs which eodednto the High Level Group Term (HLGT) of
“Fungal infectious disorders”.

Opportunistic infection

Opportunistic infections (including TB) will be summarized in a stand-alone table which
presents EAIR and EAER. Thetable will include all TEAESs identified using UCB-defined
search criteria as describeddn Section 12.13.

Malignant or unspecified tumor

These events will be*presented in one stand-alone table which will include EAIR and EAER. The
table will be baged on the criteria Standardized MedDRA Query (SMQ) = “Malignant or
unspecified tumours (SMQ)”.

The output table will include 2 different overall incidence rows:

4. TFhe first overall incidence row will summarize “Any malignancies (including unspecified)”
and this row will summarize the incidence of all AEs flagged for inclusion in the table,
regardless of the High Level Term (HLT) it codes to.

5. The second overall incidence row will summarize “Any malignancy (including unspecified,
excluding non-melanomic skin cancers)” and this row will summarize the incidence of AEs
flagged for inclusion in the table, excluding those which code to an HLT of “skin neoplasms
malignant and unspecified (excl melanoma)”.
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Malignant tumor

These events will be presented in one stand-alone table which will include EAIR and EAER. The
table will be based on the criteria SMQ="Malignant tumours (SMQ)”.

Note that the events included in the “Malignant tumours” table will be a subset of the events
included in the “Malignant or unspecified tumours” table. The SMQ search should include all
TEAEs which code to a PT included in the Scope=Narrow group within each SMQ.

The output table will include 2 different overall incidence rows:

6. The first overall incidence row will summarize “Any malignancies” and this row will
summarize the incidence of all AEs flagged for inclusion in the table, regardless ofithe HLT
it codes to.

7. The second overall incidence row will summarize “Any malignancy (excluding non-
melanomic skin cancers)” and this row will summarize the incidence of AEs flagged for
inclusion in the table, excluding those which code to an HLT of “skinmeoplasms malignant
and unspecified (excl melanoma)”.

Major cardiovascular events
The major cardiovascular events are identified using the following UCB-defined search criteria:

e All serious TEAEs which code to a PT included-ifi the’Scope=Broad and/or Scope=Narrow
groups of the following SMQs:

— Haemorrhagic central nervous system vascular conditions (SMQ)
— Ischaemic central nervous systemyvascular conditions (SMQ)

e All serious TEAEs which code téa PThinicluded in the HLT “Ischaemic coronary artery
disorders” except events coding to T “Chest Pain” or “Chest discomfort”

e All serious TEAEs which codeito a PT of “Cardiac failure congestive”
Haematopoietic cytopenias

These events will be presented in a stand-alone table that is based on the SMQ =
“Haematopoietic cytopenias”. The SMQ search should include all serious TEAEs which code to
a PT included in the Scope=Broad and/or Scope=Narrow groups within the SMQ.

Neuropsychiatri¢ events

These eventswill be presented in a stand-alone table including EAIR and EAER. The table will
be based on the SMQ = “Depression and suicide/self-injury (SMQ)”. The SMQ search will
includg¢ all TEAEs which code to a PT included in the Scope=Broad and/or Scope=Narrow
group's within the SMQ.

Inflammatory bowel disease

These events will be presented in a stand-alone table which includes EAIR and EAER. The table
will include all TEAEs which code into the HLT of “Colitis excl infective”.

Hypersensitivity reactions and anaphylactic reactions

Anaphylactic reactions will be summarized together in a stand-alone table.
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The first row within the body of the table will be labeled “Any hypersensitivity/anaphylactic
reaction” and will represent the overall incidence of subjects who reported at least one
hypersensitivity reaction or at least one anaphylactic reaction.

The second row within the body of the table will be labeled “Any hypersensitivity reaction” and
will represent the overall incidence of subjects who reported at least one hypersensitivity
reaction.

The third row within the body of the table will be labeled “Any anaphylactic reaction” and will
represent the overall incidence of subjects who reported at least one anaphylactic reaction.

Following these three overall incidence rows, all TEAEs that have been identified as either a

hypersensitivity reaction or an anaphylactic reaction will be summarized (together —mot broken
out by type) by SOC, HLT and PT.

Hypersensitivity reactions and anaphylactic reactions will be identified as follow:

e) Hypersensitivity reactions: All TEAEs that either emerged on the §ame day as when a
study medication injection reaction was received, or that emerged one day after a study
medication injection was received, which code to a PT which contains the term
“hypersensitivity” will be considered to be a hypersensitivity reaction and included in the
summary table as such.

f) Anaphylactic reactions: An algorithmic appreach will be used to identify TEAEs that are
considered to be anaphylactic reactions. PTs aréseparated into the 4 distinct categories
(A, B, C, D) prior to the algorithmic approacht’being applied.

All TEAES that either emerged on the same-day‘as when a study medication injection reaction
was received, or that emerged one day/after a’study medication injection was received, and
which fulfill any of the 3 criteria described in Section 12.14 will be included in the summary
table.

Hepatic events

Although not officially considered to be AEs of special monitoring but hepatic events are
nonetheless considered to be'interesting enough to be summarized in stand-alone tables.

Hepatic events will be siummarized in a stand-alone table that includes all TEAEs in the SMQ
“Drug related hepati€>disorders - comprehensive search (SMQ)”. Note that the following two
sub-SMQs are tobe excluded: “Liver neoplasms, benign (incl cysts and polyps)” and “Liver
neoplasms, malignant and unspecified (SMQ)”.

The SMQ:s¢arch should include all TEAEs (regardless of whether they have been judged as
related to study medication or not) which code to a PT included in the Scope=Narrow group
withiireach SMQ.

Has been changed to

AE of special interest is any AE which meets the Hy’s Law criteria, defined as >3x upper limit
of normal (ULN) alanine aminotransferase (ALT) or aspartate aminotransferase (AST) with
coexisting >2xULN total bilirubin in the absence of >2xULN alkaline phosphatase (ALP), with
no alternative explanation for the biochemical abnormality.
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AE of special monitoring for this study include:

e Infections (serious, opportunistic, fungal and TB)

e Malignancies, including lymphoma

e Major cardiovascular events

e Neutropenia

e Neuropsychiatric events (in particular depression and suicide)

e Inflammatory bowel disease

e Anaphylactic reaction

e Hepatic events

For the definitions of AE of special monitoring the-BimekKizumab Safety Topics of Interest
(Version date 19Feb2018) will be used.

The incidence of TEAEs of special monitoringwill be-summarized by MedDRA system organ
class, high level term, and PT. EAIR with associated 95% CI; and the EAER will be included in

the summary tables. ferfoleowing TEAEsefspectal-monitoring—Serious infections are also

classified as AE of special monitoring but no separate table will be produced.

The output table for the search criteria'Standardized MedDRA Query (SMQ) =
“Malignant or unspecified tumours(SMQ)” will include two different overall rows:

e The first overall incidence row will summarize “Anv malignancies (including
unspecified)” and this row will summarize the incidence of all AEs flagged for inclusion in
the table, regardless of the ' High Level Term (HLT) it codes to.

*  The second overallincidence row will summarize “Any malignancy (including
unspecified, excludirg non-melanomic skin cancers)” and this row will summarize the
incidence of AEs flagged for inclusion in the table, excluding those which code to an HLT
of “skin neoplasms malignant and unspecified (excl melanoma)”.

The output table for the search criteria SMOQ="Malignant tumours (SMQ)” will include
two different overall rows:

o <The first overall incidence row will summarize “Anv malignancies” and this row will
summarize the incidence of all AEs flagged for inclusion in the table, regardless of the High
Level Term (HLT) it codes to.

e The second overall incidence row will summarize “Any malignancy (excluding non-
melanomic skin cancers)” and this row will summarize the incidence of AEs flagged for
inclusion in the table, excluding those which code to an HLT of “skin neoplasms malignant
and unspecified (excl melanoma)”.
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The output table for Anaphyvlactic reaction will include three different overall rows:

o The first row within the body of the table will be labeled “Any
hvpersensitivity/anaphylactic reaction” and will represent the overall incidence of subjects
who reported at least one hypersensitivity reaction or at least one anaphyvlactic reaction.

* The second row within the body of the table will be labeled “Any hypersensitivity
reaction” and will represent the overall incidence of subjects who reported at least one
hvpersensitivity reaction.

e The third row within the bodyv of the table will be labeled “Any anaphylactic reaction”
and will represent the overall incidence of subjects who reported at least one anaphvlactic

reaction.

Linfoctions disord
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Section 10.3 Clinical laboratory evaluations
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Markedly abnormal values for biochemistry and hematology are defined in Table 10-2 and
Table 10-3.The markedly abnormal laboratory results will be listed separately.

Values that are below the lower limit of the reference range will be flagged as “L” (low) and
values that are above the upper limit of the reference range will be flagged as “H” (high) and
listed as well.

For tables where data are summarized by visit, unscheduled and repeat visits will not be
summarized, but these data will be included in listings. In the case where laboratory values are
below the lower limit of quantification, then these will be set to the midpoint between Q.and the
lower limit of quantification for the purpose of summarizing the data.

Table 13-2:  Definitions of Markedly Abnormal Biochemistry Values
Variable (Standard international Markedly abnormal definition

units) Low High
ALP N/A >3 x ULN
ALT N/A >3 x ULN
AST N/A >3 x ULN
Calcium (mg/dL) <7.0 >12.5
Creatinine (mg/dL) N/A >1.8 x ULN
Glucose (mg/dL) <40 >250
Potassium (mmol/L) <3.0 >6.4
Sodium (mmol/L) <125 N/A

Total bilirubin N/A >2 x ULN
Uric acid N/A >3 x ULN

ALP=alkaline phosphatase; AST=aspartate aminotransferase; N/A=Not applicable; ULN=upper limit of normal.

