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LIST OF ABBREVIATIONS

ACR

American College of Rheumatology

ACR20,50,70 American College of Rheumatology 20, 50, 70% response criteria

ADA adalimumab

ADAD antidrug antibody

ADR adverse drug reaction

AE adverse event

AMP Active Medication Periods

AMS Active Medication Set

ANCOVA analysis of covariance

ATC anatomic therapeutic.class

ATP Active,Freatment-Blind Period

ATS Active Treatment-Blind Set

BASDAI Bath@Ankylosing Spondylitis Disease Activity Index

bDMARD biologie-disease modifying antirheumatic drug

BKZ bimekizumab

BLQ below the limit of quantification

BMI body mass index

BP blood pressure

BSA body surface area

CASPAR Classification Criteria for Psoriatic Arthritis

CCP cyclic citrullinated peptide

cDMARD conventional disease modifying antirheumatic drug
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CI confidence interval
COVID-19 coronavirus disease 2019
CRF case report form
CRP C-reactive protein
Cv coefficient of variation
DAPSA Disease Activity Index for Psoriatic Arthritis
DAS28[CRP] Disease Activity Score-28 based on C-reactivi¢ protein
DBP Double-Blind Treatment Period
DILI drug-induced liver injury
DMARDs disease modifying antirheumatic drugs
DMC data monitoring committee
eC-SSRS electronic’Columbia Suicide Severity Rating Scale
ECG electrocardiogram
EQ-5D-3L Eure-Qualitysof Life 5S-Dimensions 3 Level version
ES erosion‘score
ET Early Termination
EAER exposure adjusted event rate
EAIR exposure adjusted incidence rate
FACIT Functional Assessment of Chronic Illness Therapy
FAS Full Analysis Set
FDA Food and Drug Administration
HAQ-DI Health Assessment Questionnaire - Disability Index
HLA-B27 human leukocyte antigen B27
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HLT high level term

hs-CRP high sensitivity C-reactive protein

ICH International Council for Harmonisation

IE intercurrent event

IGA Investigator’s Global Assessment

IMP investigational medicinal product

IPD important protocol deviation

IWRS interactive web response system

JSN joint space narrowing

KM Kaplan-Meier

LCL lower confidence limit

LDI Leeds Dactylitis-Index

LEI Leeds Enthesitis Index

LLOQ lowerdimit of quantification

LLT lowest level term

LN natural logarithm

LSM least square means

MACE major adverse cardiac events

MAR missing at random

MCMC Markov-Chain Monte Carlo

MCS Mental Component Summary

MDA Minimal Disease Activity

MedDRA Medical Dictionary for Regulatory Activities
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MI multiple imputation

mNAPSI modified Nail Psoriasis Severity Index
NAb neutralizing anti-bimekizumab antibodies
NRI non-responder imputation

NSAID nonsteroidal anti-inflammatory drug

oC observed case

OLE open label extension

OR odds-ratio

PASDAS Psoriatic Arthritis Disease Activity Score
PASI Psoriasis Area and Severity Index
PASI75, PASI90, Psoriasis Area and Severity Index 75%, 90%, 100%
PASI100

PASS Patient acceptable symptom state

PCS Physical Component Summary

PD Protocol Deviation

PGA-Arthritis

Patient’s Global Assessment of Arthritis

PGA-PsA

Patient’s Global Assessment of Psoriatic Arthritis

PhGA-Arthritis

Physician’s Global Assessment of Arthritis

PhGA-PsA Physician’s Global Assessment of Psoriatic Arthritis
PHQ-9 Patient Health Questionnaire-9
PK-PPS Pharmacokinetics Per-Protocol Set
PPS Per-Protocol Set
PsA psoriatic arthritis
PsAID-12 Psoriatic Arthritis Impact of Disease-12
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PsAQoL Psoriatic Arthritis Quality of Life

PsARC Psoriatic Arthritis Response Criteria

PSO psoriasis

PT preferred term

PtAAP Patient’s Assessment of Arthritis Pain

Q2w every 2 weeks

Q4w every 4 weeks

RAS Radiographic Set

RS Randomized Set

SAE serious adverse event

SAP Statistical Analysis Plan

SC subcutaneous(ly)

SD standard deviation

SFU Safety Follow-up

SJC swollen joint count

SF-36 Shert-Form 36-item Health Survey

SMQ standardized MedDRA query

SOC system organ class

SPARCC Spondyloarthritis Research Consortium of Canada

SS Safety Set

TB tuberculosis

TEAE treatment-emergent adverse event

TESAE treatment-emergent serious adverse event
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TFLs tables, figures, and listings
TJC tender joint count
TNF tumor necrosis factor
TNFa tumor necrosis factor alpha
UCL upper confidence limit
ULN upper limit of normal
VAS Visual Analog Scale
vdHmTSS van der Heijde modified Total Sharp.Score
VLDA Very Low Disease Activity
WHO-DD World Health Organization drug dictionary
WPAI-SHP Work Productivity and Activity Impairment Questionnaire —
Specific Health Problem
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1 INTRODUCTION

This statistical analysis plan (SAP) provides the necessary information to perform the interim
(Week 24 and Week 52 analyses) and the final statistical analyses for study PA0010. It also
defines the summary tables, figures, and listings (TFLs) to be generated for the Clinical Study
Report.

The SAP is based on Protocol amendment 2 (22 February 2021). All references to study protocol
hereafter refer to this version of the protocol, and unless otherwise specified, the study will be
analyzed as described in this version of the protocol. If a future protocol amendment-qecessitates
a substantial change to the statistical analysis of the study data, or if analysis definitions must be
modified or updated, this SAP will be amended accordingly.

The content of this SAP is compatible with the International Council for Harmonisation of
Technical Requirements for Pharmaceuticals for Human Use (ICH)/Food ‘and Drug
Administration (FDA) E9 Guidance documents (ICH E9, 1998).

2 PROTOCOL SUMMARY
2.1 Study objectives
211 Primary objective

The primary objective is to demonstrate the clinical€fficacy/of bimekizumab (BKZ)
administered subcutaneously (sc) every 4 weeks(Q4W) for, 16 weeks compared with placebo in
the treatment of subjects with active psoftiatic @rthritis{PsA), as assessed by the American
College of Rheumatology 50% response criteria (ACRS50).

21.2 Secondary objectives

The secondary objectives are as follows:

e To assess the efficacy of BKZ compared with placebo

e To assess the safety and tolerability of BKZ

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

e To assess theimpact of BKZ on skin psoriasis (PSO) in the subgroup of affected subjects at
Baseline

e To assess the impact of BKZ on functional improvement

e To assess the impact of BKZ on radiographic changes in the hands and feet

e. ' _To assess the impact of BKZ on extra-articular disease manifestations (dactylitis, enthesitis).
213 Other objectives

Other objectives are as follows:

e To descriptively assess the efficacy of BKZ with reference to adalimumab (ADA)

e To assess the immunogenicity of BKZ

e To assess the impact of BKZ treatment on axial disease

Confidential Page 17 of 188



UCB 06-MAY-2022
Statistical Analysis Plan Bimekizumab PA0010

e To assess the maintenance of treatment effect
e To assess nail PSO in the subgroup of affected subjects at Baseline
e To explore the exposure response relationship of BKZ

e To assess the effect of BKZ on gene and protein expression, and explore the relationship
between genomic, genetic, and proteomic biomarkers and disease biology, drug treatment
and inflammatory and immune responses (from consenting subjects who agree to participate
in the biomarker substudy)

e To assess the impact of BKZ on social life and work productivity.

2.2 Study variables
221 Efficacy variables
2211 Primary efficacy variable

The primary efficacy variable is the ACRS50 response at Week 16(
221.2 Secondary efficacy variables
The secondary efficacy variables are as follows:

e Change from Baseline in Health Assessment Questionnaire.- Disability Index (HAQ-DI) at
Week 16

e Reduction of 90% from Baselin¢ in*Psoriasis Area-and Severity index (PASI90 response) at
Week 4 and Week 16 in the subgroup,of subjects, with PSO involving at least 3% of Body
Surface Area (BSA) at Baseline

e Change from Baseline in the Short Form36-item Health Survey (SF-36) Physical
Component Summary (PCS) at'Week 16

e Minimal Disease Activity (MDA tesponse at Week 16

e Change from Baseline’in Van der Heijde modified Total Sharp Score (vdHmMTSS) at Week
16 on subjects withelevated high sensitivity C-reactive protein (hs-CRP) and/or at least 1
bone erosion atBaseline

o Enthesitis-free staté.based on the Leeds Enthesitis Index (LEI) at Week 16 in the subgroup of
subjects‘'with enthesitis at Baseline in the pooled population of PA0010 and PA0O11

e Daotylitis-free state based on the Leeds Dactylitis Index (LDI) at Week 16 in the subgroup of
subjects with dactylitis at Baseline in the pooled population of PA0O010 and PA00O11

o/ Change from Baseline in vdHmMTSS at Week 16
e ACR20 response at Week 16
e ACR70 response at Week 16

e Proportion of subjects with an Investigator Global Assessment (IGA) score of 0 (clear) or 1
(almost clear) and at least a 2-grade reduction from Baseline at Week 4 and Week 16 in the
subset of subjects with psoriatic skin lesions at Baseline
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e Change from Baseline in the Patient’s Assessment of Arthritis Pain (PtAAP) at Week 16

e Enthesitis-free state based on the Spondyloarthritis Research Consortium of Canada
(SPARCC) index at Week 16 in the subgroup of subjects with enthesitis at Baseline

e Change from Baseline in Psoriatic Arthritis Impact of Disease-12 (PsAID-12) total score at
Week 16.

2213 Other efficacy variables

Change from Baseline variables evaluated during the Double-Blind Treatment Period (DBP) are
relative to the Baseline (first dose) visit. For subjects randomized to placebo who switch to BKZ
160mg Q4W at the Week 16 visit, change from Baseline variables during the A¢tive Treatment-
Blind Period (ATP) may be evaluated relative to both the Baseline (first dose) visit and*to the
Week 16 visit (first dose of BKZ).

For simplicity, “change from Baseline” is used below for all such variables. More details will be
provided below in Section 3.3.

The other efficacy variables listed below will be summarized for all timepoints except for the
previously defined primary and secondary efficacy variables which will be also summarized
separately at Week 16 (and at Week 4 and 16 for PASI90).

The following other efficacy variables will be-assessed-(all timepoints not specified in
Section 2.2.1.1 and 2.2.1.2 are exploratory):

e Time to ACR20, ACR50, and ACR70 response fromt Baseline (Day 1)
e ACR20, ACRS50, and ACR70 response

e PASI75, PASI90, and PASI100.responseiin-the subgroup of subjects with PSO involving at
least 3% BSA at Baseline

e Composite endpoint composed of ACRS50 and PASI90 in subjects with PSO involving at
least 3% BSA at Baseline

e Composite endpoint composed of ACR50 and PASI100 in subjects with PSO involving at
least 3% BSA at Baseline

e Proportionrof Psoriati¢ Arthritis Response Criteria (PSARC) responders

e Psoriatic Arthritis Disease Activity Score (PASDAS) categories

e Change from Baseline in the PASDAS

e _( Proportion-of ACR50 responders at Week 16 and maintaining response at Week 52
e MDA response

e Very Low Disease Activity (VLDA) response

e Proportion of subjects with an IGA score of 0 (clear) or 1 (almost clear) and at least a 2-grade
reduction from Baseline in the subset of subjects with psoriatic skin lesions at Baseline

e Disease Activity Index for Psoriatic Arthritis (DAPSA) score categories
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e (Change from Baseline in DAPSA score

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

e Change from Baseline in all individual ACR core components:
— Swollen Joint Count (SJC)
— Tender Joint Count (TJC)
- HAQ-DI
— PtAAP
— Physician’s Global Assessment of Psoriatic Arthritis (PhGA-PsA)
— Patient’s Global Assessment of Psoriatic Arthritis (PGA-PsA)
— hs-CRP

e Change from Baseline in vdHmTSS total score and in erosion andjeint space narrowing
(subscores) in subjects with elevated hs-CRP and/or with at least. I'bone erosion at Baseline

¢ Change from Baseline in vdHmTSS total'Score and.inerosion‘and joint space narrowing
(subscores) in the overall population

e Proportion of subjects with no radiographic.joint damage progression (change from Baseline
vdHmTSS of <0.5)

e Dactylitis-free state based on the LDI in the subgroup of subjects with dactylitis at Baseline
in the pooled population of PA0010-and PAOO11, as well as for PA0010 alone

¢ Enthesitis-free state based on.th¢ LEI in_the subgroup of subjects with enthesitis at Baseline
in the pooled population of PA0010-and PA0O11, as well as for PA0010 alone

e Enthesitis-free state based on.the.SPARCC index in the subgroup of subjects with enthesitis
at Baseline in the pooled population of PA0010 and PA0011, as well as for PA0010 alone

e Proportion of subjects with a decrease of HAQ-DI from Baseline of at least 0.35 in the
subgroup of subjects-with Baseline HAQ-DI>0.35

e Changefrom Baseline in the Bath Ankylosing Spondylitis Disease Activity Index (BASDAI)
in the. subgroup-of subjects with axial involvement defined by a score of >4 at Baseline

e Change from Baseline in the modified Nail Psoriasis Severity Index (mNAPSI) score in the
subgroup of subjects with psoriatic nail disease at Baseline (mNAPSI score>0)

e Change from Baseline in the LEI in the subgroup of subjects with enthesitis at Baseline in the
pooled population of PA0010 and PA0O11, as well as for PA0010 alone

e Change from Baseline in the SPARCC index in the subgroup of subjects with enthesitis at
Baseline in the pooled population of PA0010 and PA0011, as well as for PAOO10 alone

e Change from Baseline in the LDI in the subgroup of subjects with dactylitis at Baseline in the
pooled population of PA0010 and PA0O11, as well as for PA0010 alone
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e (Change from Baseline in PsAID-12 total score, as well as the individual domain scores
e Proportion of subjects achieving PsAID-12 total score <4

e Proportion of PsAID-12 responders (decrease from Baseline in PsAID-12 total score >3) in
subjects with PSAID-12 total score>3 at Baseline

e Change from Baseline in the Psoriatic Arthritis Quality of Life (PsAQoL) total score

e Change from Baseline in the SF-36 PCS and Mental Component Summary (MCS),.as.well as
the 8 domain scores (Physical Functioning, Role Physical, Bodily Pain, General Health,
Vitality, Social Functioning, Role Emotional, and Mental Health)

e Change from Baseline in Functional Assessment of Chronic Illness Therapy-Fatigue
(FACIT-Fatigue) subscale score

e Proportion of FACIT-Fatigue subscale responders (subjects with amminimum ‘elinically
important difference for FACIT-Fatigue subscale score, defined as'an increase of >4) in
subjects with FACIT-Fatigue subscale score <48 at Baseline

e Change from Baseline in Work Productivity and Activity Impairmént Questionnaire-Specific
Health Problem (WPAI-SHP) v2.0 adapted/to\PsA scores

e Responses to the EuroQol-5 Dimensions-3_Level (EQ-5D<3L)

e Change from Baseline in EQ-5D-3L+Visual Analog Scale (VAS) scores

e Change from Baseline in Physician’s Global Asseéssment of Arthritis (PhGA-Arthritis)
e Change from Baseline in Patient’s Global Asseéssment of Arthritis (PGA-Arthritis).
2.2.2 Pharmacokinetic variable

The pharmacokinetic (PK) variable is the plasma concentration of BKZ. Subjects are asked to
provide blood samples for these’'meastirements at Baseline, Week 2, 4, 6, 8, 12, 16, 20, 24, 36,
52, end of treatment and SFU visit.

223 Pharmacogenomic variables

Genomic, genetic, €pigenetic, proteins, and metabolite biomarkers may be measured to evaluate
the relationship with response to treatment with BKZ, psoriatic arthritis disease biology, and
inflammatory.and immune response processes. The nature and format of these tentative substudy
analyses-Will be detérmined when the results of the main study are made available.

The eandidate-exploratory variables are the blood or blood derivative (eg, serum), concentrations
of cytokinésand chemokines of relevance to IL-17A/F signaling pathway and psoriatic arthritis
biology. Additional variables may include but will not be limited to serum complement
concentrations. Where local regulations permit, additional blood samples will be collected at
Baseline and at Week 16. They may be used to allow for potential exploratory analyses of
ribonucleic acid, proteins, lipids, and metabolite biomarkers relevant to disease biology and
progression, response to therapy, the inflammatory and immune response processes, and
cardiovascular risk in PsA.
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A specific SAP will be written to describe the analysis methods for those variables. The nature
and format of these analyses will be determined later.

224 Immunological variables

The immunological variables allow evaluation of immunogenicity as following:

e The anti-bimekizumab antibody status

e The treatment-emergent antibody status derived from antidrug antibody (ADAD) assdys
e The neutralizing antidrug antibody (NAD) status.

These 3 variables will be assessed at Baseline, Week 4, 8, 12, 16, 20, 24, 36, 52;.end of tréatment
and at SFU visit.

2.2.5 Safety variables

2251 Secondary safety variables

Main safety variables to be assessed are as follows:

¢ Incidence of treatment-emergent adverse events)(TEAEs)

e Incidence of treatment-emergent serious adverse events (TESAEs)

e TEAE:s leading to withdrawal from investigational medic¢inal product (IMP).

2252 Other safety variables

Other safety variables to be assessed are:

e Change from Baseline in vital signs (blood pressure [BP], temperature and pulse rate)
e Standard 12-lead electrocardiogram (ECQ) results

e Change from Baseline in clinical laboratory values (hematology, biochemistry, and
urinalysis)

e Change from Baseline‘in the Patient Health Questionnaire-9 (PHQ-9).

Physical examination-findings'considered clinically significant changes since the physical
examination at the’Screening visit will be recorded as AEs.

2.3 Study design and conduct
2.31 Study description

This.is a Phase 3, multicenter, randomized, double-blind, placebo-controlled, noninferential
active reference study to evaluate the efficacy and safety of BKZ in subjects with active PsA
who are biologic disease-modifying antirheumatic drug (bDMARD) naive. To be eligible to
participate in this study, subjects must be adults with a diagnosis of active PsA based on the
Classification Criteria for Psoriatic Arthritis (CASPAR) and have disease with TJC >3 and SJC
>3. In addition, subjects should not have been previously exposed to any bDMARD for PsA or
PSO to be eligible for the study.
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Approximately 840 subjects will be randomly assigned in a 3:2:1 ratio, stratified by region
(North America, Western Europe, Eastern Europe, and Asia/Australia) and bone erosion (0, >1)
to 1 of the 3 following blinded treatment groups:

e Bimekizumab 160mg sc Q4W (420 subjects),
e Placebo (280 subjects),
e Adalimumab sc 40mg every 2 weeks (Q2W) (140 subjects).

It is planned to enroll a minimum of 45% of subjects who have elevated hs-CRP (>6mg/L)
and/or who have at least 1 bone erosion at Screening.

The overall study design consists of:

e a Screening Period (>14 days to <35 days)

e a l6-week placebo controlled Double-Blind Treatment Period (DBP)

e a36-week Active Treatment-Blind Period (ATP) (Week 16 to week-52)

e a Safety Follow Up (SFU) visit, 20 weeks after-the. final dose of IMP (for subjects not
entering the open label extension (OLE) study 6r who discontinue early, including those
withdrawn from IMP, as applicable).

The maximum study duration per subject' will be up-to 73 weeks.

The study schematic diagram for the-study is presentedin..
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Figure 2-1: Study schematic diagram
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first dose ACRS50 response until W52
and selécted

secondary
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ACRS50=American College of Rheumatology.50% response ‘criteria, BKZ=bimekizumab, PsA=psoriatic arthritis;

Q2W=every 2 weeks, Q4W=every 4 weeks, sc=subcutaneous, SFU=Safety Follow-Up, W=week

2 Adalimumab dosing is performed every2-weeks from Baseline to Week 50.

b After 16 weeks of double-blind treatment, subjects will enter the Active Treatment-Blind Period. All subjects
randomized to placebo will be reallocated to receive BKZ 160mg Q4W. Subjects randomized to BKZ 160mg
Q4W will continue to receiveitheir originally randomized dose. Subjects randomized to active reference (ADA)
will continue with their active treatmént.

¢ Permitted rescue therapy. is defined\in'Protocol Section 5.4.

23.2 Study Periods
2.3.21 Screening Period

Subjects. will enter. & Screening Period (starting with a Screening visit - Visit 1) that will last for
a minimum duration of 14 days and a maximum duration of 35 days and will involve obtaining
laboratory data and verifying that the doses of nonsteroidal anti-inflammatory drugs (NSAIDs),
or,permitted DMARD:s, if used to treat PsA, are stable. The Screening Period will also enable
washout of any medications not permitted for use during the study.

During the Screening Period, X-rays of hands and feet will be assessed for bone erosion and used
for the stratification of subjects at Baseline (Day 1).

This period starts at time of the informed consent date (Screening visit -Visit 1) and ends the day
prior to the day of the first dose of study drug (Baseline visit — Visit 2).
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2.3.2.2 Double-Blind Treatment Period
After the Screening Period, subjects will attend a Baseline visit (Visit 2, Day 1).

At the end of the Baseline visit, subjects will be randomized according to a 3:2:1 ratio (stratified
by region and bone erosion [0, >1] at Screening) to receive 1 of the 3 following blinded
treatments during the 16 weeks of the DBP:

e Bimekizumab 160mg sc Q4W

e Placebo

e Adalimumab 40mg sc Q2W.

The first administration of IMP will be delivered at the Baseline visit (Visit 2; Day 1);

During the 16 weeks of the DBP, IMP administration will be performed by unblinded study
personnel every 2 weeks (allowed visit window between 12 to 16 days) from Day'1 through
Week 16 (Visits 2 to 10).

For the BKZ group, active treatment will be administered every\4 weeks.and placebo in between,
to maintain the blind and still have an injection every 2 weeks.

Visit 10 (Week 16) ends the DBP, and the last assessments for thatperiod are collected during
that visit.

This period starts on the day of first dose.administration of study drug (Visit 2) and ends at Week
16 (Visit 10) or at the Early Termination visit@ET Visit).for subjects withdrawn from the study
before Week 16. This period should,last 16 weeks maximum.

2.3.2.3 Active Treatment-Blind Period

After the 16-week DBP, subjects will enter;the 36-week ATP. At Week 16 (Visit 10), subjects
will be allocated to treatment regimens.as follows:

e Subjects in the BKZ 160mg sc Q4W group will continue to receive BKZ 160mg sc Q4W

e Subjects in the placebo group-will be reallocated to BKZ 160mg sc Q4W Subjects in the
ADA 40mg sc Q2W groupwill continue to receive ADA 40mg sc Q2W.

As for the DBP, BKZ and ADA will be administered sc by unblinded study personnel at the
clinical site. The first'dose in the ATP will be administered at Week 16 after all assessments have
been completed.

During the 36 weeks of the ATP, IMP administration will be performed every 2 weeks (allowed
visit window between 11 and 17 days) at Study visits (from Visit 10 — Week 16 through Visit 27
£ Week 50).

Visit 28 (Week 52) ends the ATP, and the last assessments for that period are collected during
that visit.

Subjects who withdraw early from the study will undergo the ET visit assessments and will enter
the SFU Period, as applicable. Subjects who withdraw from IMP during the ATP will be
encouraged to return for all remaining scheduled visits up to Week 52 and the SFU visit (20
weeks after their final dose of IMP).
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At the completion of the ATP, investigators should discuss treatment options with the subject.
Subjects who complete PA0010 (ie who performed all visits up to Week 52 and not having
permanently discontinued IMP and who did not meet any of the withdrawal criteria) will be
given the opportunity to enter the OLE study at Week 52.

The ATP starts on the day of dose administration at Week 16 and ends at Week 52 (Visit 28) or
at the Early Termination visit (ET Visit) for subjects withdrawn from the study after Week*16
and before Week 52. This period should last 36 weeks maximum.

23.24 Safety Follow-up

All subjects who complete the study and do not enter the OLE study, or who discontinue.€arly,
including those withdrawn from IMP, will have a SFU visit 20 weeks after their final dose of
IMP, as applicable.

24 Determination of sample size
241 Power calculations for the primary endpoint

The sample size assumptions for BKZ versus placebo are based\on the-ACR50 response data
from the Phase 2b BKZ study in subjects with moderate-to-severe PSA(PA0008). The median
ACRS50 responses of the top 3 dose groups (BKZ 160mg, 320mg; and 320mg [initial dose] plus
160mg) at Week 12 in the Tumor necrosis factor-naive(TNF-naive) population are
conservatively assumed for the Week 16 @ndpoint..The observed median ACRS50 response rate of
the top 3 BKZ doses in the TNF-naive population. in study"PA0008 was 43.8%.

The placebo ACRS50 response at Week 16 is-based on'the TNFa-naive population in PA0008
(6.1% at Week 12, subjects withyavailable mieasurement (n)=33); Mease et al, 2015), FUTURE 2
study in the subgroup of TNFa-naive-subjects.(15.9%, n=63; Mclnnes et al, 2015), FUTURE 3
study (11.8%, n=93; Nash and Mease,2018),-and FUTURE 5 study in a mixed tumor necrosis
factor alpha (TNFa) exposure population (8:1% at Week 16, n=332; Mease et al, 2018).
Therefore, the estimated ACRSO0 response at Week 16 in the placebo group is assumed to be
16%.

The sample size for showing statistical superiority of BKZ vs placebo was calculated using a
2-sided 2-sample Chi-square test with continuity correction (Fleiss et al, 1980). Assuming 420
subjects in the BKZ group.and 280 subjects in the placebo group, the test for detecting statistical
superiority of BKZ 160mg Q4W vs placebo based on ACR50 response at Week 16 has >99%
power to detect a true'treatment difference of 27.8% (odds ratio (OR) 4.09).

24.2 Power calculations for secondary endpoints

Thejassumptions for power calculations of the secondary endpoints included in the hierarchy,
and for which supporting data exists, are based on the interim results of the Phase 2b BKZ study
PA0008 and the FUTURE 1, FUTURE 2, FUTURE 5, and SPIRIT P1 studies. All power
calculations for binary endpoints were performed using a 2-sided 2-sample Chi-square test with
continuity correction (Fleiss et al, 1980). All power calculations for continuous endpoints were
performed using a 2-sided 2-group Satterthwaite t-test (Moser et al, 1989).

For the PASI90 response at Week 16, the BKZ 160mg Q4W treatment response at Week 12 is
45% (n=20) in the TNFa-naive population of PA000S at Week 12 and 46% (n=28) at Week 12
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in the mixed TNFa exposure population. The placebo PASI90 response at Week 16 is based on
the subgroup analyses of TNFa therapy-naive subjects in PA0008 (9.1% at Week 12; n=22),
FUTURE 2 study (9.7% at Week 24; n=63), and SPIRIT P1 study (1.5% at Week 12; n=67).
Therefore, a placebo PASI90 response rate of 10% is assumed. With those assumptions, the
study has >99% power to detect a true treatment difference at an assumed 60% of subjects with
BSA >39% of the planned sample size.

For change from Baseline in HAQ-DI at Week 16, the between treatment differences of the
change from Baseline in HAQ-DI of in the mixed TNFa exposure population of the RA0008 at
Week 12 were used. The BKZ 160mg Q4W treatment group mean change from Baseline in
HAQ-DI at Week 12 of -0.37, Standard deviation (SD)=0.47 (n=41) versus placeb6'mean-change
from Baseline in HAQ-DI at Week 12 of -0.13, SD=0.50 (n=42). With those assumptions, the
study has >99% power to detect a true treatment difference of -0.24 at the planned sample size.

For change from Baseline in PCS of SF-36 at Week 16, the between treatment differences of the
change from Baseline in PCS of SF-36 of the TNFa-naive population of FUTURE 2 study
(Kavanaugh et al, 2016) at Week 24 were used. The BKZ 160mg'Q4W tréatment group assumes
the secukinumab 150mg treatment group mean change from Baseline in,SF-36 PCS at Week 24
of 7.91, SD 7.38 (n=63) versus placebo mean change from/Baseling'in' SF-36 PCS at Week 24 of
2.08, SD 9.51 (n=63). With those assumptions,.the study has >99% power to detect a true
treatment difference of 5.83 at the planned sample size.

For MDA at Week 16, the BKZ 160mg'Q4W treatment response at Week 12 in PA00OS is
46.3% (N=41) in the mixed TNFa exposure population of PA000S. In the placebo group, 14.3%
of subjects achieved MDA at Week\12 (n=42). With those assumptions, the study has >99%
power to detect a true treatment difference of 32% (OR=5.17) at the planned sample size.

For change from Baseline in vdHmTSS at Week 16, the between treatment differences of the
change from Baseline in vdHmTSS at Week 16 of the SPIRIT P1 study in a TNFa-naive
population (Mease et al, 2017)were used, The SPIRIT P1 study ixekizumab 80mg sc Q2W
treatment group least square mean (LSM) change from Baseline at Week 16 0.06 and SD 0.720;
and LSM change from Baseline 0:36 and SD 0.710 for placebo are assumed. With those
assumptions, the study has a 95% power to detect a true treatment difference of -0.30, assuming
45% of subjects with elevated’hs-CRP and/or bone erosion, in the planned sample size.

There is uncertainty in-the final percentage of subjects with elevated hs-CRP and/or bone erosion
at Baselinethat will‘be recruited to the study and the variability in the subgroup. To demonstrate
the sensitivity of the sample size calculation for this study, Table 2—1 shows the power function
for a fixed total sample size of 840 subjects in the Randomized Set (RS) population for this
secondary efficacy analysis, varying the percentage of subjects with elevated hs-CRP and/or
bone erosion at Baseline and the treatment difference and estimated standard deviation on the
change from Baseline in vdHmTSS at Week 16.
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Table 2-1: Treatment effect elevated hs-CRP and/or bone erosion at Baseline
for secondary efficacy analyses

Subjects with elevated hs-CRP | Treatment difference/standard deviation

and/or bone erosion at

Baseline
Treatment effect = -0.3 Treatment effect = -0.35
SD =0.72 vs. 0.71 SD = 0.81 vs. 0.93

20% 67 62

25% 76 72

30% 84 79

35% 89 85

40% 92 89

45% 95 92

50% 96 95

hs-CRP=high-sensitivity C-reactive protein ; SD=standard deviation

For dactylitis-free state at Week 16, dactylitis-resolution data-of the FUTURE 5 study (Mease et
al, 2018) at Week 16 were used to estimate.the BKZ160mg Q4W treatment and placebo groups.
The treatment effect estimate from the'secukinumab 150mg treatment group at Week 16 of 56%
(n=103) is assumed versus a placebo group-estimate ‘0f32% (n=124). With those assumptions
and having 11% of subjects with Baseline dactylitis; the pooled PA0O010/PA0011 studies have a
66% power to detect a true treatment differenee’of 24% (OR=2.71).

For enthesis-free state at Week 16, enthesis’'resolution data from the FUTURE 5 study at Week
16 were used to estimate the BKZ 160mg Q4W treatment and placebo groups. In FUTURE 5
The treatment effect estimate from the.secukinumab 150mg treatment group at Week 16 was
55% (n=141) and the placebo group estimate was 36% (n=192). Assuming a BKZ response of
55% and a placebo rate 0f 39% and having 25% of subjects with Baseline enthesis the pooled
PAOO10/PAOO11 the studies have a 69% power to detect a true treatment difference of 16%
(odds ratio 1.91).Treatment difference in change from Baseline in vdHmMTSS at Week 16 in the
overall population is estimated using the data from the FUTURE 5 study in a mixed TNFa
exposure populationThe BKZ 160mg Q4W group treatment difference compared to placebo is
estimated to be-the same as the difference in change from Baseline in vdHmTSS at Week 16
between the secukinumab 150mg group and placebo which is 0.42, assuming a SD of 1.13 for
BKZ and SD=2.44 for placebo. With these assumptions the study has 76% power to detect a
treatment difference of 0.42 in the planned sample size.

3 DATA ANALYSIS CONSIDERATIONS
3.1 General presentation of summaries and analyses

Statistical analysis and generation of TFLs and statistical outputs will be performed using SAS®
Version 9.3 or higher unless otherwise specified. All tables and listings will use Courier New
font size 9.

Confidential Page 28 of 188



UCB 06-MAY-2022
Statistical Analysis Plan Bimekizumab PA0010

Descriptive statistics will be displayed to provide an overview of the study results.

For categorical parameters, the number and percentage of subjects in each category will be
presented. Unless otherwise noted, the denominator for percentages will be based on the number
of subjects included in the respective analysis set. Subjects with missing data can generally be
accounted for using one of the 2 following approaches:

e Percentages will be summarized based on all subjects in the analysis set and a “Missing™
category (corresponding to subjects with missing data for the variable being summarized)
will be included as the last row in the list of categories being summarized. This approach will
be used when reporting demography, Baseline characteristics, some NAb tables,and some
shift tables from Baseline for laboratory data.

e Percentages will be based only on those subjects with observed data for.the variable being
summarized. As the denominator may be different from the number of-subjects in the
analysis set being considered, the denominator should be displayed-in the table. The general
format for displaying this will be “n/Nsub (%)”.

Unless otherwise noted, all percentages will be displayed to l.decimalplace. No percentage will
be displayed for zero counts, and no decimal will‘be presented when the percentage is 100%.

For continuous parameters, descriptive statistics-will include number of subjects with available
measurements (n), arithmetic mean, standard deviation(SD); median, minimum, and maximum
(unless otherwise stated).

For hs-CRP variable, the summary statistics should contain arithmetic mean, geometric mean,
geometric coefficient of variation.(CV), median, fitst and third quartile (Q1 and Q3), minimum
and maximum (for the value and the ratie to Baseline). The geometric CV (%) will be calculated
using the following formula:

CVE VeSPin —1
Where SD;,, represents the SD)of the In-transformed hs-CRP value.

For BKZ PK concentrations, geometric mean, geometric CV, 95% confidence intervals (Cls) for
geometric mean (assuming log-normally distributed data) will be calculated if at least %5 of the
values of interest.dare-above.the lower limit of quantification (LLOQ). If this is not the case, only
median, minimur, and maximum will be presented.

Decimal places for-descriptive statistics will always apply the following rules:
o “n”will becan integer

e (‘Mean, SD; SE, and median (Q1 and Q3 when applicable) will use 1 additional decimal place
compared to the original data (for a derived score, number of decimals of the original data
considered is the one obtained where deriving the score in the absence of missing data)

e CV (%) will be presented with 1 decimal place

e Minimum and maximum will have the same number of decimal places as the original value.
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If the number of decimal places reported in the original data is varied then either the maximum
raw number of reported decimal places or 3 will be used, whichever is the lowest, as a guide for
the descriptive statistics.

The table below provides the number of decimals to be reported for each continuous efficacy
endpoint:

Table 3-1: List of decimals for continuous efficacy endpoints

Continuous efficacy endpoint Decimal place used for Decimal places used for Mean,
minimum and maximum SD (or SE) and median
BASDAI 1 2
DAPSA 1 2
DAS28[CRP] 2 3
EQ-5D-3L dimension scores 0 1
EQ-5D-3L (VAS) 0 1
FACIT-Fatigue subscale score 1 2
HAQ-DI 3 4
hs-CRP 2 3
LDI | 2
LEI 1 2
mNAPSI 0 1
PASDAS 1 2
PASI 1 2
PGA-Arthritis /PhGA-Arthritis 0 1
PGA-PsA / PhGA-PsA 0 1
PsAID-12 1 2
PsAQoL 1 2
PsARC 1 2
PtAAP 0 1
SF-36 2 3
SPARCC 1 2
TIC/SJC 1 2
vdHmTSS, 1 o)
Erosion score
Joint space narrowing score
WPAI-SHP 1 2
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BASDAI=Bath Ankylosing Spondylitis Disease Activity Index; DAPSA=disease activity index for psoriatic
arthritis; DAS28[CRP]=disease activity score-28 based on C-reactive protein; EQ-5D-3L=Euro-Quality of Life 5-
Dimensions 3 Level version; FACIT-Fatigue=Functional assessment of chronic illness therapy - Fatigue; HAQ-
DI=Health assessment questionnaire — Disability index; hs-CRP=High sensitivity C-reactive protein; LDI=Leeds
Dactylitis Index; LEI=Leeds Enthesitis Index; mNAPSI=Modified Nail Psoriasis Severity Index; PASDAS=
Psoriatic Arthritis Disease Activity Score; PASI=Psoriasis Area and Severity Index; PGA-Arthritis=Patient’s global
assessment of Arthritis; PGA-PsA=Patient’s Global assessment of Psoriatic Arthritis; PhGA-Arthritis=Physician’s
global assessment of Arthritis; PhnGA-PsA=Physician’s Global assessment of Psoriatic Arthritis; PHQ-9=Patient
Health Questionnaire-9; PSAID-12=Psoriatic Arthritis impact of disease-12; PsAQoL=Psoriatic Arthritis Quality of
Life; PSARC= Psoriatic Arthritis Response Criteria; PtAAP=Patient’s assessment of Arthritis Pain; SF-36=Short-
Form 36-item Health Survey; SIC= Swollen Joint Count; SPARCC= Spondyloarthritis Research Consortium of
Canada ; TJC=Tender Joint Count; vdHmTSS=Van der Heijde modified Total Sharp Score; WP AI-SHP=work
productivity and activity impairment questionnaire — specific health problem

Unless stated otherwise, continuous endpoints will be expressed as a change.from Baseline
which will be calculated as the value at a specific timepoint minus the value at Baseline.

Unless stated otherwise, 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 2-sided statistical tests at the 0.05 level of significance:[.east square means
(LSM), OR and corresponding CI will be presented using 3“decimals.

UCB uses SAS in a 64-bit Windows environment, and.it is wéll-documented that in this
environment the maximum accuracy ofany numericwvalue is*15 significant digits. However, SAS
by default does not limit the accuracy of iumeric values to'15 significant digits which, in certain
instances, may result in inaccurate'representation of the data and cause errors when used in
subsequent calculations, particularly when.comparing a value to a chosen threshold. This, in
turn, could potentially result in a change in classification of a subject from a responder to a non-
responder (and vice versa) if these values occur on a threshold used in the evaluation of response
(or a critical laboratory value for example):

Therefore, in order to avoid issues catised by inaccurate floating point representation of numeric
values, temporary variables.are created (ie, for absolute values, change and percentage change
from Baseline) duringprogramming which are rounded to 12 decimal places prior to comparison
to a specific thresheld in the'derivation of a response parameter. This does not imply inherent
rounding on the analysis.variables for absolute value, change or percentage of change which are
retained unrounded incthe final analysis dataset. Thus, rounding is applied exclusively during the
derivation ofinew response parameters or critical value variables, and the rounded values are
created On a temporary basis only.

The SAS® outputs supportive of any inferential statistics that are part of the hierarchical testing
procedure (e, all inferential statistics associated with the endpoints in Table 4-5) will be
provided as a separate PDF document in addition to TFLs. These outputs will be included in the
‘Documentation of Statistical Methods’ section of the clinical study report

Unless specified differently in this SAP, the order of treatment groups presented in tables from
left to right will be:

e Placebo

e Bimekizumab 160mg Q4W
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e Adalimumab 40mg Q2W.

Selected tables may also include columns for all subjects (regardless of study treatment) and/or
all subjects on BKZ (regardless of whether they shifted from placebo after the DBP or not).

The abbreviation for bimekizumab is BKZ, and ADA for adalimumab and will be used in table
and listing headers. No abbreviation will be used for Placebo.

In the TFLs, subjects randomized to BKZ 160mg Q4W will be labeled as “BKZ 160mg Q4W” ,
subjects randomized to ADA 40mg Q2W will be labeled as “ADA 40mg Q2W” and subjects
randomized to Placebo will be labeled as “Placebo / BKZ 160mg Q4W” ( or “Placebo’™when the
TFLs report data from the DBP only).

For the ATP, all subjects on BKZ 160mg Q4W (that includes the subjects switehing from
Placebo at Week 16) will be labeled as “BKZ 160mg Q4W Total” in the TFLs.

Per protocol, visit windows of 2 days from the first dose at all visits.through-Week 16 and £3
days after Week 16 are permissible. For the SFU visit, the visit should occut no more than 3 days
prior to the scheduled visit date and within 7 days after the scheduled visit date.

For the medical imaging collection date (at Week<16 and 52);.the allowed visit window will be
extended to 14 days around the scheduled visit date.

All by-visit tables will contain nominal (ie. scheduled).visits oenly. Unscheduled visits will not be
mapped to scheduled visits except for some’assessments that may occur within the above visit
window of a scheduled visit. In that case, the assessment will be mapped to the corresponding
scheduled visit and will be used for the analysis unless-data are present for that scheduled visit.
Only data collected/mapped at.the-scheduled visits. will be included in the analysis. The only
deviation may concern unscheduled vendor data collected (Section 10.5).

Assessments collected at unscheduled andrepeated visits will only be listed, except in the case of
determining treatment-emergent markedly abnormal criteria for laboratory and vital sign
parameters where all post-Baseline (seheduled and unscheduled) values will be used.

For by-visit tables summarizing €fficacy data, the SFU visit will not be included but SFU
efficacy data will be disted. By-visit tables summarizing safety data will however include the
SFU visit. For PK{/immunological and immunogenicity analyses, SFU data will be part of the
data reported in some tables (Section 9).

A complete set of data listings containing all documented data and all derived data (eg, change
from Baseline) will-be generated.

Unléss othertwise stated, listings will be sorted by treatment group, subject number within each
freatment gtoup (not randomization number), variable (if applicable) and visit (if applicable,
icluding timing relative to dosing if applicable). For listings including non-randomized subjects,
the non-randomized subjects will be shown first in the listing, ordered by subject number. All
listings will include repeated and unscheduled measurements. Such measurements will appear in
chronological order together with the scheduled visits (ie: a repeated measurement will appear
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’.
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3.2 General study level definitions
3.21 Relative day

The relative day will be included in some listings. The way that relative day is calculated
depends on when the given event occurs relative to the date of first IMP administration.

e Ifthe event occurred on or after the date of first IMP administration (but before the last IMP
administration), then the following calculation is used: Relative Day=Date of event - Date of
first IMP administration + 1.

e Ifthe event occurred before the date of first IMP administration, then the following
calculation is used: Relative Day=Date of event - Date of first IMP administration. Relative
days that occur before the date of first IMP administration should be preceded by‘a *“-.

e If the event occurred after the date of last IMP administration, then.thé-following calculation
is used: Relative Day=Date of event - Date of last IMP administration. Relative days that
occur after the date of last IMP administration should be preceded by a-*+”.