Table 13-3: Definitions of Markedly Abnormal Hematology Values
Variable (Standard international Markedly abnormal definition
units) Low High
Hemoglobin (g/dL) <LLN N/A
AND
>2.0 decrease from Baseline
Hemoglobin (g/dL) <8.0 N/A
Leukocytes (total x 1000) <2.0 N/A
Lymphocytes (x 1000) <0.5 N/A
Neutrophils (x 1000) <1.0 N/A
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Table 13-2:  Definitions of Markedly Abnormal Biochemistry Values

Variable (Standard international Markedly abnormal definition
units) Low High
Platelets (x 1000) <50 N/A

LLN=lower limit of normal; N/A = not applicable.

Has been changed to

Markedly abnormal values for biochemistry and hematology will be defined as-laboratory
values graded 3 or 4 according to the Rheumatology Common Toxicity Criteria (RCTC).
Definitions of the markedly abnormal values are given in Table 10-2 and/TFable 10-3 and
are based on the RCTC units. All units in the tables below will be converted to the
standard units based on Clinical Data Interchange Standards Consortium (CDISC)
standards. The markedly abnormal laboratory results will be listed separately.

Values that are below the lower limit of the reference range will be flagged as “L” (low) and
values that are above the upper limit of the reference range will-be flagged as “H” (high) and
listed as well.

For tables where data are summarized by visit, uischeduled and repeat visits will not be
summarized, but these data will be included i listings. In the case where laboratory values are
below the lower limit of quantification, then thes@will be set to the midpoint between 0 and the
lower limit of quantification for the purpgse of'summarizing the data.

Table 13—4: Definitions of Markedly:Abnormal Biochemistry Values

Variable (Standard-international Markedly abnormal definition

RCTC units) Low High
ALP N/A >3 x ULN
ALT N/A >3 x ULN
AST N/A >3 x ULN
Calcium (mg/dL) <7.0 >12.5
Creatinine (mg/dL) N/A >1.8 x ULN
Glucose(mg/dL) <40 >250
Potassium (mmol/L) <3.0 >6.4
Sodium (mmol/L) <125 N/A

Total bilirubin N/A >2 x ULN
Uric acid N/A >3 x ULN

ALP=alkaline phosphatase; AST=aspartate aminotransferase; N/A=Not applicable; RCTC= Rheumatology
Common Toxicity Criteria; ULN=upper limit of normal.
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Table 13—4: Definitions of Markedly Abnormal Biochemistry Values

Variable (Standard-international Markedly abnormal definition
RCTC units) Low High
Table 13-5: Definitions of Markedly Abnormal Hematology Values
Variable (Standard-international Markedly abnormal definition
RCTC units) Low High
Hemoglobin (g/dL) <LLN N/A
AND
>2.0 decrease from Baseline
Hemoglobin (g/dL) <8.0 N/A
Leukocytes (total x 1000) <2.0 N/A
Lymphocytes (x 1000) <0.5 N/A
Neutrophils (x 1000) <1.0 N/A
Platelets (x 1000) <50 N/A

LLN=lower limit of normal; N/A = not applicable; RCTC=-Rheumatology Common Toxicity Criteria.
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13.4 Amendment 4
13.4.1 Rationale for the amendment

The main objectives of this SAP amendment are to describe an additional interim analysis Week
48 and correct small errors.

13.4.2 Modification and changes
Section 1 Introduction

The purpose of this statistical analysis plan (SAP) is to provide all necessary information to
perform the required interim and final statistical analysis for study PA000S. It also defines the
summary tables, figures, and listings (TFLs) to be generated in the clinical study report
according to the final Protocol (29 Jul 2016) and Protocol Amendment 1 (16 Dec 2016).

Has been changed to

The purpose of this statistical analysis plan (SAP) is to provide all negessary information to
perform the required interim and final statistical analysis for study2A0008. It also defines the
summary tables, figures, and listings (TFLs) to be generated in-the clinical study report
according to the final Protocol (29 Jul 2016), and Protocol Amendment 1 (16 Dec 2016), and
Protocol Amendment 2 (09 Mar 2018).

Section 2.3 Study design and conduct
Table 2-1 updated to align with Table 5<) frony'the Protocol Amendment 2.

Section 3.1 General presentation of summaries and analyses

All original and derived variables\will be listed and described using summary statistics (number
of observations [n], mean, staridard deviation [SD], median, minimum and maximum, unless
otherwise stated) or frequency counts (number of subjects [N] and percentages).

Statistical tests of efficacy variables will be presented as 2-sided p-values rounded to 4 decimal
places. P-valuesdess than 0.0001 will be presented as “<0.0001” and p-values greater than
0.9999 will be presented as “>0.9999.” Statistical comparisons will be performed by two-sided
statistical tests at the 0.0500 level of significance.

Has been changed to

All original and derived variables will be listed and described using summary statistics (number
of observations [n], mean, standard deviation [SD], median, minimum and maximum, unless
otherwise stated) or frequency counts (number of subjects [N] and percentages). For multiple
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post-Baseline assessments at a specific visit, the first non-missing measurement will be used
for summary statistics or frequency counts.

Statistical tests of efficacy variables will be presented as 2-sided p-values rounded to 34 decimal
places. P-values less than 0.0081 will be presented as “<0.0081” and p-values greater than
0.9999 will be presented as “>0.9999.” Statistical comparisons will be performed by two-sided
statistical tests at the 0.0500 level of significance.

Section 3.2.2 Study Periods
The following study periods are defined for the classification by study period:

e Pre-treatment period (Screening period): up to 28 days, ends with the firstcdose of
bimekizumab.

e Double-Blind treatment period: starts with the first dose of study medication (Visit 2), ends
at Week 12 prior to the treatment re-randomization.

e Dose-Blind treatment period: starts at the Week 12 visit aftet’the treatment re-randomization,
ends at Week 48.

e Post-treatment period: The post-treatment period (FgHow-up period) is the period after the
last dose of bimekizumab administration.

Has been changed to
The following study periods are defined\for the classification by study period:

e Pre-treatment period (Screening period): up to 28 days, ends with the visit date of the first
dose of study medication (Visit 2) Hirst-dese-ef bimekizumab-

e Double-Blind treatment period: starts with the visit date of the first dose of study medication

(Visit 2), ends at Week 12 wisit date priorto-the-treatmentrerandomization.

e Dose-Blind treatment petiod: starts at the Week 12 visit after-the-treatmentre-randomization,
ends at Week 48 visit:

e Post-treatmentperiod: The post-treatment period (Follow-up period) is the period after the
Week 48 visitlast-dose-of-bimekizumab-administration.

Section 3.3MDefinition of Baseline values

Unless otherwise specified, the last valid measurement before first dose of study drug (Visit 2)
will be'used as the Baseline value. The same Baseline definition will be used for the Follow-up
period. However, for some variables, assessments may be scheduled for Screening only and not
for Baseline. In this case the Screening value will be utilized as Baseline value. If a Baseline
measurement is missing, and a Screening value available, the Screening value will be utilized as
Baseline instead.

If a scheduled Baseline assessment is taken on the same day and after the first administration of
study medication, it will be analyzed as the first post-Baseline assessment. If a scheduled
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Baseline assessment is taken on the same day as first administration of study medication and no
time is collected, it will be assumed to have been taken after the study medication.

Has been changed to

Unless-otherwise-speeified,tThe last valid measurement before first dose of study drug (Visit 2)
will be used as the Baseline value. If a scheduled Baseline assessment is taken on the same

day and after the first administration of study medication, it will be analvzed as the first
post-Baseline assessment. If a scheduled Baseline assessment is taken on the same day as

first administration of study medication and no time is collected, it will be assumed to.have
been taken after the study medication. The same Baseline-definiton-will beusedforthe

e
The exception of the above rule are the questionnaires collected from the vendor ERT and

measurements for CRP and hs-CRP. For those measurement, the last valid-measurement
at the same day as Visit 2 will be used as the Baseline value.

However, for some variables, assessments may be scheduled for Screening only and not for
Baseline. In this case the Screening value will be utilized as Baseline@alue. If a Baseline
measurement is missing, and a Screening value available, the Screéning value will be utilized as
Baseline instead.

Section 3.5 Mapping of assessments performed at early termination visit

A visit called ‘End of Treatment’ willbe added for the TFLs in the final analysis. The visit will
display the Week 48 assessments orthe early termination assessment depending if the subject
discontinued early or not.

Has been changed to

Section 3.6 Analysis sets

The primary efficacy variable will be analyzed for all subjects in the Full Analysis Set (FAS).
The supportive analyses for the primary efficacy variables will include the Randomized Set (RS)
and PPS. All other efficacy variables will be based on the FAS. Demographics tables will be
performed for FAS as well as Safety Set (SS). Safety variables will be summarized using the SS.
In addition, safety analyses during the Dose-Blind Period will be conducted on all subjects in the
Dose-Blind Set (DBS). PK variables will be analyzed for all subjects in the PK-PPS. PD
variables will be analyzed for all subjects in the PD-PPS.
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Section 3.6.9 Escape Subject Set (ESS)

The Escape Subject Set (ESS) consists of all subjects who started the Dose-Blind Period and
who received at least 1 dose of the IMP during the Dose-Blind Period and who have not
achieved at least a 10% reduction from Baseline in SJC and TJC at Week 16, Week 24, or Week
36.

Section 3.6.10 Dose-Blind Responder Set (DBRS)

The Dose-Blind Responder Set (DBRS) consists of all subjects who started the Dose-Blind
Period and who received at least 1 dose of the IMP during the Dose-Blind Period and wha have
achieved at least a 10% reduction from Baseline in SJC and TJC at Week 16, Week 24,and
Week 36.

Has been changed to

The primary efficacy variable will be analyzed for all subjects in the Full Analysis Set (FAS).
The supportive analyses for the primary efficacy variables will include the:Randomized Set (RS)
and PPS. All other efficacy variables will be based on the FAS. Demogtaphics tables will be
performed for FAS, as-weH-as Safety Set (SS), and Dose-Blind Set(DBS). Safety variables will
be summarized using the SS. In addition, safety analyses during-the Dose-Blind Period will be
conducted on all subjects in the Pese-Bhnd-Set{DBS), PK variables will be analyzed for all
subjects in the PK-PPS. PD variables will be analyzed for all subjects in the PD-PPS.

At the time of the Week 48 interim it was discovered’that the Dose-Blind Responder Set
(DBRS) and Escape Subject Set (ESS) were defined incorrectly from the original intent.
The original intent of the ESS analysis sét)was{o have only those subjects that were eligible
to receive rescue therapy, that went ofiyto actually receive rescue therapy, with all other
subjects remaining in the DBRS. As-suchjtwo extra sets, the Corrected Dose-Blind
Responder Set (¢cDBRS) and Corrected’Escape Subject Set (cESS) have been added. These
analysis sets will correctly select out those subjects that were eligible and received rescue
medication. All outputs created on the DBRS and ESS will also be produced on the cDBRS
and cESS to give full transparéncy of the difference. Further all outputs using the DBRS
and ESS will be repeated on-the DBS and this analysis will be used as the main analysis of
the Dose-Blind as this analysis set is the most unbiased set.

Section 3.6.9 Escape Subject Set (ESS)

The Eseape-Subjeet-SetfESS) consists of all subjects who started the Dose-Blind Period and
who received at least 1 dose of the IMP during the Dose-Blind Period and who have not
achieved at least a 10% reduction from Baseline in SJC and TJC at Week 16, Week 24, or Week
36,

Séction 3.6.10 Dose-Blind Responder Set (DBRS)

The DeseBlindRespender-Set{DBRS) consists of all subjects who started the Dose-Blind
Period and who received at least 1 dose of the IMP during the Dose-Blind Period and who have
achieved at least a 10% reduction from Baseline in SJC and TJC at Week 16, Week 24, and
Week 36.

3.6.11 Corrected Escape Subject Set (cESS)
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The cESS is a corrected version of the ESS., which was incorrectly defined previously. The
cESS consists of subjects that have shown less than a 10% improvement in SJC and TJC at
either Week 16, Week 24. or Week 36 and received rescue therapy.

3.6.12 Corrected Dose-Blind Responder Set (cDBRS)

The cDBRS is a corrected version of the DBRS, which was incorrectly defined previously.
The cDBRS consists of subjects that have shown at least a 10% improvement in SJC or
TJC at Week 16, Week 24 and Week 36. Subjects that would be in the cESS, including
subjects that discontinue, that did not receive rescue therapy will be in the cDBRS.

Section 3.7 Treatment assignment and treatment groups

For AE tables and listings, AEs for each subject will be summarized based on the treatment
actually received at the onset of each particular AE. It should be noted that thiS could result in
one subject being summarized in two different treatment groups within one output if they were
on a treatment regimen that involved treatment switching and experienced AEs under both
treatment allocations.

Efficacy analyses will be performed according to randomizatioriand not actual treatment
received.

Has been changed to

Depending on the analysis sets, subjects will be summarized and listed based on the actual
received treatment orzaccording to the randomization which will be considered as planned
treatment:

e All subjectsscreened/ES: planned treatment

e RS: planned treatment

e SSiactual treatment

o “FAS: planned treatment

e PPS: planned treatment

e PK-PPS: actual treatment

e PD-PPS: actual treatment
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e DBS: planned treatment (demographics, baseline characteristics, and efficacy analvses)
or actual treatment

e ESS: planned treatment

e DBRS: planned treatment

e cESS: planned treatment

e cDBRS: planned treatment

Section 4.2.3 Handling of missing data for prior and concomitant medication

Any medications with incomplete start and end dates/times will be handled according#d’ the
following rules for classification as prior and concomitant and for the calculation ofirelative
study days. Such imputations will only be performed for these classifications and’¢alculations; in
the listings all data will be shown as recorded on the electronic case report form (eCRF).

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 and the subject did not.switch treatment during that
month and year, then use the 1% of the month.

e Ifonly the month and year are specified and the mionth;and year of first dose is the same as
the month and year of the start, then use the date’of first dose.

e If only the month and year are specified afnd'the‘subject did switch treatment during that
month and year, then use the date of first switeh treatment.

e If only the year is specified, and the year ‘6t first dose is not the same as the year of the start
date and the subject did not switch treatment during that year, 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 doge.

e Ifonly the year is specified, and the year of first dose is the same as the year the subject did
switch treatment, then'use the date of first switch treatment.

e If only the year is-specified, and the year of first dose is the same as the year of the start date
and the samg@s the year the subject did switch treatment, then use the date of first dose.

o Ifthe starf'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.

o Ifthe start date is completely unknown and the stop date is prior to the date of first dose, then
set the start date to the 1st of January of the year of the end date.

If the date of first study medication or switch treatment is partial, then the above imputation
approach will be applied:

e If only the day of first study medication or switch treatment administration is unknown, then
this will be set to either the first of the month, or the day of first treatment allocation visit
(excluding placebo run-in), whichever is later.
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e Ifboth the day and month of first study medication or switch treatment are unknown, then
this date will be imputed to be the date of first treatment allocation visit.

e If first treatment allocation visit date is missing then the all activities events will be assumed
to be treatment emergent..

Has been changed to

Any medications with incomplete start and end dates/times will be handled according to the
following rules for classification as prior and concomitant and-for-the-caleulation-oefrelatire
stady-days: Such imputations will only be performed for these classifications and calculations; in
the listings all data will be shown as recorded on the electronic case report form (¢€RF).

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 and the subject did not switchitreatment during that
month and year, then use the 1% of the month.

e If only the month and year are specified and the month and ygar of first dose is the same as
the month and year of the start, then use the date of first dose.

e Ifonly the month and year are specified and the subject did switch treatment during that
month and year, then use the date of first switeh treatment.

e Ifonly the year is specified, and the yearof fir§t'dose is not the same as the year of the start
date and the subject did not switch treatment during that year, then use the 1% of January of
the year of the start date.

e Ifonly the year is specified, and thegyear of first dose is the same as the 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 the same as the year the subject did
switch treatment, then use the date of first switch treatment.

e Ifonly the year is specified, and the year of first dose is the same as the year of the start date
and the same as theyyear the subject did switch treatment, then use the date of first dose.

e If only the vear is specified and the end date is before date of first dose, then set the
start date to°the 1st of January of the vear of the start date.

e If only the vear and day are specified and month is missing, then only the yvear will be
considered and the month and day will be imputed with the rules above

o . Ifthe 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.

e [f the start date is completely unknown and the stop date is prior to the date of first dose, then
set the start date to the 1st of January of the year of the end date.

If the date of first study medication or switch treatment is partial, then the below abeve
imputation approach will be applied:
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e If only the day of first study medication or switch treatment administration is unknown, then
this will be set to either the first of the month, or the day of first treatment allocation visit
(excluding placebo run-in), whichever is later.

e Ifboth the day and month of first study medication or switch treatment are unknown, then
this date will be imputed to be the date of first treatment allocation visit.

Section 4.3 Interim analyses and data monitoring

Exposure of study medication will not be summarized but a listing will be provided including
following information: date of first dose, date of last dose, and duration of €xposure. The last
dose for the Double-Blind Period is planned on Visit 6 (Week 8). For subject who completed the
Double-Blind Period the Week 8 date is the date of the last dose. If asubject discontinued within
the Double-Blind Period, the discontinuation date will be presented for the date of last dose.

Section 4.3.1 Changes from interim analysis to SAP-defined analyses

For TEAE two summary tables were presented@s deseribed in previous section with one
modification: the first table was displaying all*TEAF during the Double-Blind Period instead of
limiting it TEAE with a relative TEAE stast-daté Tess equal 84 days.

The definitions of AE of special monitéring,were updated with the third SAP Amendment after
the interim analysis. The interim analysis:used the previous definition which is displayed in
Section 4.3.1.2. The interim analysis efily displayed the overall number of AE of special
monitoring by treatment group.

The definition of time since first diagnosis of PsA was updated with the third SAP Amendment
after the interim analysis. Iithe previous definitions the date of informed consent was subtracted
from the date of diagnosis Which results in negative values. For the interim analysis another
calculations were used:

Time sincge first diagnosis (years)
_ Date of Treatment Start Date — Date of diagnosis + 1

365.25

Section 4.3.2 Search and selection criteria for AE of special monitoring for interim analysis

Has been changed to
Section 4.3 Interim analyses and data monitoring

Two interim analyses are planned for the study after the subjects have completed 12 and 48
weeks.
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Section 4.3.1 Interim analysis Week 12

Exposure of study medication will not be summarized but a listing will be provided including
following information: date of first dose, date of last dose, and duration of exposure. The last
dose for the Double-Blind Period is planned on Visit 6 (Week 8). Forsubjeet-who-completed-the

Section 4.3.1.1 Changes from interim analysis Week 12 to SAP-defined analyses

For TEAE two summary tables were presented as described in previous section with one
modification: the first table was displaying all TEAE during the Double-Blind Petiod instead of
limiting it TEAE with a relative TEAE start date less equal 84 days.

The definitions of AE of special monitoring were updated with the thirdSAP Amendment after
the interim analysis. The interim analysis used the previous definitiomwhich is displayed in
Section 4.3.1.2. The interim analysis only displayed the overall number of AE of special
monitoring by treatment group.

365:25

The baseline definition for CRP. and hs-CRP measurements were updated with the fourth
SAP Amendment after the interim analysis. The interim analysis used the previous
definition: The last valid measurement before first dose of study drug (Visit 2) will be used
as the Baseline value.

Section 4.3.2 Interim analysis Week 48

After all enrolled subjects have completed the Week 48 or Early termination visit, a second
interim analysis will be performed to analvze the key efficacy and safety data for the whole
treatment period.

No separate SAP for that interim analvsis will be provided. The interim analysis is a subset
of the final analysis and will focus on the primary and secondary efficacy analysis. The
TFL shells for the final analysis will be used.