Relative day will only be computed for fully completed dates.and willbe-missing for partial
dates.

For AEs, relative days for start and stop dates'will be calculatedas the number of days since the
date of first IMP administration.

For subjects in the placebo group that.switch to. BKZ at Week 16, for events occurring after
Week 16, an additional relative day-will be calculated using the same rules as above but based on
the date of first injection of BKZ:This additional rélative day will be provided in listings for
concomitant medications and safety data.

For non-treatment-emergent AEs, relative day-of onset will be negative if the event started
before the date of first IMP administratien.”A complete date must be established to correctly
identify the AEs. Section 4.2:3“describes imputation rules in case of missing data for AEs.

3.2.2 Mapping-of assessments performed at Early Discontinuation Visit

Study assessments atan early;termination visit where visit date matches the visit date of a
scheduled visit will’lbe summarized at the scheduled visit with the same visit date. Premature
study termination-visit. dss€ssments that do not have a scheduled visit with a matching date will
be assigned.a.visit based on the protocol-defined visit windows (£2 days up to and including
Week 165and +3.days from Week 20 up to and including Week 52). For early discontinuation
visits that fall between protocol defined visit windows and not within them, the later of the 2
visifs.is assigned.

Ifthere is an existing scheduled site visit in the window, then the assessments at the ET visit will
be mapped to the next scheduled site visit.

The ADAD assessments, PK and the vdHmMTSS are exceptions to this rule:

e ADAD levels, PK from an early termination visit will be mapped to the next visit where they
are measured.
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e VdHmMTSS from an early termination visit will be mapped to the Week 16 assessment (if the
early termination is before Week 16) or to the Week 52 assessment (if the early termination
is between Week 16 and Week 52).

3.3 Definition of Baseline values

A Baseline value for a subject is defined as the latest measurement for that subject up to and
including the day of first administration of IMP (Visit 2 by default), unless otherwise stated.

By default, for randomized subjects for whom no start date of treatment is available, the Baseline
value will be considered as the last available value prior to the randomization date,

If a Baseline assessment is taken on the same day as first administration of IMP;uit is eligible to
be used as the Baseline value, even in the case that the time of the assessment is recorded as
taking place after the time of first administration of IMP. This is considered acceptable as this
measurement is still the best representation of the Baseline value of the'given assessment since it
is highly unlikely that the IMP could have an impact on any measurément in-such a short period
of time. However, such cases should be rare as study center personnel are(instructed to do all
assessments at the Baseline visit prior to administering IMP. One exception to this rule is plasma
concentration. If Baseline plasma concentration is.umeasured\at a time after the first
administration of IMP, then it should not be eligible to be considéred as a Baseline plasma
concentration. Such cases should be discussed with the quantitative clinical pharmacologist.

If a Baseline measurement is missing of\net collected; and-a Screening value is available, the
Screening value will be utilized as Baseline instead. If-ho measurement is available prior to
receiving IMP, then the Baseline valu¢ is treated as-missing.

Baseline values for component'scores should bexcomputed using components from the same visit
where the relevant measurements were’'recorded prior to dosing. For example, if the Screening
visit has all the components, but the Baseline visit is missing one or more components, the
Baseline value for the component score should be calculated using the Screening visit values.

When the time of first dose is derived, it should be based on the first injection of IMP, regardless
of whether it is an active treatment.

Chest x-ray performed within'3 months before the Screening visit is considered as Baseline
measurement.

For subjects,who switch treatment from placebo to BKZ at Week 16 (Visit 10), an additional
Baseline-value (called Week 16 Baseline) will be defined for efficacy variables. The Week 16
value.will be considered as the Baseline value regardless of whether the Placebo subjects
switched to-BKZ on a later visit.

The variables listed below will be analyzed relative to the Week 16 Baseline value for the ATP,
for timepoints after Week 16:

e PASIO90 response
e ACRS5O0 response.
3.4 Study treatment discontinuation and intercurrent event

The concept of intercurrent event (IE) is one of the estimand attributes.
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Unless otherwise noted, treatment discontinuation due to any reason will be considered an IE.
Since there is no treatment discontinuation date collected, the treatment discontinuation date is
defined as:

e Treatment end date + 31 days.
3.5 Protocol deviations

An important protocol deviation (IPD) is defined as a protocol deviation (PD) likely to have a
meaningful impact on the study conduct, the primary efficacy outcome, the key safety orthe PK
outcomes for an individual subject. The IPDs will be identified and classified by the deviation
types defined in the appropriate protocol-specific document. All PDs will be reviewed as-part of
the ongoing data cleaning and data evaluation process and IPD will be identified and
documented prior to unblinding to confirm exclusion from Per Protocol Set.(PPS) and'the
Pharmacokinetics Per Protocol Set (PK-PPS).

An IPD will not always necessitate the removal of a subject from th¢ PPS. Depending on the
type of PD, the subject may remain in the PPS. The IPD document developed by the clinical
study team should clearly state which PD will result.in a removal fromxthe PPS.

In addition to IPDs resulting in the exclusion from.the PPS)subjects who reduce the dose or
dosing frequency of certain medications due to‘intolerance, AE,.side-effects or receive new
prohibited medication for AE will be removed. from the/PPS, While this is not an IPD, as it is
allowed per protocol for safety reasons,.these subjects will be-removed from the PPS as this non-
PD could have an effect on the primary efficacy.outcome.in the same way as flagged IPDs
resulting in exclusion from the PPS:

Since the PPS will be used for.asupportive analysis-of the primary endpoint, which is assessed at
Week 16, the exclusion from PPS is limited to the DBP, ie only subjects with IPD (or the non-
PD above) observed prior to or at Week 16 _(Visit 10) will be excluded from the PPS. Subjects
with IPD after Week 16 will not be’excluded from the PPS.

A specific category of PD as-a‘consequence of the Coronavirus Disease 2019 (COVID-19)
pandemic (called COVID=19 related/PD) will be assessed based especially on the information
collected on a dedicated electronicicase report form (eCRF) page (and other sources).

3.6 Analysis sets

3.6.1 Enrolled Set

The Enrolled Set consists of all subjects who have given informed consent.
Subject.dispositions will be summarized on the Enrolled Set.

3.6:2 Randomized Set

The Randomized Set (RS) consists of enrolled subjects that have been randomized.

Demographic tables, primary, secondary (except VdAHmTSS) and other efficacy variables will be
presented on the RS.

3.6.3 Safety Set
The Safety Set (SS) consists of all subjects who received at least 1 dose of the IMP.
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Demographic tables, study treatment compliance, exposure and safety variables will be presented
on the SS.

3.6.4 Full Analysis Set

The Full Analysis Set (FAS) consists of all randomized subjects who received at least 1 dose of:
IMP and have valid measurements of all the components of the primary efficacy variable at
Baseline.

Supportive analysis of the primary efficacy variable will be performed in the FAS.
3.6.5 Active Medication Set

The Active Medication Set (AMS) will consist of all subjects who have receivédiat least +'dose
of active IMP (BKZ or ADA). The AMS will cover the analysis of data collected during the
Active Medication Periods (AMP), ie:

e The ATP for subjects randomized to placebo,

e The DBP and the ATP for subjects randomized to BKZ or ADA.

The AMS will be used for summaries of safety during'the AMP.

The anti-BKZ antibody will also be analyzed.on the AMS.for subjects receiving BKZ.

In this analysis set, the order of the treatment groups presented in tables from left to right will be:
e BKZ Total (all BKZ treated subjeets)

e ADA 40mg Q2W.

For the analysis of the compliance, studyymedication and time at risk, the order of the treatment
groups to be presented in tables from left to.right will be:

e Placebo / BKZ 160mg Q4W

e BKZ 160mg Q4W

e BKZ 160mg Q4W Total (all. BKZ treated subjects)
e ADA 40mg Q2W:

3.6.6 Active Treatment-Blind Set

The Actiye Treatment-Blind Set (ATS) consists of all subjects who received at least 1 dose of
active treatment (BKZ or ADA) during the ATP (Week 16 and after).

Disposition, demographics, and Baseline characteristics will be reported on the ATS. The ATS
will'also betised to report data from the ATP such as study treatment compliance and exposure,
adverse events, treatment-emergent markedly abnormal (TEMA) data for vital signs and
laboratory data and selected efficacy analyses.

In this analysis set, the order of treatment groups presented in tables from left to right will be:
e Placebo / BKZ 160mg Q4W
e BKZ 160mg Q4W
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e ADA 40mg Q2W.
For safety data, the first 2 groups will also be summarized as “BKZ 160mg Q4W Total”.
3.6.7 Per Protocol Set

The Per-Protocol Set (PPS) will consist of all subjects in the RS who had no IPD or non-PD
related to prohibited medications affecting the primary efficacy variable (only IPD/non-PD
related to prohibited medications observed prior to Week 16 are considered for exclusion-from
the PPS). The deviations will be predefined and subjects with deviations will be evaluated during
ongoing data cleaning and data evaluation meetings prior to unblinding of the data (Section 3.5).
Exclusion from the FAS will be considered as an IPD that also results in exclusionifrom the PPS.

Supportive analysis of the primary efficacy variable will be performed on the PPS.
3.6.8 Pharmacokinetic Per-Protocol Set

The Pharmacokinetic Per-Protocol Set (PK-PPS) consists of all randomized subjects who
received at least one dose of the BKZ and provided at least one quantifiable plasma
concentration post-dose (ie: after first BKZ dose) without IPD-that would affect the
concentration.

PK variables will be analyzed for all subjects-in.the PK<PPS.
3.6.9 Radiographic Set

The Radiographic Set (RAS) will consist of all subjectsiinthe RS who received at least 1 dose of
IMP and have a valid radiographic.image of the hands and feet (with an assessment performed
by at least the 2 reviewers) at Sereening.

The analysis of vdHmTSS will be performed on-the RAS.
3.6.10 COVID-19-free Set

The COVID-19-free Set will-eonsist aftall subjects in the RS who had no COVID-19 impact up
to the primary efficacy endpoint..This will be defined as subjects (up to Week 16):

e not having a COVID=19 related IPD

¢ not having an-impact based on the COVID-19 eCRF

¢ not having.an AE’t¢lated to COVID-19 (Section 10.2.6)
e not diseontinuing due to COVID-19.

The disposition'data, the primary efficacy endpoint and the secondary efficacy endpoints
mcluded inthe testing hierarchy will be analyzed on the COVID-19-free Set.

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, after unblinding, study treatment received might be in
some cases different from the randomized treatment. If subjects randomized to placebo received
BKZ at any time during the DBP, then for safety analyses these subjects will be reallocated to
the BKZ treatment group. If subjects randomized to placebo received ADA at any time during
the DBP (but no BKZ), then for safety analyses these subjects will be reallocated to the ADA
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treatment group. Subjects randomized to BKZ will only be reallocated to the placebo treatment
group if they never received BKZ. Subjects randomized to ADA will only be reallocated to the
placebo treatment group if they never received ADA.

Efficacy analyses will be performed according to randomization and not actual treatment
received. Data collected after study treatment discontinuation will be listed only and not reported
in table except in the context of the treatment policy analysis performed on the primary efficacy
endpoint (Section 8.1.4.5).

3.8 Center pooling strategy

The 4 geographic regions considered for the study are the ones used for randomization
stratification:

e North America (Canada, USA)

e Western Europe (Belgium, France, Germany, Italy, Spain, United, Kingdom)
e Eastern Europe (Czech Republic, Hungary, Poland, Russia)

e Asia (Australia, Japan) identified as “Asia” in all analyses:

The above regions will be the ones used when ¢onsidering the region as factor in the efficacy
analyses.

3.9 Coding dictionaries

Medical history and AEs will be coded using the Medical Dictionary for Regulatory Activities
(MedDRA®) version 19.0. Medieations will'be coded using the World Health Organization
Drug Dictionary (WHO-DD) vetsion March-202}. Medical procedures will not be coded.

To maintain consistency across studies in the BKZ development program, the dictionary versions
will be held constant to support consistency of coding in the regulatory submissions.

3.10 Changes to protocol-defined analyses
The following changes-from the protocol will be considered:

e An additional supportive analysis for primary endpoint based on the analysis of the
individual components.of ACR will be performed using the Reference-Based imputation
method.

e The main analyses of the secondary continuous variables included in the testing hierarchy
willbe performed using the Reference-Based imputation method.

e _( Proportion-of subjects with a decrease of HAQ-DI from Baseline of at least 0.35 (HAQ-DI
responders) in those subjects with HAQ-DI >0.35 instead of >0.35.

e An additional subgroup based on the combination of concomitant methotrexate (MTX) and
Baseline conventional disease modifying antirheumatic drug (cDMARD).

e Additional subgroup analyses will be performed on HAQ-DI responders at Week 16.

e Proportion of PsAID-12 responders (decrease from Baseline in PsAID-12 total score >3) in
subjects with PSAID-12 total score >3 at Baseline instead of >3 at Baseline
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e The subgroup analysis on BASDAI will be performed on the categories: <4 vs. >4 rather than
<4 vs. >4.

e The analysis of the proportion of responding subjects at Week 52 among those who
responded at Week 16 will be extended to all post Week 16 visits (and not only at Week 52).

e The analysis of the proportion of FACIT-Fatigue subscale responders (subjects with a
minimum clinically important difference for FACIT-Fatigue subscale score defined as-an
increase of >4) will be performed in subjects with FACIT-Fatigue subscale score <48.at
Baseline.

e The time to ACR20/50/70 will be exclusively analyzed using observed cases data.
e The AMS is an analysis set that has been added for the analysis of safety variables,

e The ATS is an analysis set that has been added for the analysis of data-colleeted during the
ATP.

3.1 Changes related to COVID-19

The impact of the COVID-19 pandemic on study procedures/conduct.as well as the efficacy and
safety endpoints will be investigated, and additional analysis outputs will be provided as
appropriate. These additional analyses were not planned.as part of the original protocol as the
pandemic was not ongoing at the time of protocol finalization These additional analyses will
include analyses by period of the COVID=19 pandemic (pre/during/post) as defined below:

e Pre-COVID-19 pandemic period: period prior'to COVID-19 pandemic start date defined
as 11-Mar-2020

e COVID-19 pandemic period:period from 11-Mar-2020 though the COVID-19 pandemic
end date which is currently.not defined at the time of approval of the SAP

e Post-COVID-19 pandemic period; period after the declaration of the end of the
pandemic.

The additional analyses are desetibed in the following sections:
e Subject disposition (Section 5.1)
e Demographics and-other baseline characteristics (Section 6)

e Details'of impacted visits and effects on collection and reporting of efficacy data
(Section 5.2)

e ~Protocoldeviations (Section 5.3)
¢~ Efficacy analyses related to the hierarchy endpoints (Section 8.1.4.8 and 8.2.3)
e Adverse events (Section 10.2.6).
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4 STATISTICAL/ANALYTICAL ISSUES
4.1 Adjustments for covariates

The primary efficacy analysis will investigate the treatment effect, adjusting on the 2
randomization stratification variables:

e Region:
— North America, Western Europe, Eastern Europe, Asia
or

— North America, Eastern Europe, Western Europe + Asia if the percentage ot randomized
subjects is < 10% in either of the Asia or Western Europe regions

e Bone erosion (0, >1) at Baseline.

When adjusting on these 2 variables, a statistical model might not converge(ie: the likelihood
maximization algorithm fails to converge). In that case, the statistical model will be run after
dropping successively region and bone erosion at Baseline.

If a subject is stratified in the incorrect stratum (ie:‘the stratim recorded in the Interactive voice
or web Response System differs from the acttal stratum. the subject belongs to), the actual
stratum will be used for the analysis.

The secondary analyses will be adjusted on the same categorical factors as retained for the
primary analysis. For continuous variables, Baseline value (of the variable of interest) will be
also included as covariate where appropriate:

4.2 Handling of dropouts or-missing data
4.2.1 Strategy for handling missing data for efficacy analyses

Different approaches will beused to handle missing data including how the IE will be considered
(Section 3.4).

In this section, 3 terms will beised to define binary and continuous endpoints:

e Non-compositebinary-endpoint: Binary endpoint derived based on one continuous
measurement (eg, PASI90)

e Composite binaty’‘endpoint: Binary endpoint derived based on several continuous
measurements (eg, ACRS50)

e _Composite’continuous endpoint: Continuous endpoint derived based on several continuous
measurements (eg, PASDAS).

Below is a table summarizing for all continuous endpoints (excluding composite continuous
endpoints) observed ranges and whether they are represented by an integer value. These
endpoints will be analyzed and/or used in the derivation of composite or non-composite
endpoints:
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Table 4-1: List of non-composite continuous efficacy endpoints

Efficacy endpoint Minimum Maximum Integer value
BASDAI 0 10
EQ-5D-3L dimension scores 1 3 Yes
EQ-5D-3L (VAS) 0 100 Yes
FACIT-Fatigue subscale score 0 52
HAQ-DI 0 3
hs-CRP LLOQ/2 where No maximum

LLOQ=0.10

mg/L

IGA 0 4 Yes
LDI 0 Nomaximum
LEI 0 6
mNAPSI 0 13 Yes
PASI 0 72
PGA-Arthritis /PhGA-Arthritis 0 100 Yes
PGA-PsA / PhnGA-PsA 0 100 Yes
PsAID-12 0 10
PsAQoL 0 20
PtAAP 0 100 Yes
SF-36*
Physical Functioning (PF) 19.26 57.54
Role Physical (RP) 21.23 57.16
Bodily Pain (BP) 21.68 62.00
General Health (GH) 18.95 66.50
Vitaly (VT) 22.89 70.42
Social Functioning (SE) 17.23 57.34
Role Emotional (RE) 14.39 56.17
Mental Health (MH) 11.63 63.95
Physical*component summary (PCS) 5.02 79.78
Mental compenent summary (MCS) -3.33 80.09
SPARCC 0 16
Tender Dactylitis Count 0 20 Yes
TJC/SIC 0 68/66
vdHmTSS 0 528
Erosion score 320
Joint space narrowing score 208
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Efficacy endpoint Minimum Maximum Integer value
WPAI-SHP 0 100

BASDAI=Bath Ankylosing Spondylitis Disease Activity Index; EQ-5D-3L=Euro-Quality of Life 5-Dimensions 3
Level version; FACIT=Functional Assessment of Chronic Illness Therapy; HAQ-DI=Health Assessment
Questionnaire — Disability index; hs-CRP=High sensitivity C-reactive protein; IGA=Investigator Global
Assessment; LDI=Leeds Dactylitis Index; LEI=Leeds Enthesitis Index; LLOQ=lower limit of quantification;
mNAPSI=Modified Nail Psoriasis Severity Index; PASI=Psoriasis Area and Severity Index; PGA-
Arthritis=Patient’s Global Assessment of Arthritis; PGA-PsA=Patient’s Global Assessment of Psoriatic Arthritis;
PhGA-Arthritis=Physician’s Global Assessment of Arthritis; PA\GA-PsA=Physician’s Global Assessment of
Psoriatic Arthritis; PHQ-9=Patient Health Questionnaire-9; PSAID-12=Psoriatic Arthritis Impact of Disease-12;
PsAQoL=Psoriatic Arthritis Quality of Life; PtAAP=Patient’s Assessment of Arthritis Pain; SF-36=Short-Eorm 36-
Item Health Survey; SJC= swollen joint count; SPARCC= Spondyloarthritis Research Consortium of Canada ;
TJC=tender joint count; vdHmTSS=van der Heijde Modified Total Sharp Score; WPAI-SHP=Work Productivity
and Activity Impairment Questionnaire — Specific Health Problem

aminimum and maximum of the norm-based scores — Normal range for SF-36 scores is 0-100

4211 Primary analysis of binary endpoints that are part of the testing
hierarchy (primary and secondary endpoints)

All binary endpoints (composite & non-composite)ate based onicontinuous component
variables.

The primary analysis of binary efficacy endpoints that are part of the testing hierarchy is
considered under an estimand framework inywhich-missing data (due to study treatment
discontinuation) is considered indicative ‘of failed,tfeatment and imputed to non-response.
Further missing data for subjects on.treatment;or data observed while not on treatment is also
imputed to non-response.

This composite estimand approach to-handling ‘missing data which is the primary analysis
method for binary efficacy endpoints)is similar to the non-responder imputation (NRI) method.

4.2.1.2 Primary analysis of continuous endpoints that are part of the testing
hierarchy (secondary endpoints)

For continuous efficacy. endpoints that are part of the testing hierarchy, the primary analysis
method is based on the hypothetical estimand approach as follows:

e If subjects have missing'data regardless of whether the missing data is preceded by an IE,
then missing dataswill be imputed based on the MI-Markov-Chain Monte Carlo (MI-MCMC)
/Reference-Based imputation method (Section 4.2.2.3).

e Ifsubjects-have non missing data after IE, then such data will be set to missing prior to
ruhning-MlI.