The snapshot for the PA000S8 interim analysis Week 48 will occur before all subjects have
completed the PA0008 study. Specifically, subjects who do not enter the extension study
will need to complete the SFU Visit, which occurs 20 weeks after the last dose of study
treatment. The Week 48 interim database lock will be performed based on the last subject
completing the Week 48 visit. It is anticipated that there will be some subjects still awaiting
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the SFU at that time. The number of subjects in the SFU period is expected to be low, and
the minimal data to be collected from their SFU visits is not considered mandatory to
evaluation of the key efficacy and safety objectives of the study.

Section 4.3.2.1 Changes from interim analysis to SAP-defined analyses

The baseline definition for CRP and hs-CRP measurements were updated with the fourth
SAP Amendment after the interim analysis. The interim analysis used the previous
definition: The last valid measurement before first dose of study drug (Visit 2) will be used
as the Baseline vale.

Section 4.3.2.2 Changes during interim analysis to SAP-defined analyses

At the time of the Week 48 interim it was discovered that the DBRS and ESS were defined
incorrectly from the original intent. The original intent of the ESS analysis.set was to have
only those subjects that were eligible to receive rescue therapy, that wenton to actually
receive rescue therapy, with all other subjects remaining in the DBRS.CAs such, two extra
sets, the cDBRS and cESS have been added. These analysis sets wilk'correctly select out
those subjects that were eligible and received rescue medication, For the final analysis, all
outputs created on the DBRS and ESS will also be produced oinvthe cDBRS and cESS to
give full transparency of the difference. Further all outputs-using the DBRS and ESS will
be repeated on the DBS and this analysis will be used as-the main analysis of the Dose-
Blind as this analysis set is the most unbiased set.

Section 6.1 Demographics

The summary tables will be performed.on th&SS and repeated using the FAS. If the SS and FAS
analysis sets are identical the summaries:wil not be repeated. The Listing will be provided for all
subjects screened, except the Lifestyledisting will use the RS.

Has been changed to

The summary tables will be-performed on the SS and repeated using the FAS and the DBS. If
the SS and FAS analysis'Sets are identical the summaries will not be repeated. The Listing will
be provided for all subjects screened, except the Lifestyle listing will use the RS.

Section 6.2 Other Baseline characteristics

Baseline characteristics (including Scores relevant for inclusion and exclusion criteria) will be
summarized by treatment group and overall for FAS and SS. Following variables will be
summarized:

Has been changed to
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Baseline characteristics (including Scores relevant for inclusion and exclusion criteria) will be
summarized by treatment group and overall for FAS, and-SS and DBS. Following variables will
be summarized:

Section 6.4 Prior and concomitant medications

Prior medications include any medications that started prior to the start date of study medication;
Past medications are a subset of prior medications, and include prior medications with a stop.date
before the date of first study medication administration. Concomitant medications are
medications taken at least one day in common with the study medication dosing period. For
bimekizumab, the dosing period is typically from the date of first dose up to (but notancluding)
one dosing interval post last dose. Thus, a concomitant medication is any medication whose start
date is on or after the date of first study medication and prior to the date of last-study medication
administration + 28 days (1 dosing interval), and whose stop date is either missing, or on or after
the date of first study medication administration. Medications may be bothprior and
concomitant.

In the case of missing data, the classification of medications as prior or concomitant will be
performed as described in Section 4.2.3. Imputations of missing‘data will be performed before
calculation of relative study days.

Has been changed to

Prior medications 1nclude any medications that started and ended prlor to the start date of study
medlcatlon

medications are medications taken at least one day in common with the study medication dosing
period. For bimekizumab, the dosing’period is typically from the date of first dose up to (but not
including) one dosing interval post last dose. Thus, a concomitant medication is any medication
whose start date is on or after the date of first study medication and prior to the date of last study
medication administration £28 days (1 dosing interval), and whose stop date is either missing, or

on or after the date of fir$t study medication administration. Medieations-may-be-beth-prier-and
concomitant:

In the case of missing data, the classification of medications as prior or concomitant will be

performed as described in Section 4.2.3. Imputations-of-missing-data-will be-performed-before
culeutation-ed relative study-days:

Section 7 Measurements of treatment compliance

Compliance will be summarized as the number of doses received relative to the number of doses
scheduled:

Number of doses received

Percent compliance = 100 *

(8)

Number of doses expected
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where the total number of expected doses is derived relative to when the subject finishes
treatment. If a subject completes treatment 12 doses are expected (Baseline and every 4th week
afterwards until Week 48). If a subject discontinues early, then the number of expected doses is
based on the time of early discontinuation relative to the dosing visits. If a dose is not completely
given at a specific visit (eg, subject only received one injection instead of the two planned
injections), then the subject will be considered to have no compliance for the visit. In the formula
above it will be counted as no dose received at this visit.

A summary of percent treatment compliance categorized as <80% and >80% will be provided-by
treatment group.

Has been changed to

Compliance will be summarized as the number of doses received relative to the'number of doses
scheduled:

Number of doses received

Percent compliance = 100 *

®)

Number of dosestexpected

where the total number of expected doses is derived relative4o when the subject finishes
treatment. If a subject completes treatment 12 doses-dre expected (Baseline and every 4th week
afterwards until Week 4448). If a subject discontinues-€arly, then the number of expected doses
is based on the time of early discontinuation rélative to the dosing visits. If a dose is not
completely given at a specific visit (eg, subject.only received one injection instead of the two
planned injections), then the subject will be considered to have no compliance for the visit. In the
formula above it will be counted as nd-‘dose received at this visit.

A summary of percent treatment complidnce categorized as <80% and >80% will be provided by
treatment group for the overall treatment period as well as for double-blind treatment

period.

Section 8.1.1.3 Physician’s Global Assessment of Disease Activity (PhGADA)

The Investigator willcassess the overall status of the subject with respect to their PsA signs and
symptoms and funetional capacity (considering both joint and skin components) using a
numerical rating scale (NRS) where 0 is “very good, asymptomatic and no limitation of normal
activities” and 10 is “very poor, very severe symptoms which are intolerable and inability to
carry out@ll normal activities”.

Has®d¢en changed to

The Investigator will assess the overall status of the subject with respect to their PsA signs and
symptoms and functional capacity (considering both joint and skin components) using a
numerical rating scale (NRS) where 0 is “very good, asymptomatic and no limitation of normal
activities” and 100 is “very poor, very severe symptoms which are intolerable and inability to
carry out all normal activities”.

Section 8.3 Analysis of other efficacy variables
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All other efficacy variables in the Double-Blind Period will be analyzed for all subjects in the
FAS. For the Dose-Blind period, other efficacy variables will be analyzed for all subjects in the
DBRS and ESS.

Time to onset of ACR20/50 response will be estimated and presented using the Kaplan-Meier
product-limit method for each treatment. Time to a given response will be defined as the length
in weeks from Baseline until the first date when the response is achieved. Following derivation
will be used: Days from Baseline until the first date divided by 7. There will be no rounding for
the Kaplan Meier estimates. Subjects who discontinue study treatment prior to achievinga
response will be censored at the date of study treatment discontinuation. Subjects whareach the
Week 12 visit without achieving a response will be censored at the date of the Week*12 visit.
Missing response data will be imputed with NRI.

Has been changed to

Other efficacy variables will be analyzed for all subjects in the FAS. DBRS. ESS. cDBRS,
cESS. and DBS.

Time to onset of ACR20/50 response will'be estimated and presented using the Kaplan-Meier
product-limit method for each treatment. Time to a given response will be defined as the length
in weeks from Baseline until the first date'when the response is achieved. Following derivation
will be used: Days from Baseline until‘the first date divided by 7. There will be no rounding for
the Kaplan Meier estimates. Subjects who discontinue study treatment prior to achieving a
response will be censored at thedate of study treatment discontinuation. Subjects who reach the
Week 12 visit without achieving a response will be censored at the date of the Week 12 visit.
Missing response data willlbe imputed with NRI.

Section 10.1 Extent of exposure

The durationef exposure (in days) will be calculated as:

Duration of exposure

= Date of last injection — Date of first Injection + 28 (16)

28 days refer to one half-life of bimekizumab. If a change of treatment occurs prior to
completion of the dosing interval, duration of exposure to study medication will be calculated as:

Duration of exposure
= Date of treatment change — Date of first Injection

(17)

For subjects who have died the exposure will be as follows:
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Duration of exposure = Date of Death — Date of first Injection+ 1  (18)
The sum over all duration of exposure (in years) will be calculated for the total subject-years of
duration of exposure.

The duration of exposure will be summarized by treatment group using descriptive statistics. A
by-subject listing of date of first and last dose and the duration of exposure will be performed.

Time at risk (in days) is defined as:
Time at risk = Date of last injection — Date of first injection + 140 _(19)

where 140 days refers to 5*half-life of bimekizumab.

The sum over all time at risk (in years) will be calculated for the total subject-years of time at
risk.

The days on treatment and days on bimekizumab treatment will be calculated as follows:
Days on treatment

= Date of last/latest dose (20)
— Date of first placebo or\bimekizumab dose + 1

Days on bimekizumab treatment
= Date of last/latést dose (21)
— Date of firstbimekizumab dose + 1

Has been changed to
The duration of exposure (in days) will be calculated as:

Duration of exposure
= Date0f 'last injection — Date of first Injection + 28

28 days refer to one half-life of bimekizumab. H-a-change-eftreatment-oceurspriorto

& 5 o O O

For subjects who have died the exposure will be as follows:
Duration of exposure = Date of Death — Date of first Injection+ 1  (1748)

The sum over all duration of exposure (in years) will be calculated for the total subject-years of
duration of exposure.

The duration of exposure will be summarized by treatment group using descriptive statistics. A
by-subject listing of date of first and last dose and the duration of exposure will be performed.

Time at risk (in days) is defined as:
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Time at risk = Date of last injection — Date of first injection + 140  (1819)

where 140 days refers to 5*half-life of bimekizumab.

The sum over all time at risk (in years) will be calculated for the total subject-years of time at
risk.

The days on treatment and days on bimekizumab treatment will be calculated as follows:
Days on treatment

= Date of last/latest dose (1920)
— Date of first placebo or bimekizumab dose + 1

Days on bimekizumab treatment
= Date of last/latest dose (2024)
— Date of first bimekizumab dose + 1

Section 10.2.1 Exposure duration

The duration of each AE will be calculated as follows:

Duration (days) = Date of outcome — Date of onset + 1 (22)
For the calculation of duration for AEs with missing start dates, the dates will be imputed as
described in Section 4.2.2.
The time to first dose for each AE will be'¢alculated as follows for all TEAEs:

Time since first dose (days)

= Date of-AFE onset — Date of first dose + 1 (23)

The time to most recent dose for-¢ach AE will be calculated as follows for all TEAEs:

Time since most recent dose (days)
= Date of AE onset (24)
— Date of most recent dose prior to AE + 1

Time to first dos¢ and time to most recent dose will not be calculated for pretreatment AEs.

For the calenfation of time to first bimekizumab and time to most recent bimekizumab dose the
same formulas as above (20 and 21) will be used but the date of first bimekizumab dose will be
used mstead of the date of first dose. The time to first dose and time to first bimekizumab dose

differs only for those subjects who receive placebo at Baseline.

Has been changed to

The duration of each AE will be calculated as follows:

Duration (days) = Date of outcome — Date of onset + 1 (2122)
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For the calculation of duration for AEs with missing start dates, the dates will be imputed as
described in Section 4.2.2.

The time to first dose for each AE will be calculated as follows for all TEAEs:

Time since first dose (days)

= Date of AE onset — Date of first dose + 1 (2223)

The time to most recent dose for each AE will be calculated as follows for all TEAESs:

Time since most recent dose (days)
= Date of AE onset (2324)
— Date of most recent dose prior to AE + 1

Time to first dose and time to most recent dose will not be calculated for pretféatment AEs.

For the calculation of time to first bimekizumab and time to most recent bimekizumab dose the
same formulas as above (2226 and 232+) will be used but the date of first bimekizumab dose will
be used instead of the date of first dose. The time to first dose and time to first bimekizumab
dose differs only for those subjects who receive placebo at Baseline.

Section 10.2.2 Exposure adjusted incidence rate (EAIR).and exposure adjusted event rate
(EAER)

The EAIR is defined as the number of subjects{(n) with a specific AE adjusted for the exposure
and will be scaled to 100 patient-years:

n
EAIRE100% o (25)

?:1 TExp,i
where Ty, ; is a subject’s exposure-fime in years up to the first occurrence of the AE of interest
(equation [21] in years) at the level of coding evaluated.

If a subject has multiple events at the level of coding evaluated, the time of exposure is
calculated to the first occutrence of the AE of interest. If a subject has no events, the total time at
risk (15) is used.

Exact Poisson 95%,Cls for incidence rates are calculated using the relationship between the
Poisson and the®€hi-square distribution (Ulm, 1990; Fay and Feuer, 1997):

2

Xy, @
LCL = —=2 (26)
2
XZ
UCL = M (27)

where n is the number of subjects with a specific AE for the incidence rate of interest and is the
basis for the number of the degrees of freedom for the chi-square quantile for the upper tail
probability 2.
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The EAER will be the number of AEs including repeat occurrences in individual subjects
divided by the total time at risk scaled to 100 patient-years and calculated using:

Nag

EAER = 100 * (28)

?:1 TRisk,i
where Nk is the total number of AEs and T ; is a subject’s total time at risk in years.
No CI will be computed for EAER.
Has been changed to

The EAIR is defined as the number of subjects (n) with a specific AE adjusted for theyexposure
and will be scaled to 100 patient-years:

N4E
n NnoAE 2425
Zl:f TExp,i + Z . TRiSk,j (_ )
]=

where T, ; is a subject’s exposure time in years up to the first o¢currence of the AE of interest
(equation [21] in years) at the level of coding evaluated, nnoaE:the number of subjects without
the specific AE and Tp;q ; the total time at risk scaled £0-T00 patient-years (equation [18] in

years).

If a subject has multiple events at the level of‘¢eding cvaluated, the time of exposure is
calculated to the first occurrence of the AE of interest. If a subject has no events, the total time at
risk (1815) in years is used.

EAIR =100 =

Exact Poisson 95% Cls for incidence‘rate$ are calculated using the relationship between the
Poisson and the Chi-square distribution(Ulm, 1990; Fay and Feuer, 1997):

2

X, «a
LCL = —22 (2526)
2
XZ

UCL = M (2627)

LCL 27

Cliower = 100 = AR NnoAE 2D

Zizl Texp,i + ijl Trisk,j
ucL @28)

Clypper = 100

NnoAE
NAE
Zi:l TExp,i + Zj:l TRisk,j

where n is the number of subjects with a specific AE for the incidence rate of interest and is the
basis for the number of the degrees of freedom for the chi-square quantile for the upper tail
probability %%, Tgyp;is a subject’s exposure time in years up to the first occurrence of the

Confidential Page 163 of 183



UCB 07 Sep 2018
Statistical Analysis Plan Bimekizumab PA0008

AE of interest (equation [21] in vears) at the level of coding evaluated, nnoar the number of
subjects without the specific AE and Tp;c; i the total time at risk scaled to 100 patient-years

(equation [18] in years).

The EAER will be the number of AEs including repeat occurrences in individual subjects
divided by the total time at risk scaled to 100 patient-years and calculated using:

Nyg
znAu (2%8)
Trisk,j

j=1

EAER = 100 =

where Nag is the total number of AEs and Ty ; is a subject’s total time at risk in y€ars and nan
the number of subjects.

No CI will be computed for EAER.

Section 10.3 Clinical laboratory evaluations

Different summary tables for hematology and biochemistry variables will be provided: observed
values and change from Baseline, from Baseline to maximumi‘post-Baseline value, from Baseline
to minimum post-Baseline value, shift from Baseling4o end-of treatment, shift from Baseline to
end of double-blind treatment, and markedly abnérmaldaboratory data.

Table 13—1: Laboratory measurements

Hematology Biochemistry Urinalysis

Basophils Calé¢ium Albumin

Eosinophils Chloride Bacteria

Lymphocytes Magnesium Crystals

Atypical lymphocytes Potassium Glucose

Monocytes Sodium pH

Neutrophils Glucose RBC

Hematocrit BUN WBC

Hemoglobin Creatinine Urine dipstick for pregnancy
testing”

MCH hs-CRP/CRP*

MCHC AST

MCV ALT

Platelet count GGT

RBC count ALP
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Table 13—-1: Laboratory measurements

Hematology Biochemistry Urinalysis
WBC count Total bilirubin
LDH

Total cholesterol

Serum pregnancy testing”

ALP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate aminotransferase; BUN=blood urea
nitrogen; CRP=C-reactive protein; GGT=gamma glutamyltransferase; hs-CRP=high sensitivity C-reactive protein;
LDH=lactate dehydrogenase; MCH=mean corpuscular hemoglobin; MCHC=mean corpuscular hemiéglobin
concentration; MCV=mean corpuscular volume; RBC=red blood cell; SFU=Safety Follow-up; WBC=white blood
cell

2 Both CRP and hs-CRP will be tested at specified visits per Protocol Table 5.1.

b A serum pregnancy test will be performed at Screening for all women of childbearingpotential. This
recommendation also applies to women of childbearing potential with infrequent ofZitregular menstrual cycles and
women during menopause. Natural menopause is recognized to have occurred after 12 consecutive months of
amenorrhea, for which there is no other obvious pathological or physiological,cause (International Menopause
Society, 2015). A urine pregnancy test is also required at the Baseline, Week' 48, ET, and at SFU visits. A urine
pregnancy test will also be performed at any study visit where thére hagbeen a delay in menses. This
recommendation also applies to women of childbearing potential with‘infrequent or irregular menstrual cycles.
Pregnancy test results must be negative prior to administering IMP.

Has been changed to

Different summary tables for hematology.@and biochemistry variables will be provided, based on
data from scheduled visits: observedvalues and change from Baseline, from Baseline to
maximum post-Baseline value, from®Baseline to minimum post-Baseline value, shift from
Baseline to end of treatment;-shiftfrom Baseline-to-end-of double-blind-treatment, and markedly

abnormal laboratory data.

End of treatment will beddefined as the Week 48 visit or the early termination assessment
depending if the subjeet discontinued early or not.

Table 13—1:, Laboratory measurements

Hematology Biochemistry Urinalysis
Basophils Calcium Adbumin
Eosinophils Chloride Bacteria
Lymphocytes Magnesium Crystals
Atypreat-bymphoeytes Potassium Glucose
Monocytes Sodium pH
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Table 13—-1: Laboratory measurements

Hematology Biochemistry Urinalysis
Neutrophils Glucose RBC
Hematocrit BUN WBC
Hemoglobin Creatinine Urine dipstick for pregnancy
testing®

MCH hs-CRP/CRP*
MCHC AST
MCV ALT
Platelet count GGT
RBC count ALP
WBC count Total bilirubin

LDH

Total cholesterol

Albumin

Serum pregnancy testing”

ALP=alkaline phosphatase; ALT=alanine aminotransferase;” AST=aspartate aminotransferase; BUN=blood urea
nitrogen; CRP=C-reactive protein; GGT=gamma glutamyltransferase; hs-CRP=high sensitivity C-reactive protein;
LDH=lactate dehydrogenase; MCH=mean corptiscular hemoglobin; MCHC=mean corpuscular hemoglobin
concentration; MCV=mean corpuscular volume;xRBC=red blood cell; SFU=Safety Follow-up; WBC=white blood
cell

2 Both CRP and hs-CRP will be tested at specified visits per Protocol Table 5.1.

® A serum pregnancy test will be performed at Screening for all women of childbearing potential. This
recommendation also applies to women of childbearing potential with infrequent or irregular menstrual cycles and
women during menopause. Natural menopause is recognized to have occurred after 12 consecutive months of
amenorrhea, for which there issho other obvious pathological or physiological cause (International Menopause
Society, 2015). A urine preghancy test is also required at the Baseline, Week 48, ET, and at SFU visits. A urine
pregnancy test will alsobe performed at any study visit where there has been a delay in menses. This
recommendation also,applies to women of childbearing potential with infrequent or irregular menstrual cycles.
Pregnancy test results must be negative prior to administering IMP.