4213 Supportive analyses of primary efficacy endpoint

For the primary endpoint (which is a composite binary endpoint) several supportive analyses
assuming different missing data mechanisms will be conducted:

e The modified composite estimand approach: the IE is changed from all treatment
discontinuation to treatment discontinuation due to AE or lack of efficacy. The same as the
primary method will be used with the difference that only data after discontinuation due to
AE or lack of efficacy is set to non-response. All other imputed data will be used.
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e For the analysis of individual components of ACR, under the hypothetical estimand approach
using the reference-based imputation methods (Section 4.2.2.3).

e The tipping point approach implemented within the MI framework, but only if the primary
endpoint analysis result is statistically significant at alpha=0.05. (Section 4.2.2.4).

e The treatment policy strategy (Section 4.2.2.5).

e The observed case (OC) analysis that will only include observed data while on treatment. For
subjects who had treatment discontinuation, only observed data up to treatment
discontinuation date will be analyzed. For visits with missing data without treatment
discontinuation, the data will remain missing. For observed data after treatment
discontinuation, the corresponding visit data and subsequent visit data wilkbetreated as
missing.

4214 Supportive analyses of endpoints that are part.of the testing
hierarchy (secondary endpoints)

The following supportive analysis methods will be performed for the secondary efficacy
variables that are part of the testing hierarchy:

For binary endpoints:

e The modified composite estimand approach: the1E“s changed from all treatment
discontinuation to discontinuation of treatment due to/AE or lack of efficacy. For composite
or non-composite binary endpoints; the standard MI.approach will be implemented (similarly
as in Section 4.2.1.3) on the raw, eontinuous score(s) (eg: PASI for the PASI90 endpoint)
before deriving the binary €ndpoint:based onthe imputed score(s).

e The OC analysis.
For continuous endpoints:
e The hypothetical estimand’appreach:

— If subjects have-missing.data regardless of whether the missing data is preceded by an IE,
then missing/data will’be imputed based on the MI-MCMC/Monotone regression method

(Section 4:2.2.2).
— If subjects have non missing data after IE, then such data will be set to missing prior to
running MF
e The)OC analysis.
4.21.5 Analyses of secondary endpoints that are not part of the testing

hierarchy and other efficacy endpoints

The other efficacy endpoints and the secondary efficacy endpoints that are not part of the testing
hierarchy will be analyzed as the secondary efficacy endpoints (with the exclusion of the MI-
MCMC/referenced based imputation method for continuous variables) but with no designated
priority.
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For a combined binary endpoint based on the combination of a non-composite and a composite
binary endpoint (as with the ACR50 and PASI90 combined endpoint), each binary endpoint will
be derived independently, before deriving the combined endpoint.

4.2.1.6 Summary table of missing data handling approaches for efficacy
analyses

The below table summarizes which missing data handling approaches will be used for each type
of efficacy endpoint.

Table 4-2: Missing data handling approaches for efficacy endpoints

Missing data handling approach
Modified Tipping
. Composite | Hypothetical | Composite Hypothetical Point Treatment

Efficacy Endpoint | vpiaple estimand estimand estimand estimand Analysis Policy
Priority Type (NRI) (RB-MI) MID) (MI) ocC (MI) (MI)
Primary endpoint g?gf;sne P S S Se Se
Secondary Binary P qa S
endpoints included
in the testing .
hierarchy Continuous P S S
Other Secondary Binary X Xa X
endpoints
(endpoints not
included in the Continuous X X
testing hierarchy)

Binary X xab X
Other endpoints - F

Continuous X Xb X

Categorical Xe Xe X

P=Primary analysis method, RB=Referenced Based,\MI=multiple imputation, NRI=non-responder imputation, OC=observed
cases, S=Supportive analysis method, X=Method to be used (no priority designated)

Note: Composite estimand (NRI)Tefers to the approach in which data preceded by the intercurrent event of study treatment
discontinuation are imputed ag non-response;-and other missing data are also imputed as non-response.

Note : Referenced Based imiputation réfers to the approach in which it is assumed that the statistical behavior of the
bimekizumab and placebo-treated subjects after discontinuing study medication becomes that of the placebo-treated subjects that
remain in the study.

Note: Modified Composite Estimand (MI) refers to the approach in which data preceded by the intercurrent event of study
treatment discontinuation due to AE or lack of efficacy are imputed as non-response (or worst category for categorical variable),
and other missing data are imputed via a multiple imputation model.

Note: Hypothetical Estimand (MI) refers to the approach where outcomes for subjects without an intercurrent event of study
treatment discontinuation are as observed, and outcomes for subjects with the intercurrent event are imputed via a multiple
imputation model:

“Imputation method is applied on continuous data, and binary variable is derived from the continuous variable based on complete
imputed dataset.

> MI will be used to provide point estimates at each timepoint only

¢ Missing data to be imputed to the worst category

4 for ACR components analysis at Week 16

4.2.2 Methods for handling missing data for efficacy analyses

The sections below describe the method to be used for missing efficacy data handling.
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For a specific endpoint, if analyzed subjects in a one or several treatment group(s) have no
missing data, then analysis of observed cases will be performed in the concerned treatment

group(s).
4.2.21 Non-responder imputation

For binary endpoints, the non-responder imputation (NRI) analysis, also described above as the
composite estimand, will consider the following subjects as “non-responders” for the timepoint
of interest:

e Subjects with missing data at the time point of interest. In the case of ACR50, non-tesponse
is imputed if ACR50 cannot be derived (ie: derived as “missing”) based on available ACR
components (Section 8.1.1)

e Subjects who remained in the study at the timepoint of interest but discontinuing-study
treatment before the timepoint of interest (data after IE)

e Subjects with missing Baseline value (for composite or non-composite.-binary variables based
on change(s) from Baseline of continuous endpoint(s)).

4222 MI — MCMC/Monotone Regression

In instances where MI is used, 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
regression for monotone missing data (called “MI-MCMC/Monotone regression” method in this
SAP). The MI procedures planned forefficacy analyses are based on an assumption of data
missing at random (MAR).

This section describes the algorithms'to be implemented for the MI — MCMC/Monotone
Regression procedures for non-composite binary endpoints, composite binary endpoints, and
continuous endpoints. These descriptions focus on the MI procedure itself and do not specifically
account for dealing with LE (Section4:2.1).

Non-composite binary endpoints
For non-composite-binary endpoints, the MI method will be applied as follows:

e Step 1 - Imputation 0f missing data using MI
Create datasets, one for each treatment group, of subjects with observed values and missing
values\(needing estimation by MI). For the imputation step, missing values will be separated
into,2 categories: intermittent missing values (ie, missing values for a given subject that has
available data before and after the missing timepoint, including missing value at Baseline)
and monotone missing values (ie, where all subject data is missing after a given time point).
Datasets should be designed in a horizontal structure meaning that each subject should be
presented in a single observation, with a set of values, one for each scheduled visit where the
endpoint is scheduled to be collected according to the protocol (this exclude the unscheduled
visits). For the Week 24 analysis, this will include visits up to Visit 14 (Week 24) and for the
Week 52 analysis, visits up to Visit 28 (Week 52). Datasets should also be sorted by subject
number before proceeding with the MI process.
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For the intermittent missing values, the missing value in each dataset will be filled in using
the MCMC method with multiple chains, monotone missing data imputing pattern, and non-
informative priors for all parameters. Unless specified differently, the first 200 iterations will
not be used (the ‘burn-in’ option). A total of 100 sets of imputations will be performed. The
seed used for these imputations will be 2017 and all other MI procedures described in this
SAP will use this same seed as well. The procedure will be performed for each treatment
group separately. The resulting 100 imputed datasets will have a monotone missing pattern
and will be imputed using a method for monotone missingness.

For monotone missing data, one monotone regression will be used to impute missing data.
A separate regression model is estimated for each variable with missing values((ie,
measurement at each time point). Based on the resulting model, a new regression model is
then drawn and is used to impute the missing values for the variable. Sitce the dataset has a
monotone missing data pattern, the process is repeated sequentially fof variables with
missing values. The procedure will be based on the 100 imputed datasets generated from the
MCMC procedure and will be performed for each treatment group’ separately by imputation.
The SAS® PROC MI procedure will be used for the imputation.

In both cases, the imputation model will include the randemizationstrata as stratification
variables (region and bone erosion at Baseline), the:wvalue at Baseline and at each post-
Baseline visit (up to the week of interest). The imputation.model based on the MCMC
method will only allow joint multivariate normal variables. For the MCMC method (when
imputing intermittent missing values), fandomization strata will be re-coded as indicator
variables and will always be specified in the following order: North America region (1 for
North America, 0 otherwise); Western. Europe région (1 for Western Europe,0 otherwise),
Eastern Europe region (1 for Eastern Europe, 0 otherwise), For each imputation model, Bone
erosion at Baseline (0 if bone erosion at Baseline =0 ; 1 if bone erosion at Baseline>1).

Bone erosions will be read for.all visits-at both at the Week 24 analysis and the Week 52 /
final analyses to ensure.thatinnecessary bias is not introduced. Given there may be
differences at Baseline for'a subjeet between the two sets of reads, the following rules will be
applied for the MI progess:

e For the Week 24 analysis, the first set of reads will be used.

e For the:Week 52 and final analyses, Week 16 specific outputs will continue to use the
first.setof reads. Outputs involving over time data up to Week 52 will use the second set
of reads.

Foreach imputation model, the randomization strata (region and bone erosion at Baseline)
may be dropped to facilitate convergence if required as described below: If the MI fails to
converge when adjusting on the stratification variables specified above, or if the percentage
of randomized subjects is < 10% in either of the Asia or Western Europe regions, then the
Western Europe and Asia region will be combined and the binary variables for region that
will be left in the MI will then be for North America and Eastern Europe regions.

If after doing that, the MI still fails to converge then all region factors will be removed from
the ML if the MI still does not converge after dropping the regions, the remaining
stratification variable (bone erosion at Baseline) will also be removed.
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If a variable is dropped in order to allow convergence for one model in the study, that
variable does not have to be dropped from other models in the study of the model converges
without dropping the variable. That is, model convergence should be evaluated for each
efficacy table independently.

The post-Baseline values will need to be specified in chronological order after the Baseline
value in the imputation model so that the SAS® PROC MI imputes variables from left to
right (ie, Week 2 value will be first imputed using regression based on Baseline values-and
then Week 4 value will be imputed using regression based on Baseline and Week 2(value,
etc.). The resulting datasets for each treatment arm will be combined into one complete
dataset containing 100 times the number of subjects analyzed.

When imputing missing hs-CRP values, values below LLOQ (0.10 mg/Ly)'will be replaced
by the midpoint value between 0 and LLOQ prior to running MI.

e Step 2: If an imputed value falls outside of the range for the given variable-(as listed in
Table 4-1) the value will be updated to be within the predefined.fange. For example, the
imputed value for PASI will be updated to 0 or 72 in the case of an imputed value <0 or >
72, respectively. For endpoints that can take only integervalues (€g: IGA as listed in
Table 4-1), the imputed values will be rounded to the closest integer after each SAS® PROC
ML
Note: For hs-CRP, the lower limit used the‘midpoint value between 0 and LLOQ. For some
parameters, there is not a fixed upper limit to the imputed value (ie: LDI).

e Step 3: On the dataset obtained from Step ‘2, the binary responder variable will be derived. In
practice, the value at the week of interest/(eg, Week 16) in the imputed datasets will be used
to categorize the subject as'd responder or not: If subjects have an IE, then the endpoint at all
subsequent visits will be set to “‘non-response”. This will be performed:

— When date of visit is available: by comparing the IE date vs. the date of visit

— When a visit date is missing/in'case of fully imputed data at a visit: by comparing the
next visit number after the.visit where the last study medication occurs vs. the visit
number where data are‘imputed.

e Step 4: At each@imepoint the (unadjusted) proportion of responders will be calculated by
treatment group from the imputed datasets using SAS® PROC FREQ.

e Step 3 (For primary and secondary efficacy endpoints only): For each value of the imputation
number fromI*to 100, the adjusted proportion of responders will be analyzed using a logistic
regression'model with a fixed effect for treatment. The suitability of including region, and
bone erosion at Baseline as fixed effects will be assessed using goodness-of-fit tests
(Deviance and Pearson’s and Hosmer-Lemeshow) and added if appropriate, if it allows
model convergence. Covariates kept in the modelling should also be the same as the ones
previously used for the MI. Comparisons will be made using 2-sided Wald test at a
significance level of 5%. The results obtained from the 100 logistic regression analyses (ie,
the adjusted proportion of responders for each treatment group, the OR and the difference of
proportions for the BKZ-placebo comparison and corresponding 95% CI) will be combined
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for overall inference using Rubin’s rules, which account for the uncertainty associated with
the imputed values (Rubin, 1987). This will be done using SAS® PROC MIANALYZE.

Composite binary endpoints
For composite binary endpoints, the MI method will be applied as follow:

e Step 1: The MCMC/monotone regression approach described above in Step 1 for non-
composite binary endpoints will be performed separately for each individual component
variable.

e Step 2: The same rounding rules described in step 2 above for non-composite binary
endpoints will be performed for each component.

e Step 3: Based on the multiply imputed datasets obtained for each component, the'binary
response will be derived as follows:

— The dataset obtained for each component will be merged by imputatien-number and
subject number.

— On the dataset obtained, the binary endpoint will be dérived for'each subject/visit based
on the component values.

— If subjects have an IE, then the endpoint at allSubsequént visits (from the day after the IE
date, whether the data were observed or not)will be set to “non-response”.

e Step 4 and 5: Same as step 4 and-Sabove for-non-composite binary endpoints.

For the primary endpoint, the ‘burnsin’ option in SAS® PROC MI may be set higher than the
default value. The goodness-of-fit teststo assess,convergence of the MCMC will be provided in
a SAS® output.

Calculation of adjusted responder, rates, odds ratio, and Cls for binary endpoints.

Estimates of the adjusted responder zates for each treatment group and the associated standard
errors (SEs) are obtained-from the logistic regression in Step 5 on the logit scale and as such are
assumed to follow a nermal distribution. These estimates will be combined using Rubin’s rules
and the combined estimates and associated SEs will be used to construct 95% ClIs on the logit
scale. The combined estimates and 95% Cls on the logit scale will be back transformed using
the inverse logit-link function to obtain the adjusted responder rates (%) and associated 95% Cls.

Some keypoints nieed to be considered relative to the calculation of the OR and corresponding
ClIs. As.the estimates of the odds ratios from the logistic regression models obtained in Step 5
follow a lognormal distribution, a log transformation is needed to normalize these 100 odds ratio
estimates. This is because the procedures for combining results from multiple imputed datasets
assume that the statistics estimated from each imputed dataset are normally distributed.
Therefore, the log of the OR estimates from the logistic regression model are used when
combining into a single inference (Step 5). Additionally, the SE for the OR are transformed as
follows:

£ log(UCL) — log(LCL)
2242
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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 critical value from the

standard normal distribution (1.96 for a 95% CI). The estimates of the log odds ratio for BKZ
relative to placebo and the corresponding upper and LCLs will be provided. The OR will be then
estimated by exponentiating the estimate of the log odds ratio. The OR and the confidence limits
of the OR will be estimated as follows:

OR = exp(Log odds ratio estimate )
LCL = OR * exp(—SE * Zy;5 )
UCL = OR * exp(SE * Zg 7 )

where OR is the back-transformed estimate of the odds ratio just described, SEis the SE of the
log odds ratio and Z,, , is the relevant critical value from the standard nofmal distribution (1.96
for a 95% CI). These calculations will be done such that OR and corresponding, Cls are
calculated for the OR of BKZ vs. placebo.

In addition to calculating the OR, associated Cls, and'p-values.for the comparisons of BKZ vs.
placebo, the estimated proportion of responders (i€, estimated. responder rate) and the difference
in the proportion of responders between BKZ and)placebo will be ‘€stimated, along with 2-sided
95% Cls. The creation of the estimates of this difference will be completed using the process
detailed below:

e Use the logistic regression modelte ealculate:

LSM estimates of the log odds of BKZ((Gg) and-placebo (Gp), as well as their corresponding
standard errors (Sg and Sp, tespectively).

Standard error of the LSM estimate of the-log odds ratio (Sgr).

e Compute estimates for predicted proportions using the following transformations:
P =exp (Gp)/(1 + exp(Gg))
Pp = exp (Gp)/(1 +&xp(Gp))
The difference/in proportions is then given by:
D=Ps—Pp
¢ Estimatethe.standard error of D by:
SD2= sqrt [Pp?(1-Pg)*Sp? + Pp?(1-Pp)?Sp? + Pp(1-Pg)Pp(1-Pp)Sk? — Pe(1-Pp)Pp(1-Pp)(Sp? +
Sr*])

The MI/MCMC monotone regression method, as previously outlined, will be used to account for
missing values. The calculation steps described above will be based on the results provided from
the logistic regression model of the multiple imputed datasets. An estimate for the difference in
proportions, D, and corresponding standard error, SD, will be computed for each of these
datasets. The results from these analyses will be combined into a single estimate of the difference
in predicted proportion of response and a 2-sided 95% CI interval using SAS® PROC
MIANALYZE.
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Continuous efficacy endpoints

For continuous efficacy endpoints, the MI method will be applied as follows based on the values
at the timepoint(s) of interest:

e Step 1: The same imputation procedure as the described in step 1 for the non-composite
binary endpoints will be used.

e Step 2: The same rounding rules described in step 2 above for non-composite binary
endpoints will be performed.

e Step 3: On the dataset obtained with the imputation number from 1 to 100; change from
Baseline will be derived. Simple means and SEs will be calculated using Rubin’s rules(via
SAS® PROC MIANALYZE) for each timepoints of interest. For calculation-of other
descriptive statistics such as the median, min and max, Rubin's rules do.not apply. MI
estimates will be computed by simply averaging the estimates from the multiple repetitions
of the imputation algorithm. For CRP data (that will be presented using the-geometric mean
and corresponding 95% CI, arithmetic mean, median, Q1, Q3j minimum and maximum). The
change from Baseline will be expressed as the ratio to Baseline (value at the visit divided by
the value at Baseline) in the by-visit summariés. The following approach will be applied:

— Following the MI procedure, the ratig to Baselinie will be¢alculated for any of the
imputed values

— The natural logarithm of the absolute values and-efthe ratios to Baseline will be
calculated

— The logged values will‘be summarized by tréatment, visit and imputation

— The datasets will be combined-using-SAS® PROC MIANALYZE in order to get the
mean from the absolute values and'fatios to Baseline across imputations

— The estimates of thesmean will be’back transformed to obtain the geometric mean on the
original scale

— For the median; Q1, Q3, minimum and maximum the procedure outlined above for the
other endpoints will be' followed.

e Step 4 (forprimacy.and secondary efficacy variables): For each value of the imputation
number from 1 10100, the change from Baseline will be analyzed using and ANCOVA
model with treatment group, region and bone erosion as fixed effects and the Baseline value
as-covariate. The results obtained from the 100 ANCOVA analyses (ie: the LSM for the
treatment difference and the 95% CI for the contrasts) will be combined using Rubin’s rules
(via SAS® PROC MIANALYZE).

For composite continuous endpoints, the MI will be applied on each component the same way as
for composite binary endpoint. The datasets obtained for each component will be merged by
imputation number and subject number. On the dataset obtained, the endpoint will be derived for
each subject/visit based on the component values. The endpoint obtained will be analyzed as
above.
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Ordinal efficacy endpoints

For ordinal efficacy endpoints, the MI method will be applied as for the continuous efficacy
endpoints with the following exceptions:

e After the imputation of the intermittent and monotone missing data, the rounding rules will
be performed to align the data with the possible responses for the respective endpoint (eg; If
the variable can take the value 1, 2 or 3, the imputed values will be rounded to the closest
possible value).

e If the ordinal efficacy endpoint is used to derive a binary endpoint, the same analysis strategy
as described above for the binary endpoints will be used.

e If the ordinal efficacy endpoint is not used to derive a binary endpoint, the unadjusted
proportions of subject by categories will be presented.

e If subjects have an IE, then the ordinal endpoint at all subsequent-visits (from the day after
the IE date, whether the data were observed or not) will be set-to-the value used for the worst
category.

4.2.2.3 MI — MCMC/Reference-based<dimputation

For the primary analysis of the secondary continuous efficacy variables included in the testing
hierarchy and the individual components of the’ ACR-response,-the referenced-based multiple
imputation method will be used. In thisimputation method, the missing data will be imputed
based on data from the placebo group enly (Mallinckrodt, 2013). This analysis will be performed
only for the subjects randomized to.Placebe-and BKZ,

Reference-based MI assumes that the statistical-behavior of the BKZ and placebo randomized
subjects after discontinuing study medication becomes that of the placebo-treated subjects. All
time points after study treatment discontinuation for BKZ and placebo groups will be considered
missing. MIs are used to replace,missingoutcomes for BKZ and placebo-treated subjects who
discontinued using multiple draws froem the posterior predictive distribution estimated from the
placebo arm.

Note : SAS 9.4 may-be used for this analysis where equivalent steps to those outlined below will
be used to perform the imputation.