Table 10-4 updated to align with Table 12-4 from the Protocol Amendment 2.
Table 10-5 updated to align with Table 12-5 from the Protocol Amendment 2.
Section 12.2 Calculation rules for duration of adverse events

The calculation rules for duration of AEs are presented in Table 12-2. AE duration is computed
and reported in day.
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Table 13-2: Calculation rules for duration of adverse events

Data Onset Outcome Calculation Rules

Availability Date Date

Complete data D1 D2 Duration=D2 - D1 + 1

Start date missing | - D2 Duration =< D2 — D0
Where, for a subject in the FAS, DO is the date of the
first intake of IMP, and for screen failures, DO is the
date of the Screening visit day

End date missing | DI - Duration = > Discharge day — D1

For resolved and ongoing AE Duration
Where discharge refers to the date of Visit 16 (Week
48) or date of discontinuation

Start and end date
missing

Duration = > Discharge days- D0
For resolved and ongoing”AE Duration

Where, for a subjectsiin the FAS, DO is the date of the
first intake of IMP,sand for screen failures, DO is the
date of the Screening visit day,

Discharge refers to the date of Visit 16 (Week 48) or

date of discontinuation.

Has been changed to

The calculation rules for duration of AEs are'presented in Table 12-2. AE duration is computed
and reported in day.

Table 13-3: Calculation rulesfor duration of adverse events

Data Onset Outcome Calculation Rules

Availability Date Date

Complete data DI D2 Duration=D2 - D1 + 1

Start date missing | - D2 Duration=<D2 -D0 + 1
Where, for a subject in the SSFAS, DO is the date of the
first intake of IMP, and for screen failures, DO is the
date of the Screening visit day

End datetmissing | DI - Duration = > Final contact dateDPischarge-day — D1 +

1

For resolved and ongoing AE Duration

here.di : late of Visit 16 .
19} or date of discontinat
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Table 13-3: Calculation rules for duration of adverse events

Data
Availability

Onset
Date

Outcome
Date

Calculation Rules

Start and end date
missing

Duration = > Final contact date Discharge-day — DO +
1

For resolved and ongoing AE Duration
Where, for a-subjects in the SSEAS, DO is the dateof

the first intake of IMP, and for screen failures, D0"is the
date of the Screening visit day,

sl : tate of Vici
late of discontinuation.
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13.5 Amendment 5
13.5.1 Rationale for the amendment

The main objectives are to describe the different presentation of the safety assessments.
13.5.2 Modification and changes
Text added for Section 4.2.1 Handling of missing data for efficacy analysis

The imputation model will be applied for each treatment group separately. However, inthe
event there are computational challenges with the imputation model (eg, due to a standard
deviation of 0 for responses of a given imputation), it is acceptable to modify the imputation
model to include treatment as a variable in the model rather than running a separate
model for each treatment group. It should be noted that doing so assumes thattreatment
does not interact with any of the other variables in the imputation model.

Section 6.4 Prior and concomitant medications

Prior medications include any medications that started and ended priorte the start date of study
medication. Concomitant medications are medications taken at least.one day in common with the
study medication dosing period. For bimekizumab, the dosing petiod is typically from the date of
first dose up to (but not including) one dosing interval post last-dose. Thus, a concomitant
medication is any medication whose start date is on @r afterthe date of first study medication and
prior to the date of last study medication administration.- 28 days (1 dosing interval), and whose
stop date is either missing, or on or after the date)of first study medication administration.

Has been changed to

Prior medications include any medications that started and ended prior to the start date of study
medication. Concomitant medications are medications taken at least one day in common with the
study medication dosing period. Fot'bimekizumab, the dosing period is typically from the date of
first dose up to (but not including) one dosing interval post last dose. Thus, a concomitant
medication is any medicationwhose start date is on or after the date of first study medication and
prior to the date of last study medication administration + 28 days (1 dosing interval), or whose
stop date is either missing, or on or after the date of first study medication administration.

Section 7 Measurements of treatment compliance

A summary of percent treatment compliance categorized as <80% and >80% will be provided by
treatment group for the overall treatment period as well as for Double-Blind treatment period.

A’by-subject listing of treatment compliance will be provided.

Has been changed to

A summary of percent treatment compliance categorized as <80% and >80% will be provided by
treatment group for the overall treatment period as well as for Double-Blind treatment period.
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For the Double-Blind treatment period compliance will refer to the first 12 weeks and will
be presented by treatment received at baseline. For the overall treatment period, the
compliance will be calculated for the following three groups: bimekizumab 160mg and
160mg with loading dose, bimekizumab 320mg, and all bimekizumab. Treatment
compliance for the bimekizumab 160mg and 160mg with loading dose group will be
calculated for the time the subject receives 160mg or 160mg with loading dose, eg for a
subject who switches from Placebo or bimekizumab 16mg to bimekizumab 160mg at Week
12, the compliance will only be calculated for the time the subject receives bimekizumab
160mg. The same approach will be done for bimekizumab 320mg. The all bimekizumab
group will consist of all the doses of bimekizumab including bimekizumab 16mg, and will
only exclude the time subjects receive Placebo.

A by-subject listing of treatment compliance will be provided, presenting percent compliance
and numbers of expected and received doses for the Double-Blind Period.-and for treatment
with any dose of bimekizumab.

Section 9.1 Pharmacokinetics

Bimekizumab plasma concentrations will be summarized for each tfeatment at each scheduled
visit using the PK-PPS analysis set.

Has been changed to

Bimekizumab plasma concentrations will be summarized for each treatment at each scheduled
visit using the PK-PPS, analysisset and using a Subset of the DBS which includes subjects
that belong to both analysis sets, the DBS and the PK-PPS.

Section 9.2 Pharmacodynamics and Immunogenicity

The biomarker data will be separated between LGC assays, mulitplex proinflammatory cytokine
and chemokine analysis, flow ¢ytometry - TBNK panel, and flow cytometry -
Th1/Th2/Th17/Th22 panel.-Biomarker variables will be summarized and listed for each
treatment at each scheduled visit using the PD-PPS analysis set.

In addition the titne point of the first occurrence of AbAb positivity during the treatment period
(excluding Baseline and pre-treatment) will be summarized for each treatment group.

Has been changed to

The biomarker data will be separated between LGC assays, mulitplex proinflammatory cytokine
and chemokine analysis, flow cytometry - TBNK panel, and flow cytometry -
Th1/Th2/Th17/Th22 panel. Biomarker variables will be summarized and listed for each
treatment at each scheduled visit using the PD-PPS, analysis-set and using a subset of the DBS
which includes subjects that belong to both analysis sets, the DBS and the PK-PPS.
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In addition, the time point of the first occurrence of AbAb positivity during the Double-Blind
Period, and the entire treatment period (excluding Baseline and pre-treatment) will be
summarized for each treatment group.

Section 10.1 Extent of exposure
The duration of exposure (in days) will be calculated as:

Duration of exposure
= Date of last injection — Date of first Injection + 28

d16)

28 days refer to one half-life of bimekizumab.

For subjects who have died the exposure will be as follows:
Duration of exposure = Date of Death — Date of first Injéction+ 1  (17)
The sum over all duration of exposure (in years) will be calculated for the total subject-years of

duration of exposure.

The duration of exposure will be summarized by treatment gtoup using descriptive statistics. A
by-subject listing of date of first and last dose and th¢ duration of exposure will be performed.

Time at risk (in days) is defined as:
Time at risk = Date of last injection.= Date of first injection + 140  (18)

where 140 days refers to 5*half-life 6fbimekizumab.

The sum over all time at risk (in years)-will be calculated for the total subject-years of time at
risk.

The days on treatment and days‘on bimekizumab treatment will be calculated as follows:

Days on treatment
= Date of last/latest dose (19)
— Date of first placebo or bimekizumab dose + 1

Days on bimekizumab treatment
= Date of last/latest dose (20)
— Date of first bimekizumab dose + 1

Has been changed to

The duration of exposure and time at risk will be summarized for the Double-Blind Period
and the entire treatment period. For the entire treatment period the duration of exposure
and time at risk will be calculated for bimekizumab 160mg and 160mg with loading dose,
bimekizumab 320mg, and all bimekizumab. The calculation of exposure duration and time
at risk for the all bimekizumab group is different from that of the other two groups. For all
bimekizumab the duration of exposure and time at risk will include the time a subject
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received anv dose of bimekizumab (including 16mg) while for the other two treatment
oroups only the time a subject received 160mg, 160mg with loading dose, or 320mg will be
included into the calculation.

Duration of exposure Double-Blind Period

The duration of exposure (in days) during the Double-Blind Period will be calculated as:

Duration of exposure
= Date of last injection (double — blind period) (16)
— Date of first injection (double — blind period) + 28

28 days refer to one half-life of bimekizumab.