In the case of-continuousendpoints, the procedure will be implemented as follows on the raw
values:

1. Datawill beprocessed sequentially, one timepoint (visit) at a time, by repeatedly calling
SAS® PROC MI to impute missing outcome data at visits t=1 (Baseline), ..., Week 16 (Week
16 being'the time point of interest) using data from the placebo-treated subjects only.

a. Initialization. Set t=1 (Baseline visit). Create a dataset combining all records from BKZ and
placebo subjects with columns for covariates (bone erosion and region) and outcome at
Baseline. Impute missing values at Baseline using bone erosion at Baseline, and region. Note
that both placebo and BKZ data will be used to estimate the imputation model.

b. [Iteration. Set t=t+1. Create a dataset combining records from BKZ subjects with missing data
at visit t and all placebo subjects with columns for covariates (bone erosion and region) and
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outcomes at visits 1 to t. In this dataset, outcomes for all BKZ randomized subjects are
missing at visit t and observed or previously imputed values at visits 1 to t-1. Outcomes for
placebo-treated subjects are observed or missing at visit t or observed or previously imputed
values at visits 1 to t-1. The outcomes should be sorted in chronological order in the model.

c. Imputation. Impute missing values for visit t using previous outcomes for visits 1 to t-1, bone
erosion at Baseline, and region. Note that only placebo data will be used to estimate the
imputation model since no outcome is available for BKZ-treated subjects at visit t. As-a
consequence, the input dataset should include all subjects from Placebo but only subjects
from the BKZ arm that have values at timepoint t missing.

d. Repeat steps 2a-2d for all timepoints after Baseline up to Week16, 100 times with different
seed values (seeds ranging from 201 to 300) to create 100 imputed complete datasets.
Subjects whose missing values were imputed in the last SAS® PROC-MI call will be
included in the input dataset for the next SAS® PROC MI call. Standard rounding rules will
be applied to the imputed values. If the MI procedure yields a value outside’of the pre-
defined range for the given variable, the value will be updated to be within the predefined
range of values for the endpoint of interest. For example, the imputed.value for TJIC will be
updated to 0 or 68 in the case of an imputed value less than 0 or.greater than 68, respectively.

2. The analysis will be done on the change from.Baseline, and the model will be an ANCOVA
model with treatment group, region, and bene eresion classification as fixed effects and the
Baseline value as covariate.

For generation of summary statistics; the 100 imputed datasets will be combined, and simple
means and standard errors will be'caleulated using Rubin’s rules (via SAS® PROC
MIANALYZE). For calculation of other descriptive statistics (median, Q1, Q3, minimum
and maximum), Rubin’s rules domot apply..MI estimates will be computed by calculating
arithmetic means of the estimates from the multiple repetitions of the imputation algorithm.
Thus, for median, Q1, Q3,minimum‘and maximum the following approach will apply:

e The data will be summarized by treatment, visit and imputation and the summary
statistics will'be computed.

e Resultswill be summarized by taking the mean value of each summary statistic at
each visit across all imputations.

e Thenumberof decimal places will remain the same as the original for display
purposesi(ie, if the mean was presented to 1 decimal place, the mean of the means
willalso be presented to 1 decimal place).

3.( The results obtained from the 100 ANCOVA analyses in Step 4 (i.e. LSM for the treatment
difference and the 95% CI for the contrasts) will be combined with Rubin’s rules.

4224 Tipping Point analysis

Tipping point analyses will also be implemented as a supportive analysis for the primary efficacy
endpoint. This analysis will be performed only for the subjects randomized to Placebo and BKZ.

The objective of the tipping point analyses is to identify assumptions about the missing data
under which the conclusions from the main analysis change (ie: under which there is no longer
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evidence of a treatment effect). These tipping point analyses will only be performed if the
primary efficacy analysis results in a statistically significant treatment effect (p<0.05).

As a first step, the worst-case scenario will be evaluated. Specifically, all BKZ randomized
subjects with a missing ACR50 at Week 16 (or non-missing ACRS50 after study treatment
discontinuation) will be imputed as non-responders, while all placebo-randomized subjects with
a missing ACR50 at Week 16 will be imputed as responders. While there is little justification!for
such an approach, it makes the most putative assumption possible against a BKZ treatment
effect. After applying this imputation approach, a logistic regression model consistent with the
one described for the primary analysis will be applied. If the p-value for the OR of BKZ versus
placebo is < 0.05, then no further tipping point analyses are needed.

If this analysis based on the worst-case scenario results in a p-value > 0.05, then ‘additional
tipping point analyses will be performed. In practice, it implies different delta adjustments will
be made to the assumed responses on the missing data (where missing:values include
observations after the IE date and any other missing values) in each treatment group
independently with various degrees of plausibility with the goal to_find fot ¢ach treatment group
the “tipping point” that will significantly reverse the-primary result which yielded a p-value <
0.05. These delta adjustments will be done on each.component of ACRS50 as follows:

e Step 1: The same MCMC method described in Section 4.2,2:2'will be implemented for non-
monotone (intermittent) missing pattern values,using the same imputation model. This will
be based on 100 imputations.

e Step 2: Based on the datasets obtained in Step 1;.a. monotone regression model will be
applied (using the same imputation model as in-Step 1) and as described in Section 4.2.2.2.
This will be based on 1 imputation.

e Step 3: Imputed values will be.shifted using a delta adjustment independently in each
treatment group.

Once defined, the same delta adjnstment value will be applied on the imputed values for the
Week 16 visit only. The selected scenario will assume that subjects randomized to BKZ and
who have missing.data have a lower probability of response compared to subjects
randomized to placebo.with missing data.

— For ACR components for which high scores are associated with a less favorable outcome,
it will'mean that:

= A'positive shift is applied to the imputed value for subjects randomized to BKZ to
increase the imputed value.

= A negative shift is applied to the imputed value for subjects randomized to
placebo to decrease the imputed value.

A set of possible values will be first pre-defined for the delta parameter as below:

— For all ACR component, the value of the initial delta parameter will be equivalent to a
specific percentage of the possible range of each component (i.e. 5%). For hs-CRP, the
range will be based on the log-transformed values at Week 16. The delta parameters for
each endpoint are listed in the table below:
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Table 4-3: Tipping point analysis: Delta parameter for each ACR component

ACR component! Range Delta

SJC 0-66 3.3

TIC 0-68 3.4

HAQ-DI 0-3 0.15

PtAAP, PhGA-PsA, PGA-PsA | 0-100 5

hs-CRP? Observed range 5% of the observedrange
of the log. transformed values
for all BKZ and Placebo
subjects (at Week 16)

'The shifted imputed value should not exceed the range for the ACR component.
The delta adjustment will be applied on the log. transformed imputed and observed yalues whichawill then be
exponentiated prior to deriving endpoint.

e Step 4: Standard rounding rules will be applied to the imputed.values. If the SAS® PROC
MI yields a value outside of the range for the given compenent, thé’value will be updated
after the imputation has been performed to be within the predefined range.

e Step 5: Repeat Steps 1 to 4 for each ACR component. The.composite binary endpoint
(ACRS50) will then be derived based ot the multiply shifted imputed datasets obtained for
each component.

e Step 6: Additionally, as the primary endpoint is derived using NRI, subjects randomized to
BKZ with missing data (where-missing.values-include observations after the IE date and any
other missing values) should be set'to' non-fesponse, after applying the delta adjustment
outlined in Step 3 above. This ensures subjects randomized to BKZ do not have a higher
probability of response in the tipping point analyses compared to the primary analysis (i.e. a
subjects randomized to BKZ who s ion-responder in the primary analysis cannot become a
responder in the tipping point analyses).

e Step 7: In the datalobtained;for each value of the imputation number, ACR50 will be
analyzed usinga logistic regression model with factors of treatment group, regions, and bone
erosion at Baseline as fixed effects.

e Step 8: The results obtained from the 100 logistic regression analyses in Step 6 will be
combined for.overall inference using Rubin’s rules, and the results obtained for each shift
parameter will be presented in a single table.

e ( Step 9Step 3 to 8 will be repeated so that, at each iteration, missing values are adjusted with
a larger shift than at the previous iteration. Depending on the results obtained, delta
parameters with more granularity (eg, 2 times, 3 times the initial delta, etc.) will be
investigated. The process will go on until the p-value for the OR between BKZ and placebo
is no longer statistically significant (ie > 0.05). The OR, 95% CI, and p-values obtained for
each value of delta will be combined in one single table.

4.2.2.5 Treatment Policy Strategy

Another supportive analysis will be performed on the primary efficacy endpoint to address IE.
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The treatment policy strategy will include all available data observed at the week of interest
(Week 16) regardless of the occurrence of IE. This means the analysis includes on- and off-
treatment values collected after subjects prematurely discontinued study treatment but agreed to
remain on the study and continued to attend visits and provide assessments at those visits. Those
observed values will be analyzed according to the subject’s randomized treatment. Subjects for
whom efficacy data cannot be obtained at the week of interest, despite attempts to retain them in
the study, will have their data imputed using MI-MCMC / monotone regression (Section 442:2°2)
based on non missing data collected up to Week 16.

423 Handling of missing data for AEs

For analyses of AEs, a complete date must be established 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=In'the event
of ambiguity or incomplete data which makes it impossible to determine;whetherthe AE was
treatment-emergent, the AE will be considered treatment-emergent.

Although the algorithms for treatment-emergence depend on the start date,"imputation rules are
provided for stop date as well, as these may be needed.for ceftain statistical analyses, such as an
analyses of AE prevalence or AE duration.

Start and stop dates of AEs will be displayed.asreported in the subject data listings (ie, no
imputed values will be displayed in data listings).

Imputation of partial AE start dates

e If only the month and year are specified:

— if the month and year of first dose of IMP» is not the same as the month and year of the
start date, then use the 1st of'the month

— if the month and year offirst dose of IMP is the same as the month and year of the start
date, then use the date of first.dose of IMP

— if the subject did switch-treatment during that month and year from placebo to BKZ at
Week 16, then'use thedate of treatment switch.

e Ifonly the yéar is specified:

— if the'year of first dose is not the same as the year of the start date, and if the subjects did
notswitch from placebo to BKZ at Week 16 during that year then use January 1 of the
year ofthe start date

+ if theryear of first dose is not the same as the year of the start date, and if the subjects did
switch from placebo to BKZ at Week 16 during that year then use the date of treatment
switch

— if 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 from placebo to BKZ at Week 16, then use the date of first dose.

e I[f the date is completely unknown:

— use the date of first dose of IMP if the stop date is unknown or not prior to the onset date
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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 31st of that year

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

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

e For missing start day and start month:

— If the year of start date is the same as the year of first dose and the imputed stop date is
on or after the date of first dose, then set the start date to the date of first'dose

— Otherwise set to the 1% January of the year of the start date.
e For missing start day only

— If the month and year of the start date is the same as the month and.year of first dose and
the imputed stop date is on or after the date of. first dose, then set the start date to the date
of first dose

— If the month and year of the start date is the same.as the month and year of first dose and
the imputed stop date is before the date of first dose, thien set the start date to the 1% of
that month.

In the event of ambiguity or incomplete data whieh makes it impossible to determine whether an
AE is treatment-emergent, the AE'will be considered.as treatment emergent.

Other imputations

In addition, the following imputations will be-applied when presenting AE in summary tables:
e if'the intensity of an AE isanknown,\it will be considered as severe

e If the relationship to study drug‘is'missing, it will be considered as related

No imputation rule will ' be applied for missing seriousness.

424 Handling of missing data for prior and concomitant medications

Any medications with. incomplete start and end dates/times will be handled according to the
following rules for ¢lassification as prior and concomitant and for the calculation of relative
study days. In the-event of ambiguity or incomplete data which makes it impossible to determine
whether-a medication was concomitant or not, the medication will be considered as concomitant.
Such-imputations will only be performed for these classifications and calculations; in the listings
all'data will be shown as recorded on the eCRF.

Imputation of partial start dates

e If only the month and year are specified:

— if the month and year of first dose of IMP is not the same as the month and year of the
start date and the subject did not switch from placebo to BKZ at Week 16 during that
month and year, then use the 1st of the month.
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— if the month and year of first dose of IMP is the same as the month and year of the start,
then use the date of first dose of IMP.

— if the subject did switch from placebo to BKZ at Week 16 during that month and year,
then use the date of treatment switch.

e If only the year is specified:

— If the year of first dose of IMP is not the same as the year of the start date and the-subject
did not switch from placebo to BKZ at Week 16 during that year, then use the. I'st-of
January of the year of the start date.

— If the year of first dose of IMP is the same as the year of the start date, then use-the'date
of first dose of IMP.

— if the year of first dose of IMP is the same as the year the subject did switch treatment
from placebo to BKZ at Week 16, then use the date of treatment switch:

— if the year of first dose of IMP is the same as the year of the'start.date and the same as the
year the subject did switch from placebo to BKZ at W¢ek 16, then use the date of first
dose of IMP.

o If the start date is completely unknown:

— if the stop date is unknown or not prior to the-date of first dose of IMP, then use the date
of first dose of IMP.

— if the stop date is prior to.the date of first dese.of IMP, then set the start date to the 1st of
January of the year of the end date.

Imputation of Partial Stop Dates:

e I[f only the month and year arespecified, then use the last day of the month,
e Ifonly the year is specified, thervuse December 3 1st of that year.

e I[f the stop date is completely unknown, do not impute the stop date. There will be no
imputation of any other missing data.

If the imputed. stop dates prior to the imputed start date:

e For missing start,day and start month:

— Jf'the year of start date is the same as the year of first dose and the imputed stop date is
on or(after the date of first dose, then set the start date to the date of first dose

— Otherwise set to the 1% January of the year of the start date.
e For missing start day only

— If the month and year of the start date is the same as the month and year of first dose and
the imputed stop date is on or after the date of first dose, then set the start date to the date
of first dose
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— If the month and year of the start date is the same as the month and year of first dose and
the imputed stop date is before the date of first dose, then set the start date to the 1% of
that month.

In the event of ambiguity or incomplete data which makes it impossible to determine whether a
medication was concomitant, the medication will be considered as concomitant.

4.3 Planned analyses and data monitoring
431 Interim analyses & final analysis

Two interim analyses will be performed:

e Interim analysis 1: Week 24 analysis.

The Week 24 analysis is the first interim analysis after all randomized subj¢ets have‘completed
the DBP and the ATP up to Week 24 or have withdrawn from the IMP or-the study before Week
24. The purpose of this analysis is to perform a comprehensive evaluation of-all’ available data
for the 3 treatment arms to prepare a regulatory submission for a marketing authorization
application based on this analysis. This interim analysis will ceyer the-analysis of all efficacy
and non-safety by visit tables on data collected up to Week-24 and the-analysis of safety in tables
on data collected up to the cut-off date (defined as) Week:24 visit), for the last subject (all
available data will be reported in listings). The type of efficacy and safety tables provided for the
first interim analysis is detailed in Table 4—4.

For this analysis, the database will be cleaned and locked, and the treatment codes will be made
available to the independent unblinded UCB\and PAREXEL personnel. The database will
include all data available at the'time of'the‘lock including available SFU data (for subjects
having completed the SFU Period). An interim'teport will be written. The investigators and the
subjects will remain blinded until the final analysis is completed. A blinding plan will be written
to ensure blinding of investigators-and subjects, define blinded and unblinded teams at UCB and
PAREXEL and describe the ptocess of 'generation and dissemination of the results of this first
interim analysis. This plantwill be fihalized prior to the lock of the database for this analysis.

e Interim analysis 2:'Week 52 analysis.

The Week 52 analysis is the second interim analysis after all subjects have completed Week 52
or have withdrawn from.the IMP or the study. The purpose of this analysis is to demonstrate the
long-term efficacy and safety of BKZ, perform a comprehensive evaluation of all available data
for the study andte-supplement the regulatory submission based on the Week 24 interim
analysis. This analysis will comprise the results of the 16 weeks of the DBP, the 36-weeks of the
ATP-and the available SFU data at the time of this analysis (for subjects having completed the
SEU Period). The type of efficacy and safety tables provided for the second interim analysis is
detailed in Table 4-4.

No formal alterations to the further study conduct (eg, stopping rules, sample size re-estimation,
or changes to eligibility criteria) are planned for the 2 interim analyses.

No separate SAP for the interim analyses will be provided. The TFL shells for the interim and
the final analyses will be provided in the same document and appropriately identified.
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The below table summarize the type of efficacy and safety analyses to be performed for the 2

interim analyses.

Table 4-4: Type of efficacy and safety tables provided for the interim analyses

Variable Period or Treatment Provided for Provided for
Type of tables Timepoint groups Interim Interim
(Analysis set) Analysis 1 Analysis 2
(Week 24 analysis) | (Week 52 analysis)
Tables of primary Week 16 e Placebo Yes Yes, cerun’of tables

efficacy variable

(RS FAS PPS)

e BKZ 160mg Q4W
e ADA 40mg Q2W

provided for interim
analysis 1

Tables of secondary
efficacy variables.

Week 4 and 16
(RS*)

e Placebo
e BKZ 160mg Q4W
e ADA 40mg Q2W

Yes

Yes, rerunof tables
provided for interim
analysis 1

Tables / Graphs of
time to ACR response

DBP
(RS)

e Placebo
e BKZ 160mg Q4W
e ADA 40mg Q2W

Yes, subjects not
achieving response
at Week'16 are
censored at Week
16,

Yes, rerun of tables
provided for interim
analysis 1

Overall Study
Period
(RS)

e Placebo/BKZ 160 mg

Q4w
e BKZ 160mg Q4W
e ADA40mgQ2W

Yes, subjects not
achiéying response
at Week 24 are
censored at Week
24.

Yes, subjects not
achieving response
at Week 52 are
censored at Week
52.

By-visit tables of other

Overall Study

e Placebo./BKZ 160

Yes, from Baseline

Yes, from Week 0

efficacy endpoints Period mg Q4W to Week 24 until Week 52.
(RS*) e BKZ 160mgQ4wW
e o ADA 40mgQ2W
Extra by-visit tables ATP e Placebo/BKZ Yes, from Week 20 | Yes, from Week 16
for ACR50 and (ATS) 160mg Q4W until Week 24 until Week 52.
PASI90 using
Baseline Week 16
Extent of exposure and | DBP (SS) e Placebo Yes Yes
time at risk e BKZ 160mg Q4W
e ADA 40mg Q2W
ATP (ATS) e Placebo/BKZ Yes, until Week 24 | Yes
160mg Q4W
e BKZ 160mg Q4W
e BKZ 160mg Q4W
Total
e ADA 40mg Q2W
AMP e Placebo/BKZ Yes, until Week 24 | Yes
(AMS) 160mg Q4W
e BKZ 160mg Q4W
e BKZ 160mg Q4W
Total
e ADA 40mg Q2W
Cumulative study Overall Study e Placebo/BKZ Yes, until Week 24 | Yes
medication duration Period (SS) 160mg Q4W

e BKZ 160mg Q4W
e ADA 40mg Q2W
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Variable Period or Treatment Provided for Provided for
Type of tables Timepoint groups Interim Interim
(Analysis set) Analysis 1 Analysis 2
(Week 24 analysis) | (Week 52 analysis)
Tables of AEs or DBP (SS) e Placebo Yes Yes
Tables of AEs of e BKZ 160mg Q4W
Special Interest or e ADA 40mg Q2W
Tables of Other Safety [ ATP (ATS) e Placebo /BKZ 160 Yes, until cut-off Yes
Topics of Interest. mg Q4W date for this analysis
e BKZ 160 mg Q4W
e BKZ 160mg Q4W
Total
o ADA 40mg Q2W
AMP e BKZ 160mg Q4W Yes, until cut-off Yes, for treatment-
(AMS) Total date for this analysis  {/€mergent events

e ADA 40mg Q2W until Week 52 and
including available
SFU data
By-visit and shift Overall Study e Placebo/BKZ Yes, until cut-off Yes, for all visits
tables of laboratory Period 160mg Q4W date for thisranalysis | until Week 52
data or vital signs (SS) e BKZ 160mg Q4W
o ADA.40mg Q2W
Tables of markedly DBP (SS) e Placebo Yes Yes
abnormal laboratory e (BKZ 160mgQ4W
values or vital signs o “ADA 40mgQ2W.
ATP (ATS) o/ Placébo / BKZ Yes, until cut-off Yes
160mg Q4W date for this analysis
e BKZ 160mg Q4W
o . BKZ160mg Q4W
Total
e ADA 40mg Q2W
AMP e ~\BKZ 160mg Q4W Yes Yes
(AMS) Total
e ADA 40mg Q2W
By-visit tables of Overall'study e Placebo/BKZ Yes, until cut-off Yes, for all visits
ECG, table of ECG petiod 160mg Q4W date for this until Week 52.
abnormalities (SS) e BKZ 160mg Q4W analysis.
o ADA 40mg Q2W
Table of eC-SSRS Overall Study e Placebo/BKZ Yes, until cut-off Yes
events. Period 160mg Q4W date for this analysis
(SS) e BKZ 160mg Q4W
e ADA 40mg Q2W
Table of tuberculosis Screening and e Placebo/BKZ Yes, Screening and | Yes, Screening and
testing. W48 160mg Q4W Week 48 values (if | Week 48 value.
(SS) e BKZ 160mg Q4W observed prior to
e ADA 40mg Q2W cut-off date).

ACR= American College of Rheumatology, ADA=Adalimumab, AE=adverse events, ATP=Active Treatment-Blind
Period, ATS=Active Treatment-Blind Set, AMP=Active Medication Periods, AMS=Active Medication Set,

BKZ=Bimekizumab, DBP=Double-Blind Treatment Period, eC-SSRS=electronic Columbia Suicide Severity Rating
Scale, ECG=electrocardiogram, FAS=Full Analysis Set, PASI= Psoriasis Area and Severity Index, RS=Randomized

Set, SS=Safety Set

*For subjects in the Radiographic Set for vdHmTSS
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Note: Subjects in the Placebo/ BKZ 160mg Q4 W treatment group are taking BKZ 160 mg Q4W treatment after
Week 16.

e The final analysis.

The final analysis will consist of a rerun of all analyses provided during the preceding Week 52
analysis. This includes new SFU data that were not available for the Week 52 analysis. If there
is no SFU data ongoing, the final analysis will be identical to the Week 52 analysis.

Prior to the final analysis, additional data cuts may be prepared following regulatory requests or
for publication purposes.

4.3.2 Data Monitoring Committee

A Data Monitoring Committee (DMC) will be reviewing safety data on an ongeing basis. The
DMC membership includes experienced clinicians and a statistician, all of-'whom have expertise
in clinical studies. Further details are specified in the DMC Charter. The presentation and
analysis of data for the DMC meetings will be described in a separate DMC-SAP.

4.4 Multicenter studies

In general, the data from all centers will be pooled for the putposes 6fthe analysis. However, the
effect of center (using a pooling of centers by region) on‘results will be evaluated as mentioned
in Section 3.8.

4.5 Multiple comparisons/multiplicity

A step-down closed testing procedure will be appliedfor the primary endpoint and some
secondary endpoints. The testing'procedure.will aceount for multiplicity and control the family-
wise type I error rate at alpha=0.05 (2-sided).

For each test, on each binary efficacy endpoint, the null hypothesis is that the conditional odds
ratio is equal to one (Ho: ORti12 =-1). The alternative hypothesis is that the conditional odds ratio
is not equal to one (Ha: ORqrs# 1).

For each test, on each continuous-efficacy endpoint, the null hypothesis is that there is no
difference between treatment groups (Ho: T1 — T2 = 0). The alternative hypothesis is that there is
a difference between treatment groups (Ha: T1 — T2 #0).

T, refers to BKZ and T3 to placebo.

According 1o this strategy, the statistical testing of an endpoint can be investigated only if the
null hypothesis for the previous endpoint has been rejected (i.e., if p<0.05). Table 4-5 shows the
testing.order forthese endpoints.

Table 4-5- Sequential testing procedure of primary/secondary efficacy
endpoints (fixed sequence testing procedure) (All efficacy endpoints
at Week 16)

BKZ 160mg Q4W

Hi | ACRS50 Response superior to Placebo

H> | Change from Baseline HAQ-DI superior to Placebo
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BKZ 160mg Q4W

Hs | PASI90 Response superior to Placebo

Hs | Change from Baseline SF-36 PCS superior to Placebo
Hs | MDA superior to Placebo

Hs | Change from Baseline vdHmTSS* superior to Placebo on subjects with elevated hs<CRP
and/or with at least one bone erosion (hs-CRP >6mg/L and/or erosion-positive)

H7 | Enthesitis-free state superior to Placebo (based on pooled PA0010 and PAOO11 W16
data)

Hg | Dactylitis-free state superior to Placebo (based on pooled PA0010 ahd PAO0O1L. W16
data)

Ho | Change from Baseline vdHmTSS** superior to Placebo

ACR=American College of Rheumatology; BKZ=bimekizumab; CfB=changefrom Baseline; H=hypothesis;
HAQ-DI=Health Assessment Questionnaire - Disability Index; hs-CRP=high sensitivity*C-reactive protein;
LEI=Leeds Enthesitis Index; MDA=Minimal Disease Activity; PASI=Psoriasis Area/and Severity Index.
PCS=Physical Component Summary; Q4W=every 4 weeks;'\SF-36=Shott-Form-36-item Health Survey;
vdHmTSS=Van der Heijde modified Total Sharp Score.

* It is planned to enroll a minimum of 45% of subjects who are positive fot elevated hs-CRP (hs-CRP >6mg/L)
and/or who have at least 1 bone erosion at Screening,

“"Based on the overall population

4.6 Use of an efficacy)subset'of subjects

The RS will be the primary analysis set.for-efficaCy analyses, but analyses will also be repeated
on the FAS and the PPS for the primary-efficacyendpoint. The FAS analysis will evaluate
whether there are differences in the-efficacy analysis between randomized subjects and
randomized subjects with a Baseline assessment, while the PPS analysis will evaluate the effect
of IPD on the analysis.

4.7 Active-control'studies intended to show equivalence

Efficacy outcomes atebased/on superiority comparisons of the Bimekizumab 160mg sc Q4W to
placebo, this secttofi'is thennot applicable for this study.

4.8 Examination of subgroups

Subgroup analyses.will be performed on the variables below. They are all assessed at Baseline
except concomitant cDMARDSs, concomitant MTX and ADAb status which will be assessed
during the 16-week DBP. Subgroup analyses will be performed on the ACR50 response, the
PASI90 response and the HAQ-DI response (subjects with a decrease of HAQ-DI from Baseline
of at least 0.35) at Week 16. ADAD status will also be used for subgroup analysis for the PK
endpoints. The variables for subgroup analyses will be:

o Age (<45 years of age, >45 years of age)
e (Gender (male, female)

e Disease duration (<1 year, >1 year)
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e Region (eg, North America, Western Europe, Eastern Europe, Asia. Western Europe will be
combined with Asia if any of these 2 regions have less than 10% of the randomized subjects)

e Race (White, Black and Other)

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

e Bone erosion (>1) at Baseline (Yes, No)

e hs-CRP at Baseline (<6mg/L, >6mg/L)

e Bone erosion (>1) and/or hs-CRP >6mg/L at Baseline (Yes, No)

e Prior cDMARD:s (0, 1, >2) (taken prior to Baseline,). Such medications will'be classified
using the adjudicated spreadsheet.

e Concomitantly receiving cDMARDs versus no concomitant cDMARDs
e Concomitantly receiving MTX versus no concomitant MTX

e Concomitantly receiving MTX at Baseline vs. other cDMARDs at Baseline (MTX at
Baseline, no MTX at Baseline and cDMARDs-at Baseline,sno MTX at Baseline and no
cDMARD:s at Baseline)

e PSO affected BSA at Baseline (<3%, >3% to 10%, >10%)

e BASDALI at Baseline (<4, >4)

e ADAD status (positive, negative)/(Section 9.2) (for the BKZ 160mg Q4W group only)
e Human leukocyte antigen B27 (HLA-B27) (positive, negative).

In the context of submission to Japanese health-authorities, a subset of tables and figures will be
provided in the subgroup of subjects randomized in Japan(when MI is used, data for subjects
randomized in Japan will be extracted from the MI datasets generated for the full population).

5 STUDY POPULATION CHARACTERISTICS
5.1 Subject disposition

Subject disposition‘will b€ summarized for all subjects screened overall, by region and by site. In
this summary, the dates of first subject screened and dates of last subject last visit (end of the
study), number of screened subjects, and the number of subjects included in each analysis set
(RS, SSsFAS, AMS, ATS, PPS, RAS, PK-PPS, COVID-19-free Set) will be presented.

Thedisposition of subjects into treatment groups and analysis sets will also be summarized on
the RS.

Reasons for screen failures (as collected on the Study Termination Screen Failure CRF page)
will be listed for all screened subjects who failed to be randomized.

The number and percentage of randomized subjects who completed the study, completed the
study not on randomized treatment, who discontinued IMP overall and by reason and who
discontinued the study, with the primary reason for study discontinuation (as collected on the
Study Termination CRF page), by study treatment period (DBP and ATP) will be tabulated
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overall and by treatment group. The numbers and percentages of randomized subjects entering
the SFU Period will additionally be presented. The numbers and percentages of these subjects
who either complete the SFU visit or not will additionally be presented.

The numbers and percentages of randomized subjects entering the Open Label Extension (OLE)
study and those not entering the OLE study will be presented. Of the randomized subjects not
entering the OLE study.

A subject will be said to have completed the study if she/he had completed the last scheduled
study visit, not including SFU visit (the SFU visit is typically 140 days after the last dese of IMP,
which is roughly equivalent to 5 half-lives of BKZ).

A subject will be considered to have completed a period if she/he completes the last scheduled
study visit for that period.

Subjects who previously discontinued IMP and are continuing for all scheduled vasits through
the end of each period (DBP or ATP) will also be considered as completing the’period. A
separate summary of subjects who discontinue IMP will be provided.

Finally, the number of randomized subjects who discontinued the study due to AEs (during the
DBP and the ATP separately) by type of AEs (setious fatal,non-fatal, other) will be summarized.

Study disposition and termination details will be listed for all screened subjects. Additional
listings will be created on study discontinuation, subjéct analysis sets and visit dates (both actual
visit and visit remapped for analysis). A listing will also-b€provided for subjects who did not
meet the study eligibility criteria.

To assess subject disposition (entry“and periods inthe study) during the COVID-19 pandemic,
subject disposition will be assessed by.period,of the COVID-19 pandemic (pre — during) (Section
3.11), by comparing the dates of visits (or events) to the dates of the COVID-19 pandemic
period.

5.2 Impact of COVID-19

A listing of visits affected by COVID-19 will be presented based on the Enrolled Set including
the visit, dates of visity relationship to COVID-19, impact category and a narrative (short
description) of the‘event. Fhese data will be summarized by treatment group and overall, for
randomized subjects.

A summary-of studyvisits by COVID-19 pandemic period (pre — during) will be presented for
subjects(enrolled.prior or during the pandemic.

In addition,.in order to assess the potential impact of COVID-19 on the collection and reporting
of efficacy data, a separate summary based on the RS will be presented to display missing data as
well as data collected via an alternative modality (eg: phone, video call) for efficacy endpoints
included in the hierarchy (Table 4-5). For these displays, missing data will be presented only for
visits affected by COVID-19, as reported on the dedicated eCRF page. Missing data at other
visits and for other reasons will not be included.

For visits conducted remotely, it was not possible to assess some endpoints (eg, TIC, SIC, LDI,
LEIL PASI, etc.) and therefore these assessments will be missing for those visits. In addition, for
any missed visit or visit conducted remotely, the CRP assessment will also be missing. Such
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assessments will be considered missing because of the COVID-19 pandemic. For these visits, it
will therefore not be possible to assess composite endpoints like ACR response. For this
summary table based on the RS, only visits at which efficacy assessments are scheduled will be
included.

5.3 Protocol deviations
The definition of an IPD is given in Section 3.5.

A summary displaying the number and percentage of subjects with an IPD will be provided by
treatment group separately for the DBP on the RS and on the ATP on the ATS. This will include
a summary of subjects excluded from the PPS (DBP only) and the PK-PPS. The summary.will
be provided overall and by type of deviation (inclusion criteria deviation, exclusion criteria
deviation, withdrawal criteria deviation, prohibited concomitant medication, ihcorreet treatment
or dose, treatment non-compliance, procedural non-compliance, COVID-19 related IPD) as well
as the number and percentage of subjects excluded from the PPS due-o reason-other than PD.

Criteria for exclusion of subjects from the PPS or PK-PPS will bé defined in'a separate
document.

A by-subject listing of IPDs will be provided for-all subjects/in the RS.
A by-subject listing of COVID-19 related PDs will be provided for all subjects in the RS.

A by-subject listing of subjects excluded from the PPS for reasons other than IPD will be
provided.

6 DEMOGRAPHICS AND OTHER BASELINE
CHARACTERISTICS

Unless otherwise specified, all sumimaries will be based on the SS and repeated on the RS
(unless the SS and RS analysis.sets are identical) and on the ATS.

6.1 Demographics

The following demographic variables measured at Baseline will be summarized overall and by
treatment group: age'(years)s gender, country, geographic region, country, race, ethnicity, height
(cm), body weight (kg) and-Body Mass Index (BMI) (kg/m?).

Age, body weight and'BMI will be summarized as continuous variables and as categorical
variables based on‘the categories specified below.

For age; 3 setsicategories will be defined:

o (<18, 1940 <65, >65 years (clinicaltrials.gov requirement),
e 18 1to <65, 65 to <85, >85 years (EudraCT requirement),

o 18 to <45, >45 to <65, >65 years.
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For body weight, categories will be: <100 kg, >100 kg.

BMI (in kg/m?) will be recalculated during analysis based on height (in meter) and weight (in
kg). The formula for BMI (kg/m?) calculation is:

Bod ight (k
guI = 204y welg (kg)
(Height(m))?
For BMI, categories will be: <25, 25 to <30, 30 to <35, >35 kg/m>.

A separate frequency table will summarize the subject’s lifestyle on the SS.

By-subject listings on demographics, female subject’s childbearing potential data will be
provided for all screened subjects. Listing on lifestyle will be provided on the-RS}

To understand the study population during the different periods of the COVID-19pandemic, the
reporting of Baseline demographics will be repeated by COVID-19 pandemic period (pre or
during as determined by the Baseline visit date) on the SS.

6.2 Baseline characteristics
6.2.1 Baseline values for components of the primary efficacy variable

Baseline values for the 7 components of the primary efficacy variable will be summarized by
treatment group and overall. The following variables-will be-summarized:

e TIC

e SJIC

e PGA-PsA
e PhGA-PsA
o PtAAP

e HAQ-DI

e hs-CRP (mg/L).

For hs-CRP, SJC and TJC;.the following rule will be applied: if the Baseline value is missing,
then the most tecent value (taken at previous unscheduled visit or at Screening) will be
considered, If the value-is still missing, the Baseline value will be considered missing.

The hs-CRP variable will be summarized using descriptive statistics and in classes (>6mg/L,
<6mg/l).

Efficacy vatiables not listed above will not be presented in the Baseline characteristics section.
They will be presented in by-visit tables in the context of the analysis of secondary and other
efficacy variables.

To understand the study population during the different periods of the COVID-19 pandemic, the
reporting of Baseline characteristics will be repeated by COVID-19 pandemic period (pre or
during as determined by the Baseline visit date) on the SS.
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6.2.2 Other Baseline characteristics

The following variables will be summarized by treatment group and overall:

e Bone erosion (0, >1) — based on IXRS randomization strata

e Bone erosion (0, >1) — based on actual randomization strata (as per imaging data)

e Bone erosion (>1) and/or hs-CRP >6mg/L at Screening (Yes, No). To determine this, bone
erosion will be derived from imaging data and corresponds to actual randomization strata

e % of BSA affected by PSO (<3%, >3% to <10%, >10%)

e PASI score at Baseline (for subjects with PSO involving at least 3% of BS A~at Baseline).
This variable will be summarized as a continuous variable and in classes (<10, 10(t0-20,>20)

e BASDAI (<4, >4)

e Rheumatoid factor (positive, negative). A rheumatoid factor value)<30IU/mL is defined as
negative and a value >30IU/mL is defined as positive

e Anti-cyclic citrullinated peptide (CCP) antibodies (positive, negative). Anti-CCP antibodies
negative is a value <20U/mL and a value >20U/mL is defined @s positive

e Nail psoriasis (yes, no)

e Dactylitis (“yes” if LDI score>0, “ne™.if LDI §core=0;missing)

o Enthesitis based on LEI (“yes” if'LEI score>0, “n0™ if LEI score=0, missing)
e Enthesitis based on SPARCC (“yes? if SPARCC>0, “no” if SPARCC=0, missing)
e Prior NSAID (yes, no)

e NSAID at Baseline (yes, no)

e Past cDMARDs therapy'(yes, no)

e Prior cDMARDs (0,14 >2) (Section 4.8)

e cDMARDs at Baseline (yes, no)

e HLA-B27(positive, negative)

e Methotrexate at Baseline (yes, no) (Section 4.8)

e Priororal corticosteroids (yes, no)

e _( Oral corticosteroids at Baseline (yes, no).

To understand the study population during the different periods of the COVID-19 pandemic, the
reporting of other Baseline characteristics will be repeated by COVID-19 period (pre or during
as determined by the Baseline visit date) on the SS.

6.2.3 History of psoriatic arthritis

The following PsA history variables will be summarized overall and by treatment group:
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e The time since first diagnosis of PsA (years). Time since first diagnosis will be summarized
as a continuous variable and as categorical variables based on following categories: <1, 1-<2,
>2 years

e The time since first diagnosis of PSO (years), calculated as :
Date of informed consent — Date of diagnosis
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).

e The age at first diagnosis date of PsA (years), calculated as:
Date of PsA diagnosis — Date of birth
365.25

If the date of PsA diagnosis is partial, it should be imputed to.the most recent feasible date
(ie: the last day of the month if only day is missing, or the last day,ef.the year if day and
month are missing. Partial date should not be imputed later than.the’subject’s screening date).
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 on
January Ist.

e The PsA subtype (polyarticular ~Symmetric-arthritis, oligoarticular — asymmetric arthritis,
distal interphalangeal, joint prédominant; spondylitis predominant, arthritis mutilans)

The data on history of psoriasis@and pseriatic arthritis will be listed for all screened subjects.

6.3 Medical historyand concomitant diseases

Medical history conditions are-defined as conditions that have resolved prior to study entry.
Ongoing medical conditions are defined as conditions that are ongoing at the time of study entry.

e Medical history and'ongoing.medical conditions will be summarized on the SS by MedDRA
System Organ Class (SOC) and Preferred Term (PT), by treatment and overall including the
number and percentage of subjects with each condition. The denominator of the percentages
will be the. number of'subjects in the population considered. The tables will be ordered
alphabetically for SOC and in terms of decreasing frequency for PT within SOC in the BKZ
treatment group. In the event of ties, PT will be ordered alphabetically.

Medical history and ongoing medical conditions will be listed by treatment and subject including
the-reportedterm, PT, and SOC on the RS. The start date (month and year only) and the end date
(or ongoing if applicable) will be included in the listing. Partial dates will not be imputed. A
glossary of all medical history conditions will be presented including the reported term, PT and
SOC. Concomitant medical procedures will be listed on the RS.

6.4 Prior and concomitant medications

Prior medications include any medications that started prior to the date of the first IMP
administration.
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Concomitant medications are medications taken at least one day in common with the IMP dosing
period.

The IMP dosing period corresponding to the combined DBP and ATP will be calculated as
follows:

The study medication dosing period start date is defined as the date of first dose.
The study medication dosing period stop date is defined as follows:

e For subjects who are ongoing at the time of the clinical data cut (not including participants
who are in SFU) use date of last clinical contact

e For subjects who died prior to last visit (not including those who died during’SFU); use the
minimum of the following:

— Date of death
— Date of last dose of any study medication + 28 days

e For subjects who complete the study as planned, the dosing period.ends at the later of the
following 2 dates:

— Date of last administration of IMP + 14 days
— The last scheduled visit date not including SEU

e For all other subjects, use the maximum of-the following:
— Date of last dose of any study medication +28 days
— Date of last visit (not including SFU).

In the case of missing data, the classification of medications as prior or concomitant will be
performed as described in Section 4.2.4. Imputations of missing data will be performed before
calculation of relative studydays.

The number and percentage of subjects taking prior medications (excluding past psoriasis
medications) will beisummarized on the SS by treatment group, overall and by ATC class,
presenting Anatomical Main Group (ATC Level 1), Pharmacological Subgroup (ATC level 3)
and PT.

The table summary.will be ordered alphabetically for the ATC class and in terms of decreasing
frequency.for P within ATC class in the BKZ treatment group. In the event of ties, PT will be
orderéd’alphabetically.

The'numbet-and percentage of subjects taking concomitant medications will be summarized
similarly on the SS by treatment group (for the Week 24 analysis on the period from Baseline to
Week 24, for the Week 52 analysis on the overall study treatment period).

A by-subject listing of all prior (on the RS) and concomitant medications (on the RS) as well as
glossary of all medical medications will be provided.
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6.5 Prohibited medications and permitted rescue therapy after
Week 16

Prohibited or restricted medications are defined in the protocol (section 7.8.2). Prohibited
medications will be listed on the SS.

Some permitted rescue therapies are allowed after Week 16 as defined in Section 5.4 of the
protocol.

The number and percentage of subjects who used permitted rescue medications after Week 16
will be summarized by ATC class, presenting ATC Level 1, ATC level 3, and PT. Fhis table will
be produced on the ATS.

Permitted rescue therapies will be listed on the SS.

7 MEASUREMENTS OF TREATMENT COMPLIANCE

Treatment compliance summaries will be provided:
e On the SS for the DBP, by randomized treatment and for all,subjects,

e Onthe ATS for the ATP, by randomized treatient, forall BKZ treated subjects and for all
subjects

e On the AMS for the AMP, by randomized treatment, forcall BKZ treated subjects and for all
subjects.

Due to the method of IMP administration, compliancé will be examined in terms of completed
injections. Treatment compliance\will be‘calculated-as:

Total number of.actual (completed) injections

x100 %

Total number of expected injections

The total number of expected injections is derived relative to when the subject finishes treatment:

e Ifasubject completes.the.DBP,/8injections are expected (every 2 weeks from Baseline to
Week 16)

e Ifasubject completes treatment over the entire study, 26 injections are expected (every 2
weeks from Baseline to-Week 50)

e If a subject.discontinues early, then the number of expected injections is based on the time of
early discontinuation relative to the dosing visits. This number will be calculated by
determining-the number of expected dosing visits prior to the date of early discontinuation. If
thecarlydiscontinuation coincides with an expected dosing visit, this visit will used to
determine the number of expected injections.

A summary of percent treatment compliance categorized as <75% and >75% will be provided by
treatment group, as well as a by-subject listing of treatment compliance.
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8 EFFICACY ANALYSES

8.1 Statistical analysis of the primary efficacy variable

8.1.1 Derivation of ACR50 response

The ACRS50 response at Week 16 is the primary efficacy variable.

This is a composite endpoint that represents at least 50% improvement from Baseline at Week 16
for each of the following:

e TJC (based on 68 joints),
e SJC (based on 66 joints),
e At least 3 of the 5 remaining core set measures:
— PGA-PsA
— PhGA-PsA
— PtAAP
— HAQ-DI
— hs-CRP.