Note: If the date of last injection (Double-Blind Period) + 28 extends to a daté¢ bevond the
date of first injection (Dose-Blind Period), then this calculation reverts to

Duration of exposure
= Date of first injection (dose — blind périod) (17)
— Date of first injection (double — blind period) + 1

For subjects who die during the Double-Blind Period, thén this calculation reverts to:

Duration of exposure
= Date of death XDate\of first injection (double (18)
— blind Period)® '1

Duration of exposure entire treatment period

For subjects who do not switch study“reatments, who receive bimekizumab 160mg with
loading dose at Baseline, or who réceive bimekizumab 16mg and will be summarized under
all bimekizumab group:

Duration of exposure

= Ddte of last injection — Date of first injection + 28 (19)

Note: If the date oflast injection +28 extends to a date beyond the final visit date (not
including SFU);‘then this calculation reverts to:

Duration of exposure
= Date of last visit (not including SFU) (20)
— Date of first injection + 1

For subjects who die, then this calculation reverts to:

Duration of exposure = Date of death — Date of first injection+ 1  (21)

For subjects who receive Placebo or bimekizumab 16mg in the Double-Blind Period and
will be summarized under their Dose-Blind treatment in the overall table group
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bimekizumab 160mg or 320mg, or subjects who received Placebo and will be summarized
in the overall table under their Dose-Blind treatment:

Duration of exposure
= Date of last injection — Date of first injection (dose  (22)
— blind period) + 28

Note: If the date of last dose +28 extends to a date beyond the final visit date (not including
SFKU), then this calculation reverts to:

Duration of exposure
= Date of last visit (not including SFU) (23)
— Date of first injection (dose — blind period) +.1t

For subjects who die during the Dose-Blind Period, then this calculation'reverts to:

Duration of exposure
= Date of death — Date of first injection (dose (24)
— blind period) + 1

The sum over all duration of exposure (in years) wilkbe caleuilated for the total subject-years of
duration of exposure.

The duration of exposure will be summarizedby treatment group using descriptive statistics. A
by-subject listing of date of first and last dése in-Double-Blind Period, the date of first and
last dose in Dose-Blind Period and the duration of exposure during Double-Blind Period and
under bimekizumab treatment (any-dosée of bimekizumab) will be performed.

Time at risk Double-Blind Period

For subjects who complete the finnal visit of the Double-Blind Period and continue to the
Dose-Blind Period:

Time at risk = Date of first injection (dose — blind period) 25)
~=Date of first injection (double — blind period) + 1

For subjects whe‘discontinue on or prior to the final visit of the Double-Blind Period, use
the minimum-of the following:

Date of last injection (double — blind period)

— Date of first injection (double — blind period) + 140 (26)

Date of final contact — Date of first injection (double — blind period) 27)
+1

Date of last visit (not including SFU) — Date of first injection (double (28)

— blind period) + 1

where 140 days refers to S*half-life of bimekizumab.
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For subjects who die during the Double-Blind Period, then this calculation reverts to:

Date of death — Date of first injection (double — blind period) + 1 (29)

Time at risk entire treatment period

For subjects who do not switch study treatments, who receive bimekizumab 160mg with
loading dose at Baseline, or who receive bimekizumab 16mg and will be summarized under
all bimekizumab group:

For subjects who complete the Dose-Blind Period and enter the extension study:

Time at risk = Date of Visit 16 (Week 48) — Date of first injection +D" (30)

For subjects who die prior to the final visit:

Time at risk = Date of death — Date of first injectiom+ 1 (31)

For all other subjects, use the minimum of the following:

Date of last injection — Date of first injection + 140 (32)
Date of final contact — Date df)first'injection + 1 (33)

For subjects who receive Placebo or bimekizirmab-16mg in the Double-Blind Period and
will be summarized under their Dose-Blind tréatment in the overall table with
bimekizumab 160mg or 320mg, or for subjects who receive Placebo and will be
summarized in the overall table under their Dose-Blind treatment:

For subjects who complete the Dose<Blind Period and enter the extension study:

Time at risk = Date of Visit 16 (Week 48)

— Date of first injection (dose — blind period) + 1 (34)
For subjects who die during the Dose-Blind Period:
Time at'risk = Date of death — Date of first injection (dose (35)
— blind period) + 1

For all other subjects, use the minimum of the following:

Date of last injection — Date of first injection (dose — blind period) (36)
+ 140

Date of final contact — Date of first injection (dose — blind period) (37)

+1

The sum over all time at risk (in years) will be calculated for the total subject-years of time at
risk.
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The days on treatment and days on bimekizumab treatment will be calculated as follows:

Days on treatment
= Date of last/latest dose (38)
— Date of first placebo or bimekizumab dose + 1

Days on bimekizumab treatment
= Date of last/latest dose 39
— Date of first bimekizumab dose + 1

Section 10.2 Adverse events

The incidence of TEAEs will be summarized by MedDRA SOC, high level texm, and PT. Tables
with incidences of classified TEAEs by maximum intensity, by relationship;iand by subject
number will be provided. The incidence of non-serious TEAEs above the reporting threshold of
5% of subjects and relationship will be summarized. Furthermore the-ncidence of all TEAEs,
serious TEAESs, non-serious TEAEs, and TEAEs leading to study discontinuation and/or
permanent withdrawal of study medication will be summarized.ZIn addition an overall summary
table will be provided.

Exposure adjusted incidence rate (EAIR) and expoSure adjusted event rate (EAER) will be
calculated for following tables in the final analys;s: alll.TEAES, serious TEAEs, TEAEs leading
to study discontinuation and/or permanent withdrawal, adverse drug reactions, fungal infectious
disorder TEAES, opportunistic infection (ineluding tuberculosis) TEAEs, malignant or
unspecified tumor TEAEs, malignant tumior FTEAEs, major cardiovascular event TEAESs,
haematopoietic cytopenias TEAEs, n€uropsychiatric events TEAEs, inflammatory bowel disease
TEAEs, hypersensitivity and anaphylactic Reaction TEAESs, hepatic events TEAEs, and TEAEs
by timing of onset relative to AbAb.Status.

Has been changed to

The incidence of TEAEs will be summarized by MedDRA SOC, high level term, and PT.
Tables with incidences of classified TEAEs by maximum intensity, by relationship, and by
subject number will be provided. The incidence of non TEAEs, non-serious TEAEs above
the reporting thireshold of 5% of subjects and relationship will be summarized.
Furthermeoré'the incidence of all TEAESs, serious TEAESs, non-serious TEAEs, and TEAEs
leading to study discontinuation and/or permanent withdrawal of study medication,
adverse drug reactions, fungal infectious disorder TEAEs, opportunistic infection
(including tuberculosis) TEAEs, malignant or unspecified tumor TEAEs, malignant tumor
TEAEs, major cardiovascular event TEAEs, haematopoietic cytopenias TEAEs,
neuropsychiatric events TEAESs, inflammatory bowel disease TEAESs, hypersensitivity and
anaphylactic Reaction TEAESs, hepatic events TEAEs, and TEAESs by timing of onset
relative to AbAb Status will be summarized. In addition, an overall summary table will be

provided.
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The tables will be split into the Double-Blind Period and the complete treatment period
(exception non TEAE table and TEAEs by timing of onset relative to AbAb Status).
Presentations for the Double-Blind Period will summarize AEs that start prior to or at
Visit 7 (see details given above) by treatment group as randomized for the Double-Blind
Period. Presentations for the complete treatment period will only summarize AEs that
occur under treatment with bimekizumab, irrespective of the treatment period. For
summaries of the bimekizumab 160mg, 160mg with loading dose and bimekizumab 320mg
treatment groups, patients randomized to Placebo or bimekizumab 16mg at Baseline will
only be included with AEs that start in the Dose-Blind Period. The all bimekizumab
treatment group will also present AEs occurring under bimekizumab 16mg treatmént in
the Double-Blind Period. AEs for each subject will be summarized based on the tréeatment
actually received at the onset of each particular AE.

Exposure adjusted incidence rate (EAIR) and exposure adjusted event rate (EAER) will
only be calculated for the complete treatment period for following tables in the final
analysis: all TEAESs, serious TEAEs, TEAEs leading to study discontinuation and/or
permanent withdrawal, adverse drug reactions, fungal infectious-disorder TEAEs,
opportunistic infection (including tuberculosis) TEAEs, malignant or unspecified tumor
TEAEs, malignant tumor TEAEs., major cardiovascular event TEAEs, haematopoietic
cytopenias TEAEs, neuropsychiatric events TEAEs; inflammatory bowel disease TEAEs,
hypersensitivity and anaphylactic Reaction TEAES, hepatic events TEAEs, and TEAESs by
timing of onset relative to AbAb Status.

Section 10.2.1 Exposure duration

The duration of each AE will be calculated-as follows:

Duration (days) = Date of outcdime — Date of onset + 1 21
For the calculation of duration for ABs with missing start dates, the dates will be imputed as
described in Section 4.2.2.
The time to first dose for each- AE will be calculated as follows for all TEAEs:

Time singefirst dose (days)

= Date of AE onset — Date of first dose + 1 (22)

The time to mostrecent dose for each AE will be calculated as follows for all TEAEs:

Time since most recent dose (days)
= Date of AE onset (23)
— Date of most recent dose prior to AE + 1

Time to first dose and time to most recent dose will not be calculated for pretreatment AEs.

For the calculation of time to first bimekizumab and time to most recent bimekizumab dose the
same formulas as above (22 and 23) will be used but the date of first bimekizumab dose will be
used instead of the date of first dose. The time to first dose and time to first bimekizumab dose

differs only for those subjects who receive placebo at Baseline.
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Has been changed to

The duration of each AE will be calculated as follows:

Duration (days) = Date of outcome — Date of onset + 1 (4021)
For the calculation of duration for AEs with missing start dates, the dates will be imputed as
described in Section 4.2.2.

The time to first dose for each AE will be calculated as follows for all TEAEs:

Time since first dose (days)

= Date of AE onset — Date of first dose + 1 (4122)

The time to most recent dose for each AE will be calculated as follows for all FEAEs:

Time since most recent dose (days)
= Date of AE onset (4223)
— Date of most recent dose prior totAE + 1

Time to first dose and time to most recent dose will not be calculated for pretreatment AEs.

For the calculation of time to first bimekizumab and-time to"most recent bimekizumab dose the
same formulas as above (4122 and 4223) will be tised. but the date of first bimekizumab dose will
be used instead of the date of first dose. The time tofirst dose and time to first bimekizumab
dose differs only for those subjects who receive placebo at Baseline.