Prior to deriving ACRS50, the percent of.change for each component will be calculated as:

Baseline Value — Week 16 value

Percent improvement from Baseline = 100\.% .
Baseline Value

As the ACR response is based on 7 different component scores, it is necessary to consider
various data scenarios that could impact the-calculation of ACR response. The rules described
here are applicable in the context of the caleulation of ACR response and may differ from the
rules applied for calculating and’summarizing the components individually (some values may
need to be imputed for component analysis but are not required here to evaluate the ACR
response)

The following rules,will be applied prior to invoking any imputation analysis at the variable
level:

e Ifasubjecthas acomponent value that is equal to 0 at Baseline and the post-Baseline value
is > 0;then the percent improvement for that component will be treated as 0 for purposes of
ACR-respofise calculations.

e (If"a subject has a component value that is missing at Baseline, then the percentage of
improvement for that component will be treated as missing for purposes of ACR response
calculations.

Observed data will be used to calculate ACR response where possible. In case of partial missing
data where an observed response may be calculated, imputed data will not change the result.

To address possible missing data in ACR components, ACR50 will be derived as below:

e Positive response on ACRS50:

Confidential Page 71 of 188



UCB 06-MAY-2022
Statistical Analysis Plan Bimekizumab PA0010

o Improvement at Week 16 of at least 50% from Baseline on SJC and TJC and at least
3 out of the 5 remaining ACR components (regardless of whether the 2 remaining
components are missing or not).

e Negative response on ACR50:
o No improvement at Week 16 of at least 50% from Baseline on SJC (regardless of
whether the remaining components are missing or not).

o No improvement at Week 16 of at least 50% from Baseline on TJC (regardless.of
whether the remaining components are missing or not).

o No improvement for at least 3 out of the 5 following ACR components (PGA-PsA,
PhGA-PsA, PtAAP, HAQ-DI, hs-CRP) regardless of whether the remaining
components are missing or not.

e Missing ACRS50 response:
o For all other situations that are not specified above.

For the OC analysis (Section 8.1.4.6): if a given visit date falls-after the treatment
discontinuation date, the endpoint at this visit andall subsequent visits (whether the data were
observed or not) will be derived but reported as missing:

For the MI analysis (Section 8.1.4.3): If a.given visit-date falls after the treatment discontinuation
date, the endpoint at this visit and all subsequent Visits (whether the data were observed or not)
will be imputed. Responses falling after an IE (defined as treatment discontinuation due to AE or
lack of efficacy for the modified composite-estimand) will be set to non-response.

8.1.1.1 Derivation of tender joint count (TJC) and swollen joint count (SJC)

Tender and swollen joints are assessed based on the 68 and 66 joints for tenderness and swelling,
respectively. The 68/66 joints that.are assessed are:

e Upper body (6): bilateral temporomandibular, sternoclavicular, and acromioclavicular joints

e Upper extremity (34): bilateralyshoulders, elbows, wrists (includes radiocarpal, carpal and
carpometacarpaljoints considered as 1 unit), metacarpophalangeals (I, 11, III, IV, V), thumb
interphalangeals;proximal interphalangeals (I, III, IV, V), distal interphalangeals (11, IIL, IV,
V)

e Lower extremity(28): bilateral hips, knees, ankles, tarsi (includes subtalar, transverse tarsal,
and-farsometastarsal joints considered as 1 unit), metarsalphalangeals (I, II, I1I, IV, V), great
toe.terphalangeals, and proximal interphalangeals (1L, III, IV, V).

The’assessments on swelling exclude the hips.

Each of the joints can be graded as follows by the assessor:
e Permanently not assessable

e Temporarily not assessable

e Asymptomatic

e Tender only
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e Swollen only

e Tender and swollen

Permanently non-evaluable joints will be considered missing for both tender and swollen joint
counts at the visit at which the grading was recorded and all subsequent visits. The asymptomatic
joints will be included in the joint count analysis with scores of 0.

For the statistical analysis, swelling and tenderness are each graded on a 2-point scale as
described below:

Table 8-1: Swelling and Tenderness grading

Present Tenderness response (68) Swelling response (66)
No (0) Not tender None
Yes (1) Positive response to questioning | Detéctable synovial thickening

(tender), spontaneous response with'or without loss of bony

elicited (tender and winced) or contours;.or bulging synovial
withdrawal by subject on proliferation with or without

examination (tender, winced; cystic characteristics.

and withdrew).

The joint graded by the assessor will then have‘its grade mapped as follows:

e The “Tender only” joints will cortespond to_a tenderness response of 1, and a swollen
response of 0.

e The “Swollen only” joints will-correspend to@aswollen response of 1, and a tenderness
response of 0.

e The “Tender and swollen” joints-will cowrespond to a swelling and tenderness response of 1.

In addition, injected joints willdbe counted as swollen and tender (ie, swelling and tenderness
response of 1) from and including the date of injection up to 52 weeks after injection.
Injected joints are allowed after Week 16 as part of rescue medications.

Dactylitic digits will'be identified as follows and the joints will be counted as follows:

e Fingers 2-5: Swelling\Distal Interphalangeal Joint x (side), Swelling Proximal
Interphalangeal Joint x (side), Swelling Metacarpophalangeal Joint x (side) — if they are in
any of‘the gradings ‘swollen only’ or ‘tender and swelling’ or ‘injected’ then only 1 finger
will be added to the swollen joint count.

e (Toes 1453 Swelling Interphalangeal Joint x (side), Swelling Metatarsophalangeal Joint x
(side) — if they were in any of gradings ‘swollen’ or ‘tender and swollen’ or ‘injected’ then
only 1 toe will be added to the swollen joint count.

The tender joint count (TJC) and swollen joint count (SJC) are weighted joint counts. If there are
missing observations in the tender or swollen joint assessments (TJ and SJ, respectively), then
the remaining observations will be assessed and weighted by the number of the assessed

joints (AJ) as shown below:
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n
n T

TJC =n x S
i=1 4/
n
L S]
=1

SJC =nXop
i=14/

Where n represents 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 planned tender joint assessments (ie more than 34) or 50% of the planned
swollen joint assessments (ie more than 33) are missing at the time of a given asséssment.any
post-Baseline visit, then no imputation will be done and the total TJC or SJC will\be set'to
missing for that visit.

8.1.1.2 Patient and physician reported clinical outcomes.-on psoriatic
arthritis

The physician’s global assessment of psoriatic arthritis (PhGA-PsA), thé.patient’s global
assessment of psoriatic arthritis (PGA-PsA) and the-patient’s-assessment of arthritis pain
(PtAAP) are clinical outcomes based on visual analog scaleés)(VAS) ranged from 0 to 100 (in
mm).

e PhGA-PsA: The investigator will assess the overall status of the subjects with respect to their
PsA signs and symptoms using a numerical rating scaleywhere 0 is “very good, asymptomatic
and no limitation of normal activities” and-100 is *“very poor, very severe symptoms which
are intolerable and inability te carty out all normal activities”. This assessment will be based
through the following question “Considering all the ways the disease affects your patient,
mark a vertical line on the scale for;how well his or her condition is today.”

e PGA-PsA: Subjects will assess the impact of PsA in answering the following question
“Considering all the ways.your psoriatic arthritis affects you, please mark a vertical line on
the scale below to show how wéllryou are doing today.” The subjects should be asked to
consider all aspects.of their disease (including joint and skin components) in their response to
this question. Subjects will score PGA-PsA in using a VAS where 0 is “very good, no
symptoms” and/ 100 is<“‘very poor, severe symptoms.”

o PtAAP: Subjects will‘assess their arthritis pain through the PtAAP using a VAS where 0 is
“no pain’’ and 100'1s “most severe pain.”

8.1.1.3 Derivation of Health Assessment Questionnaire-Disability index
(HAQ-DI) score

The HAQ-DI contains 20 items that measure the degree of difficulty experienced in the
following 8 categories of the daily living activities: 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).

For each question/item, subjects should indicate the level of difficulty (ranged from 0 to 3) in the
past week as follows:

e 0: ‘without any difficulty’
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e 1: ‘with some difficulty’

e 2: ‘with much difficulty’

e 3: ‘unable to do’

Each category is given a score by taking the maximum value for each question.

For each question related to a specific daily living activity, subjects can specify whether an-aid or
devices is usually used.

If a category score equals 0 or 1, but a device related to that category is used, or help from
another person is provided for that category, then the category score is increased ta'2.

If a category score already equals 2, and a device related to that category is-used;-or help’from
another person is provided for that category, the score for that category remains 2.

Table 82 details how each aid and device is associated with the category scores. Aid or device
considered as ‘other’ than the ones listed will not be considered in thé/analysis.

Table 8-2: Aid and device associated with HAQ-DI category

Will be associatedwith category score

Walking

Dressing-and grooming

Eating

Arising

Hygiene

Hygiene

Grip

Hygiene
Reach

Hygiene

If all questions.within'a'given category are unanswered, no score will be provided for that
category (this rule@pplies even if aids and devices are non-missing).

The HAQ-DLscore will be calculated by dividing the sum of the highest score in each category
(0te'24) by;the number of categories with at least 1 question answered. If fewer than 6
categories have responses, no HAQ-DI score will be calculated (ie HAQ-DI score will be
considered as missing).

The HAQ-DI score ranges from 0 to 3. A lower HAQ-DI score indicates an improvement in
function.
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8.1.1.4 High sensitivity C-reactive protein levels (hs-CRP)

High sensitivity C-reactive protein values which are below the lower limit of quantification
(LLOQ) should be set to the midpoint between 0 and the LLOQ prior to the analysis. Listing will
show values below the LLOQ. The LLOQ for hs-CRP is 0.10 mg/L.

8.1.2 Primary analysis of the primary efficacy variable
The primary efficacy variable will be analyzed for all subjects in the RS.

The primary endpoint is the ACRS50 response at Week 16. The primary efficacy analysis will
evaluate the composite estimand in the RS. The composite estimand combines the-¢linically
meaningful improvement from Baseline in ACRS50 response and not discontinuing study:
treatment early.

The following 4 attributes describe the estimand that will be used to define the treatment effect
of interest for the primary efficacy analysis:

e Population = Subjects enrolled according to the protocol-specified inclusion/exclusion
criteria and randomized to IMP.

e Subject-level outcome = ACR50 at Week 16.

¢ IE handling = An IE is defined as discontinuationof'study treatment prior to Week 16. A
composite strategy will be implemented.in which a positive clinical outcome is defined as
achieving ACR50 at Week 16 and not discontinuing.-study treatment through Week 16.

e Population-level summary measure = Conditional OR comparing BKZ to placebo.

Missing data at Week 16 that are not preceded by.an IE, and any data after an IE will be imputed
as non-responders. This results in a more traditional NRI approach and will be labeled as such
throughout the SAP.

The statistical hypothesis for.the’ ACR50 response at Week 16 is that the conditional OR for
ACRS50 response in the BKZ treatment compared to placebo treatment is equal to 1.

A logistic regression miodel willbe used to assess the treatment effect on ACRS50 response at
Week 16. The modelwill iné¢lude a fixed effect for treatment. The suitability of including
randomization stratification‘variables (bone erosion at Baseline and region) will be assessed
using Pearson.and Deviance and The Hosmer-Lemeshow Goodness-of-Fit Tests (Hosmer and
Lemeshow;2000),

In the context of the Week 24 analysis, actual bone erosion at Baseline as a covariate will be
based on data from the first set of reads. For Week 52 analysis, data from the second set of reads
will'be used:

P-values below 0.05 would lead to a reconsideration of the model to be used and if the logistic
regression model is unable to converge the stratification variables will be dropped (Section 4.1).
In that case, all supportive analyses as well as imputation models conducted for the primary
endpoint will disregard these factors from their models.

The country-specific analyses performed on subjects randomized in Japan will not consider the
region factor as a covariate for the modelling.
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Considering that the number of subjects randomized in Japan is low (less than 10% of the
Randomized Set), statistical models might not converge. If a model (Logistic Model or Mixed
model) is not converging, all related adjusted statistics and p-value will not be presented : “NE”
for “Not Evaluable” will be displayed instead.

The SAS® PROC LOGISTIC will be used to run the logistic regression.

The summary table results will present the adjusted responder rates and the associated 95% €CIs
for the 3 treatment groups, the adjusted OR and the corresponding 95% CI for the comparison of
BKZ versus placebo, the p-value that the OR=1 and the difference of response rate between BKZ
and placebo and associated 95% CI. Comparisons of BKZ vs. placebo will be made,using‘the 2-
sided Wald test at a significance level of a=0.05 (ie, H; in Table 4-5 ).

Any use of prohibited or rescue medications through Week 16 would constitute an important
protocol deviation which would be accounted for when the sensitivity analysis based on the PPS
is performed (Section 8.1.4.1).

8.1.3 Subgroup analyses of the primary efficacy(variable
Subgroup analyses will be performed on the primary-efficacyvariable'on the RS.
The variables for subgroup analyses are defined in Sectien 4.8.

In the context of the Week 24 analysis, actual-bone erosion at.Baseline used as a covariate and/or
a subgroup will be based on data from the first set ofiteads. For the Week 52/final analyses, data
from the second set of reads will be used.

For each subgroup analysis (except'for the @nalysis’by region, by bone erosion at Baseline, by
hs-CRP value combined with bone erosion at Baseline and by ADAD status), a logistic
regression will be fitted involving the same terms that were retained when running the primary
analysis model, plus a term for the.subgroup,and the subgroup by treatment interaction as
detailed below :

e Fixed effect for treatment

e Bone erosion at Baseline (0 if bone erosion at Baseline=0; 1 if bone erosion at Baseline>1)
e Region

e Subgroup

e Subgroup by tfeatment interaction.

For subgroup-analyses by bone erosion, the terms that will be retained will be:
o Fixed effect for treatment

e Bone erosion at Baseline

e Region

e Bone erosion at Baseline by treatment interaction.

For subgroup analyses by region, the terms that will be retained will be:

e Fixed effect for treatment
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e Bone erosion at Baseline
e Region
e Region by treatment interaction.

For subgroup analyses by bone erosion (>1) and/or hs-CRP >6mg/L at Baseline (Yes, No), the
terms that will be retained will be:

e Fixed effect for treatment

e Bone erosion (>1) and/or hs-CRP >6mg/L at Baseline (Yes, No)

e Region

e Bone erosion (>1) and/or hs-CRP >6mg/L at Baseline by treatment intéraction.

For subgroup analyses by ADAD status, the terms that will be retained will be:

e Bone erosion at Baseline

e Region

e ADAD Status (Positive, Negative).

For all subgroup analyses, the term for the subgroupswill coded as below:

e For Yes/No or positive /negative variables, th€ category “yes” or “positive” will be coded
“17.

e For continuous variables in 2-classes, the’highest,category will be coded “1”.

e For continuous variables in 3 classes(or more), the coding categories will start from 1 for the
lowest value.

e For gender, “male” will be'the category coded “1”.

The same estimand approachas theone used for the primary analysis will be used to handle
missing data (NRI).

For each subgroup,category and each of the 3 treatment groups (for the BKZ group only for the
subgroup analysis on the ADADb status), the mean proportion of responders on imputed datasets,
the adjusted responder rates with associated 95% CI, will be provided. The adjusted OR (for the
comparisonof BKZ vs. placebo), the corresponding 95% CI, the difference in response rates
between BKZ and-placebo and the corresponding 95% CI will also be presented (except for the
subgroup analysis on the ADAD status). The results obtained for each subgroup will be presented
in‘one singlertable.

The observed rates of responses by subgroup categories will be also provided along with the
results obtained on imputed data.

For each subgroup category, the ORs and the associated 95% Cls will also be displayed on a
single forest-plot.
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In addition, the mean proportion of ACRS50 responders at Week 16 separated by the 6 pre-
defined ADAD subcategories (as defined in Section 9.2) will be presented graphically for the
BKZ randomized subjects.

8.1.4 Supportive analyses of the primary efficacy variable

The following supportive analyses for the primary efficacy variable will be conducted on the RS
(except analyses described in Section 8.1.4.1, 8.1.4.2 and 8.1.4.8). For the below analyses,
unless specified:

e The same model as run for the primary analysis will be used.

e The same statistics will be provided: the mean proportion of responders (on-imputed(datasets
when applicable), the adjusted responder rates for each treatment group,. the adjusted ORs for
the comparison BKZ versus placebo and its 95% CI , the p-value for thé-comparison between
BKZ and placebo and the difference of response rates between BKZ and placebo and its
corresponding 95% CI.

The adjusted OR and 95% CI for the comparison of BKZ vs. placebo obtained for the primary
analysis and the supportive analyses described beloWw (except for Section 8.1.4.4) will be
displayed in a forest plot.

8.1.4.1 Analysis on the PPS

The analysis described in Section 8.1.2 will'be repeated based on the PPS to evaluate the effect
of IPD on the analysis.

8.1.4.2 Analysis on the FAS

The analyses described in Section 8.1.2 will befepeated for all subjects in the FAS to evaluate
the consistency between the RS and-the more restrictive FAS. This analysis will only be
performed if the number of subjects in RS'and FAS are different.

8.1.4.3 Analysis using a modified composite estimand where intercurrent
events are defined as discontinuation due to AE or lack of efficacy

The modified composite estimand is detailed below:

e Population =Subjectsenrolled according to the protocol-specified inclusion/exclusion
criteria and.randomized to IMP.

e Subject<level outecome = ACR50 at Week 16.

e [E handling = An IE is defined as discontinuation due to AE or lack of efficacy. A composite
strategy,;will be implemented in which a positive clinical outcome is defined as achieving
ACRS50 at Week 16 and not discontinuing study treatment due to AE or lack of efficacy
through Week 16.

e Population-level summary measure = Conditional OR comparing BKZ to placebo.

Any missing data at Week 16 that is not preceded by an IE will be imputed based on a
predefined MI model (MI/MCMC - Monotone Regression) (Section 4.2.2).

The following categories of subjects will enter the MI/MCMC — Monotone regression process
for each ACR component:
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e Subjects with all post-baseline values missing

e Subjects withdrawn from the study treatment (data collected prior to the treatment
withdrawal will be retained) - Those subjects will have values imputed for missing
assessments and non missing assessment falling after study treatment discontinuation (falling
after or before the study withdrawal)

e Subjects with missing value at Baseline. MI will be applied for each of the components
separately before deriving the response.

In the case of partial missing data, ACR will be derived as in Section 8.1.1.
If an IE occurred prior to Week 16, the subjects will be considered as “non-responders’.

In MI, the missing value is replaced by a set of plausible values, where eachvalue is’a*Bayesian
draw from the conditional distribution of the missing data given the observed data.

8.14.4 Analysis of individual components of the ACR

The primary comparison (BKZ vs. placebo) will also be repeated for all.individual components
of the ACR response to explore the effect of the sighsiand symptoms.o6fithe individual
components on the composite endpoint. Since albACR components.are continuous variables (eg,
change from Baseline in TJC), an analysis of-eovarianceé (ANCOVA) with treatment, region, and
bone erosion at Baseline as fixed effects and the Baseline value as covariate will be used for the
analysis. Missing data imputation described'in Section 4.2.2.2 and 4.2.2.3 will be successively
applied for each component.

The following 4 attributes describe the hypothetical-estimand that will be used to define the
treatment effect of interest for each of the 7 ACR'\components:

e Population = Subjects meeting the protocol-specified inclusion/exclusion criteria and
randomized to IMP.

e Subject level outcome =Change-from Baseline in ACR components at Week 16.

e [E handling =An IE.is.defined as discontinuation of study treatment prior to Week 16. This
estimand targets.the treatment difference in a scenario where withdrawal from study
treatment does'not oceur, such that outcomes for subjects without an IE are as observed, and
outcomes for subjects)with an IE are treated successively according to the two following
hypothetical strategies:

— (@) as theyhad completed treatment through Week 16. In that strategy, missing data and
non missing data after IE (reset as missing) will be imputed using MI.

— (b) as they had completed the randomized study treatment through Week 16 but on
Placebo. In that strategy, missing data and non missing data after IE (reset as missing)
will be imputed using reference-based MI, in which the MI model is based on data from
the Placebo group.

e Population-level summary measure = The difference in the adjusted means between BKZ
160mg Q4W and placebo.
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For the results obtained using the MI method, the SAS® PROC MIXED will be used to run the
ANCOVA models.

The inferential statistics obtained from each model will be displayed in a single table. For all
variables, the following statistics will be presented:

e The LSM and SE by treatment group

e For the comparison between BKZ and placebo: the difference between the LSM, the
associated 95% CI for the contrasts, and the corresponding p-value.

An additional table will present the descriptive statistics for the 3 treatment groups for each ACR
component variable at Week 16. Those statistics will be the mean, SE, median, minimum and
maximum obtained after M1.

8.1.4.5 Analyses using treatment policy strategy imputation for'missing data

The treatment policy strategy for addressing IE will be considered. This will-b&based on an
analysis in which all available data at Week 16 regardless of the accurrence,of IE will be kept in
the analysis. This analysis will use the same models specified for the psimary analyses where
subjects are analyzed according to their randomized treatment, evendif.they discontinued study
treatment for any reason prior to Week 16 and wete no lenger onithe randomized study treatment
when the assessment was performed at Week 16.

In the context of this analysis, in addition.to’'the statistics provided in the context of MI, the
number of observed ACR50 responses.regardless’of the occurrence of IE will be also reported.