Section 10.2.2 Exposure adjusted ineidéncerrate (EAIR) and exposure adjusted event rate
(EAER)

The EAIR is defined as the number of'subjects (nag) with a specific AE adjusted for the
exposure and will be scaled to 100{atient-years:

Nag

EAIR = 100 = YT o
n
Zl:f Tpxp,i + ijl Trisk,j (24)

where Tgyp ; 1s a sibject’s exposure time in years up to the first occurrence of the AE of interest
(equation [21].w'years) at the level of coding evaluated, nnoar the number of subjects without the
specific AE@nd Tg;gy ; the total time at risk scaled to 100 patient-years (equation [18] in years).

If a subject has multiple events at the level of coding evaluated, the time of exposure is
calculated to the first occurrence of the AE of interest. If a subject has no events, the total time at
rigk (18) in years is used.

Exact Poisson 95% Cls for incidence rates are calculated using the relationship between the
Poisson and the Chi-square distribution (Ulm, 1990; Fay and Feuer, 1997):

XZ

2ng (25)
LCL = —
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XZ
ucL = 22ntbiza/z (26)
2
Cl 100 LCL
Lower — * Tono AR
n no 27
Zi:f TExp,i + Z TRisk,j 27)
j=1
UCL

Clypper = 100

n NnoAE 28
Zi:f TExp,i + 2]_:1 TRisk,j ( )

where nag is the number of subjects with a specific AE for the incidence rate of.interest and is
the basis for the number of the degrees of freedom for the chi-square quantiledor the upper tail
probability 2, Texp,i 1s a subject’s exposure time in years up to the first oceurrence of the AE of
interest (equation [21] in years) at the level of coding evaluated, nnoae the number of subjects
without the specific AE and Tg;gy j the total time at risk scaled to 100patient-years (equation
[18] in years).

The EAER will be the number of AEs including repeat, occurtences in individual subjects
divided by the total time at risk scaled to 100 patientsyearsyand calculated using:

NAE

AL 29
Z ] TRisk, j 29)
j=1

where Nag is the total number of AEs;, Tgjsy j 1s a subject’s total time at risk in years and nan the
number of subjects.

No CI will be computed for EAER:

EAER = 100:%

Has been changed to

The EAIR is defined as the/number of subjects (nag) with a specific AE adjusted for the
exposure and will be séaled to 100 patient-years:

NaE
n NMnoAE 4324
Zi:f TExp,i + z . TRiSk,j (4324)
]:

wherelTg,, ; 1S a subject’s exposure time in years up to the first occurrence of the AE of interest
(equation [402}] in years) at the level of coding evaluated, nnoar the number of subjects without
the specific AE and Ty ; the total time at risk scaled to 100 patient-years (equation{18}4n
yearsSection 10.1).

EAIR =100 =

If a subject has multiple events at the level of coding evaluated, the time of exposure is

calculated to the first occurrence of the AE of interest. If a subject has no events, the total time at
risk (48 Section 10.1) in years is used. As indicated above, exposure-adjusted incidence rates
will only be calculated for the overall treatment period. These presentations do not include
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AEs that occur under Placebo treatment. Therefore, a subject’s exposure time will only
start at the first dose of bimekizumab in the Dose-Blind Period for subjects randomized to
Placebo at Baseline. Also, for subject’s randomized to bimekizumab 16mg at Baseline,
exposure time will only be considered from the start of Dose-Blind Period, when presenting
AEs for the bimekizumab 160mg and bimekizumab160mg with loading dose, or
bimekizumab 320mg groups. All exposure time on any bimekizumab dose is considered for
the all bimekizumab column.

Exact Poisson 95% Cls for incidence rates are calculated using the relationship between the
Poisson and the Chi-square distribution (Ulm, 1990; Fay and Feuer, 1997):

2
Xon &

LCL = —2Z (4425)
2
2
ucL = X2m+ni-as2 (4526)
5 45
LCL
Clhower = 100 oA (4627)
Zi=1 TExp,i + Z ) TRisk,j -
JEX.
UGE
Clupper = 100+ nAp ftnoAE (4728)
2 e Trap+ 2 ) TRisk,j —
]:

where nag is the number of subjects With.aspecific AE for the incidence rate of interest and is
the basis for the number of the degrees of freedom for the chi-square quantile for the upper tail
probability 2, Tgxp,i 18 a subject’s exXposure time in years up to the first occurrence of the AE of
interest (equation [4024] in years) at the level of coding evaluated, nnoar the number of subjects
without the specific AE and Tgsy ; the total time at risk scaled to 100 patient-years (equation

H8}in-years Section 10.1):

The EAER will be themdmber of AEs including repeat occurrences in individual subjects
divided by the total time at risk scaled to 100 patient-years and calculated using:

NAE

Zn“‘” (4829)
Trisk,j

j=1

EAER = 100 *

where Nag is the total number of AEs, Tg;gy j 1s a subject’s total time at risk in years and nau the
ftumber of subjects.

No CI will be computed for EAER.

Section 10.3 Clinical laboratory evaluations
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Different summary tables for hematology and biochemistry variables will be provided, based on
data from scheduled visits: observed values and change from Baseline, from Baseline to
maximum post-Baseline value, from Baseline to minimum post-Baseline value, shift from
Baseline to end of treatment, and markedly abnormal laboratory data.

End of treatment will be defined as the Week 48 visit or the early termination assessment
depending if the subject discontinued early or not.

Table 13—1:

Laboratory measurements

Hematology Biochemistry Urinalysis
Basophils Calcium Bacteria
Eosinophils Chloride Crystals
Lymphocytes Magnesium Glucose
Monocytes Potassium pH
Neutrophils Sodium RBC
Hematocrit Glucose WBC
Hemoglobin BUN Urine dipstick for pregnancy
testing”

MCH Creatinine
MCHC hs-CRP/CRP?
MCV AST
Platelet count ALT
RBC count GGT
WBC count ALP

Total bilirubin

LDH

Total cholesterol

Albumin

Serum pregnancy testing”
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Table 13—-1: Laboratory measurements

Hematology Biochemistry Urinalysis

ALP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate aminotransferase; BUN=blood urea
nitrogen; CRP=C-reactive protein; GGT=gamma glutamyltransferase; hs-CRP=high sensitivity C-reactive protein;
LDH=lactate dehydrogenase; MCH=mean corpuscular hemoglobin; MCHC=mean corpuscular hemoglobin
concentration; MCV=mean corpuscular volume; RBC=red blood cell; SFU=Safety Follow-up; WBC=white blood
cell

2 Both CRP and hs-CRP will be tested at specified visits per Protocol Table 5.1.

b A serum pregnancy test will be performed at Screening for all women of childbearing potential. This
recommendation also applies to women of childbearing potential with infrequent or irregular menstrual\cycles and
women during menopause. Natural menopause is recognized to have occurred after 12 consecutive fnonths of
amenorrhea, for which there is no other obvious pathological or physiological cause (International Menopause
Society, 2015). A urine pregnancy test is also required at the Baseline, Week 48, ET, and at SEU visits. A urine
pregnancy test will also be performed at any study visit where there has been a delay in menses. This
recommendation also applies to women of childbearing potential with infrequent or irregitlar menstrual cycles.
Pregnancy test results must be negative prior to administering IMP.

Has been changed to

Different summary tables for hematology and biochemistryvariables will be provided, based on
data from scheduled visits: observed values and changefrom Baseline, shift from Baseline to
maximum post-Baseline value (in Double-Blind Period), shift from Baseline to maximum
post-Baseline value (in Dose-Blind Period). shift from Baseline to minimum post-Baseline
value (in Double-Blind Period), shift from Baseline to minimum post-Baseline value (in
Dose-Blind Period), shift from Baselifi¢ torend of treatment (in Double-Blind Period), shift
from Baseline to end of treatment (in Dose-Blind Period), and markedly abnormal laboratory
data.

End of treatment (in Double-Blind Period) will be defined as the last visit in the Double-
Blind Period or the early termination assessment depending if the subject discontinued in
the Double-Blind Period.

End of treatment (in Dosé-Blind Period) will be defined as the Week 48 visit or the early
termination assessmént depending if the subject discontinued early or not.

Table 13—1>" Laboratory measurements

Hematology Biochemistry Urinalysis
Basophils Calcium Bacteria
Eosinophils Chloride Crystals
Lymphocytes Magnesium Glucose
Monocytes Potassium pH
Neutrophils Sodium RBC
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Table 13—-1: Laboratory measurements

Hematology Biochemistry Urinalysis
Hematocrit Glucose WBC
Hemoglobin BUN Urine dipstick for pregnancy
testing®

MCH Creatinine
MCHC hs-CRP/CRP*
MCV AST
Platelet count ALT
RBC count GGT
WBC count ALP

Total bilirubin

LDH

Total cholesterol

Uric acid

Albumin

Serum preghangy testing”

ALP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate aminotransferase; BUN=blood urea
nitrogen; CRP=C-reactive protein; GGT=gamma.glutamyltransferase; hs-CRP=high sensitivity C-reactive protein;
LDH=lactate dehydrogenase; MCH=mean corpuscular hemoglobin; MCHC=mean corpuscular hemoglobin
concentration; MCV=mean corpuscular volume; RBC=red blood cell; SFU=Safety Follow-up; WBC=white blood
cell

2 Both CRP and hs-CRP will be tested‘at’specified visits per Protocol Table 5.1.

b A serum pregnancy test will be performed at Screening for all women of childbearing potential. This
recommendation also applies tg.-women of childbearing potential with infrequent or irregular menstrual cycles and
women during menopause. Natural menopause is recognized to have occurred after 12 consecutive months of
amenorrhea, for which ther¢ is no other obvious pathological or physiological cause (International Menopause
Society, 2015). A uring,pregnancy test is also required at the Baseline, Week 48, ET, and at SFU visits. A urine
pregnancy test will-lso be performed at any study visit where there has been a delay in menses. This
recommendation also applies to women of childbearing potential with infrequent or irregular menstrual cycles.
Pregnancy testresults must be negative prior to administering IMP.
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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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