The estimand for the treatment pelicy strategy analysis is detailed below:

e Population = Subjects enrolled according:to.the protocol-specified inclusion/exclusion
criteria and randomized to IMP«

e Subject-level outcome = ACR50 at-Week 16.

¢ [E handling = Discontinuation of study medication for any reason will be handled by using
the data as observed irrespective of the IE occurring.

e Population-level summary measure = Conditional OR comparing ‘BKZ and other medication
as needed’ to ‘placebd.and other medication as needed’.

8.1.4.6 Analysis on Observed cases

An OC analysis'will additionally be conducted, where only observed data for subjects who are
still on the randomized treatment at Week 16 are included. Subjects with missing data at Week
16/or who have prematurely discontinued study treatment prior to Week 16 will be treated as
missing and missing data will not be replaced.

The following 4 attributes describe the estimand that will be used to define the treatment effect
of interest for the OC analysis:

e Population = Subjects enrolled according to the protocol-specified inclusion/exclusion
criteria and randomized to IMP.

e Subject-level outcome = ACR50 at Week 16 while on randomized treatment.
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¢ [E handling = A ”while on randomized treatment” strategy will be implemented.

e Population-level summary measure = Conditional OR comparing BKZ to placebo.

The same analysis model as used for the primary efficacy analysis will be conducted on the RS.
8.1.4.7 Tipping point analysis

The degree of the departure from the MAR assumption to overturn conclusions from the primary
analysis will be investigated in a tipping point analysis. This analysis will be performed. én'the
monotone missing data and only if the primary analysis is significant at 0=0.05. Intermittent
missing data will be imputed using the MCMC method. In this analysis, it will be assumed that
subjects who have missing data and are randomized to BKZ have a lower probability of tesponse
compared to subjects who have missing data and are randomized to placebo.

The analysis will be primarily conducted on the binary response endpointdtself in.considering
the worst-case scenario that subjects who have missing ACRS50 response will be set as non-
responders if they are randomized to BKZ and as responders if they are randomized to Placebo.
If the result tips, then the tipping point analysis will be reconducted on the-ACRS50 endpoint after
having delta-adjusted each individual component of the ACRS50 endpoint. For both analyses, the
same model as used for the primary efficacy analysis will be’condueted on the RS. If the delta
parameter value for which the study conclusionunder MAR is reversed is plausible, the
conclusion under MAR will then be questionable. Refer to Section 4.2.2.4 for more details on the
methodology.

8.1.4.8 Analyses including COVID=19 impact

To assess the impact of the COVID-=19 pandemic on‘the primary efficacy endpoint, 2 sensitivity
analyses will be conducted using the same analysis method as the primary analysis:

e on the COVID-19-free Set

e by COVID-19 period (pre.or during.as determined by the Week 16 date).
8.2 Statistical-analysis of secondary efficacy variables
8.21 Derivation of secondary efficacy variables

The primary and(supportive-analysis methods of secondary efficacy variables for which the
derivation method is provided below are described in Section 8.2.2 and 8.2.3. For the other
secondary variables'(which are not part of the testing hierarchy), there is no priority designated
between methods.

8.211 HAQ-DI: Change from Baseline at Week 16

The derivation for HAQ-DI is described in Section 8.1.1.3 (The analysis of this variable is
already covered in Section 8.1.4.3).

Change from Baseline at Week 16 in HAQ-DI is the 2™ endpoint in the sequential testing
hierarchy (Table 4-5).
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8.2.1.2 Psoriasis Area Severity Index 90 (PASI90) at Week 16 (in subjects
with PSO involving at least 3% of BSA at Baseline)

PASI scoring of psoriatic plaques is based on 3 criteria:
e redness (R)

e thickness (T)

e scaliness (S).

Severity is rated for each index (R, S, T) on a 0-4 scale (O=none, 1=slight, 2=moderate;
3=marked, and 4=very marked).

The body is divided into 4 areas comprising:
e head (h)

e upper extremities (u)

e trunk (t)

e lower extremities (I).

In each of these areas, the fraction of total surface area affected is\graded on a 0-6 scale (where
0=0% [clear], 1=>0% to <10%, 2=10% t0.<30%, 3=30% to <50%, 4=50% to <70%, 5=70% to
<90%, and 6=90% to 100%).

The various body regions are weighted to refléet theigrespective proportion of BSA. The
composite PASI score is then calculated by multiplying the sum of the individual-severity scores
for each area by the weighted area-of-involvement score for that respective area, and then
summing the 4 resulting quantities as follows:

PASF="10.1 X (R, + Ty + Sp) x Ap)
+ (02X (R, + T, + S,) X Ay)
+(03 X (R; + T, + S;) X Ap)
+(04 X (R, + T, + S;) X Ap)
Where:

Ru, Ry, Ry, Ri="redness score of plaques on the head, upper extremities, trunk, and lower
extremities, scored-0-4 respectively

Th, Fu, Ty, T thickness score of plaques on the head, upper extremities, trunk, and lower
extremities, scored 0-4 respectively

Sh, Su, St, Si = scaliness score of plaques on the head, upper extremities, trunk, and lower
extremities, scored 0-4 respectively

An, Ay, A, A1 = numerical value translation of % area of psoriatic involvement score for the
head, upper extremities, trunk, and lower extremities, scored 0-6 respectively.

The highest potential PASI score is 72 for severe disease and the lowest is 0 for no psoriasis
lesions. PASI scores are treated as continuous.
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If a subject is missing 1 or 2 severity measurements for a certain region, the average of the
remaining non-missing severity measurement(s) within that region will be utilized to substitute
for the missing severity measurement(s) in that region. If the area of affected skin and/or all
severity measurements for up to 2 regions are missing, then the missing (R+T+S) x A for a
region will be substituted by the average of the available (R+T+S) x A. Otherwise, the PASI will
be set to missing.

The percent improvement in PASI scores from Baseline will be computed as:
Baseline PASI — PostBaseling PASI
Baseline PASI

If a subject has experienced an improvement, this measure will be positive. If.a.subject’has
experienced a worsening in their condition, this measure will be negative.

Percent improvement from Baseline = 100 X

PASI90 is a binary variable equal to 1 if the percentage improvement froni Baseline in the PASI
scores is > 90% and 0 if the percentage improvement from Baseline 48y< 90%.

PASIO0 is the 3™ endpoint in the sequential testing hierarchy (Table 4-3).
8.21.3 SF-36 PCS: Change from Baseline at Week 16

The SF-36 (Version 2, standard recall) is a 36-item genetic health-related quality of life
instrument that uses a recall period of 4 weeks./Items are grouped into 8 domains as follows:

e Physical Functioning (10 items)
e Role Physical (4 items)

e Bodily Pain (2 items)

e (General Health (5 items)

e Vitality (4 items)

e Social Functioning (2.items)

¢ Role Emotional (3.dtems)

e Mental Health (5 items).

The concepts represented by these domains contribute to
physical;'mental,‘and social aspects of health-related quality of life.

In addition te domain scores, the PCS and MCS scores are calculated from the 8 domains
(excluding the Health Transition item). Component scores reflect the impact of each domain on
physical and mental health status.

The norm-based T-scores for the 2 SF-36 component summary (PCS and MCS) and the 8
domains are standardized with a mean of 50 and a standard deviation (SD) of 10 in the general
US population (Maruish, 2011). An individual respondent’s score that falls outside the T-score
range of 45 to 55 should be considered outside the average range for the US general population.
When considering group-level data, a score below 47 should be considered indicative of
impaired functioning within that health domain or dimension. Similar to individual respondent
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data, group mean scores of 47 or greater should be considered average or above average as
compared to the general US population. Higher scores indicate a better health status.

For the calculation of the SF-36 norm-based T-scores for the 8 domains and the PCS and MCS,
the scoring software Optum’s PRO CoRE (version 1.4) will be used. The software uses updated
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 1 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 will then be applied to estimate the PCS and MCS ‘on the basis-of the
available domains.

Change from Baseline at Week 16 in SF-36 PCS score is the 4™ endpgint in the,sequential testing
hierarchy (Table 4-5).

8.214 MDA at Week 16

MDA is a state of disease activity deemed a usefuldarget of treatment by both the subject and
physician, given current treatment possibilities and limitations. Fhe criteria that need to be met
are based on key outcome measures in PsA and are shewn below:

e Tender joint count <1

e Swollen joint count <1

e PASI <I(for subjects with RSO involying at-least 3% of BSA at Baseline) or BSA <3
e PtAAP (VAS) <15 mm

e PGA-PsA (VAS) <20 mm

e HAQ-DI<0.5

e Tender enthesial points <I{(LEI<I).

A subject has achieved MPA'if 5 or more of the 7 above criteria are fulfilled.

The enthesitis.mnstrument of the study (ie: LEI) will be used to determine whether a subject has
<1 tender enthesial-point.

The following rule will be applied for subjects with BSA <3 at Baseline: Subjects with BSA <3
at Baseline will always meet the criteria PASI <1 or BSA <3 except in the cases where a BSA
score >3 is observed.

MDA at Week 16 is the 5™ endpoint in the sequential testing hierarchy (Table 4-5).

8.21.5 Van der Heijde modified Total Sharp Score (vdHMTSS): Change from
Baseline at Week 16

The degree of joint damage is to be assessed using the vdHmTSS as used in the evaluation of
PsA (Van der Heijde et al, 2005). This methodology quantifies the extent of joint erosions (52
joints) and joint space narrowing (52 joints), with higher scores representing greater damage.
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Radiographs of the hands and feet are to be taken using standardized imaging methodology,
which is defined in the Hand and Foot Radiography Manual that will be provided as part of the
Study Manual.

All enrolled subjects are required to have radiographs taken of both hands and both feet (a single
posteroanterior view of each hand and a single dorsoplantar of each foot). Radiographs are to be
read centrally and independently by 2 experienced readers. If the 2 primary readers disagree;
adjudication will be performed by a third reviewer. Readers will be blind to treatment
assignment and time course of the films. Additional details on radiograph reading, assessment,
and adjudication should be given in the imaging charter.

The scoring methodology is outlined below.

Scoring of Erosions:

Bone erosions in the hands and feet will be scored in the following locatiens according to the
following grading scheme:

Erosion Scoring Locations:
e 20 locations in each hand and wrist (left and right): 40 lecationsoverall:
— 4 Distal inter-phalangeal joints (2-5)
— 4 Proximal Inter-Phalangeal Joints (2-5)
— 5 Metacarpo-Phalangeal Joints\(1-5)
— Inter-Phalangeal Joint of the)thumb
— Proximal first Metacarpal Bone
— Radius Bone
— Ulnar Bone
— Trapezium and Trapezoid:(as’one unit; multangular)
— Navicular Bone
— Lunate Bone.
e 6 joints.in each foot (left and right), 12 locations overall for the 2 feet:
— 5 Metatarso-phalangeal joints (1-5)
+ ) Inter-phalangeal joint of the first toe.
Erosion Grading Scheme:
e Scores will be based on the number and size of discrete erosions in each location as follows:
— 0=Normal (no erosion)
— 1=Discrete small erosion

— 2=Either 2 discrete erosions or 1 larger erosion that do not cross the joint middle line
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— 3=Combination of the above or 1 large erosion that cross the joint middle line of the bone
— 4=Combination of above adding up to 4
— 5=Combination of above adding up to 5 or more.

The maximum score for erosion is 5 per joint in the hand and 10 per joint in the feet.

A score of ”N” will be assigned in the case that the location is non-evaluable due to advanced
subluxation, interfering osteoarthritis, or poor radiographic depiction. A score of ”S” will.be
assigned in the case that the location had joint replacement, amputation, or other surgery.
Exported score will be from 0 to 5 for hand and 0 to 10 for foot. Score of “S” and #N*’ will not be
exported as a score but in an additional text field (“Reason”).

Scoring of Joint Space Narrowing:

Joint space narrowing (JSN) in the hands and feet will be scored in the followinglocations
according to the following grading scheme:

Joint Space Narrowing Scoring Locations:
e 20 locations in each hand and wrist (40 locations overall):
— 4 Distal inter-phalangeal joints (2-5)
— 5 Metacarpo-phalangeal joints (1<5)
— 4 Proximal inter-phalangeal joiats (2-5)
— Interphalangeal Joint of thumb (IR)
— 3 Carpo-metacarpal joints (3-5)
— Radio-carpal joint
— Multangular-navicular joint
— Capitate-navicular-lunatejoint.
e 06 locations in each.foot (}2'locations overall):
— 5 Metatarso-phalangeal joints
— Intersphalangeal joint of first toe.
Joint Space Narrowing Grading Scheme:
e _The joints mentioned above will be scored using a 5-point scale from 0 to 4 as follows:
— O=normal
— l=asymmetrical or minimal narrowing up to a maximum of 25%
— 2=definite narrowing with loss of up to 50% of the normal space
— 3=definite narrowing with loss of 50-99% of the normal space or subluxation

— 4=absence of a joint space, presumptive evidence of ankylosis, or complete luxation.
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A score of ”N” will be assigned in the case that the location is non-evaluable due to advanced
subluxation, interfering osteoarthritis, or poor radiographic depiction. A score of “S” will be
assigned in the case that the location had joint replacement, amputation, or other surgery.
Exported score will be from 0 to 5 for hand and 0 to 10 for foot. Score of “S” and “N” will not
be exported as a score but in an additional text field (“Reason”).

Total Scores:

The individual joint scores will be summed separately to create a total erosion score (ES).and a
total JSN score for the hands/wrists.

e The maximum total ES for both hands/wrists is 200 (20 locations X 5 maximum/per joint x
2).

e The maximum total JSN score for both hands/wrists is 160 (20 locations-x 4. maximum per
joint x 2.

In the feet as for the hands/wrists the individual joint scores will be¢ summed. separately to create
a total ES and a total JSN score for the feet.

e The maximum total ES for both feet is 120 (12 locations X 10 per joint)

e The maximum total JSN score for both feet 1548 (6locations-x 4 maximum per joint X 2).
Thus, the maximum possible scores are:

e 320 for erosions

e 208 for joint space narrowing

e 528 for the total score.

The total score is the sum of the ES and JSN score.

Radiographic assessments should be conducted using a standardized imaging methodology as
defined in an imaging charter:"Subjects reaching Week 52 will have 2 sets of reads for Baseline
and Week 16 as x-rays for'these subjects are read more than once in different sessions to reduce
within subject variability by each of the independent reviewers.

Bone erosions will;be read for all visits at both at the Week 24 analysis and the Week 52/final
analyses to ensure thatunnecessary bias is not introduced. Given there may be differences at a
visit for the two sets ©f reads, the following rules will be applied for the derivation:

e “For theanalysis involving data up to Week 16 only (Week 24 analysis), the first set of
reads' will be used for all subjects.

e For the analyses involving data up to Week 52, the second set of reads will be used for all
subjects.

For the analysis, the average of the scores (ES, JSN score and total score) from the 2 independent
reviewers will be utilized. They will be calculated as:

e (Score from Reviewer 1 + Score from Reviewer 2)/2
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When a third reviewer will perform adjudication, the following average will be used for the
scores:

¢ (Sum of the adjudicated score + score closest to the adjudicated score)/2
If the 2 scores are equidistant to the adjudicated score, then the highest score will be taken.
For the assessment of an individual reviewer, the following imputation rules will be applied:

e [fatleast 1 score for a particular joint used to calculate JSN score or ES at a visit is.available,
the remaining score will be imputed:

— For Baseline, missing scores for a particular joint will be set to 0

— At post-Baseline visits, missing score for a particular joint (ie, the assigned score’is "N”
or “S”), the joint score from the previous visit will be carried forward to compute the
total score.

e If the total score is missing at a post-Baseline visit (ie, only "N*0r “S’’is recorded for all
joints) or if JSN or ES score is missing then the missing total score will’be imputed using MI
imputation.

For the change from Baseline analyses, subjects who withdraw early and have radiographs taken
at their early withdrawal visit should be included in th€yanalysis. In such cases, one or more
imputation methods may be applied for the subjects with less.than 2 radiographs. In addition to
any such imputation approach that is seleécted, an‘analysis excluding subjects with less than 2
radiographs from the analysis should’be performed.

In the testing hierarchy (Table4+5); 2 endpoints.are-defined based on the vdHmTSS:

e Change at Week 16 from Baseline’in vdHmTSS for subjects with elevated hs-CRP and/or
with at least one bone erosion at-Baseline'(planned to be approximately 45% of the overall
population). This is the 6" @ndpoint-in the sequential testing hierarchy.

e Change at Week 16 from Baseling in vdHmTSS for all subjects. This is the 9" endpoint in
the sequential testing-hierarchy:.

The 2 endpoints will be analyzed in the radiographic set.

At Week 16, imaging data collected outside +£14 days of the expected visit date will be excluded
from the analysis.

For the Week 24.interim analysis only, in the primary analysis of these 2 endpoints, missing data
at Week 16 willbe imputed based on value at Screening (as there is no value collected in
between) using MI-MCMC / Monotone regression. Since VAHmMTSS is only collected at
Baseline prior to Week 16, only the second MI step to address monotone missing pattern and
generating 100 imputations will be processed (Section 4.2.2.2).

8.2.1.6 Enthesitis-free state at Week 16 in the subgroup of subjects with
enthesitis at Baseline

The Leeds Enthesitis Index (LEI) consists of 6 items, 3 for the right part and 3 for the left part of
the body. The body parts are Lateral epicondyles of the humerus, Medial femoral condyle, and
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Achilles tendons. Each item is scored for tenderness with either 1 or O (tenderness, no
tenderness, respectively). The total score ranges from 0 (no enthesitis) to 6 (severe enthesitis).

Note that LEI is collected for all subjects regardless of their Baseline score.

In case 4 items are missing, the LEI will be set to missing. If at least 3 items are available, the
available items will be assessed and scored and then weighted by the number of the assessed
items (AI) as shown in the formula below:

n
L, score

LEI =n X
rL Al

Note that n here refers to the number of total items.

Enthesitis-free state is based on a LEI response of 0 at Week 16, for subjects'with enthesitis at
Baseline (LEI>0).

Enthesitis-free state at Week 16 (pooled between PA0010 and PAQO11) is the 7" endpoint in the
sequential testing hierarchy (Table 4-5) and will be based on pooled data from PA0010 and
PAOO11 (for subjects in the BKZ160mg Q4W and the Placebo-groups); Fhe analysis will also be
repeated using PA0010 data alone and the p-valué for this analysis. will only be considered
nominal.

8.21.7 Dactylitis-free state at Week 16.in-the subgroup of subjects with
dactylitis at Baseline

The LDI measures the percent difference between the circumference of the affected digit and the
circumference of the digit on the oppositechand or foot (referred to as the contralateral digit),
where circumference is measured in millimeters; A minimum difference of 10% and the
assessment of the investigator that the/digit was affected by dactylitis will be used to define a
dactylitis digit.

The percent difference between-circumferences will be multiplied by a tenderness score (0 for
non-tender, 1 for tender). The score Gsing the binary tenderness score is referred to as the LDI
basic. The results from-each digit.with dactylitis will then be summed to produce a final LDI
score.

Table 83 is a table of nermative values, which will be used to provide the comparison, if
matching digits are thought to be involved.

Table 8<3:©* Normative values for LDI

Digit Men Women
Hand Thumb 70 58
Index 63 54
Middle 63 54
Ring 59 50
Little 52 44
Foot Great toe 82 72
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Digit Men Women
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.

e Circumferences of 0 will be considered as missing. Circumferences <15 will be-assumed.to
be in cm instead of mm and will be multiplied by 10 before being used in
summaries/analyses.

e Ifboth digits of a given pair are recorded as affected, then each digit will bescempared to the
normative value (shown in the above table). Note that if both comparisons’result in a
difference >10%, then both digits will contribute to the final LD} scorg:

e If the circumference of the affected digit is smaller than the-unaffected digit, then the LDI
will be calculated by comparing the smaller digit to the'normative value.

e Ifadigit is recorded as affected and the citcumference of the contralateral digit is missing,
the normative value will be used for comparison with the affected digit.

e [Ifadigit is selected but recorded as ‘not affected’ but.has circumference and contralateral
circumferences collected, a missing tenderness score will be considered as 1.

o If the investigator did not eomplete the'LDI queStionnaire at Baseline, it will be assumed that
no digits were affected (ie, a LDIscore ofOwill be assigned).

Dactylitis-free state is based on a.Leeds Dactylitis Index (LDI) at Week 16 of 0, for subjects with
dactylitis at Baseline (LDI>0):

Dactylitis-free state at Wéek 16 (pooled between PA0010 and PA0011) is the 8 endpoint in the
sequential testing hierarchy (Table'4—5) and will be based on pooled data from PA0010 and
PAOO11 (for subjects in the BKZ160mg Q4W and the Placebo groups). The analysis will also be
repeated using PAQO10 data alone and the p-value will only be considered nominal.

A tender dactylitis count will be calculated as the sum of the tenderness scores for all digits and
will be used for the PASDAS score calculation (Section 8.3.1.6).

8.21.8 Psoriasis Area Severity index 90 (PASI90) at Week 4 (in subjects with
PSO involving at least 3% of BSA at Baseline)

This variable will be derived as described in Section 8.2.1.2.

8.21.9 ACR20 and ACR70 response at Week 16

The ACR20 and ACR70 responses are defined based on respectively 20% and 70% or greater
improvement from Baseline in the same measures than the primary endpoint (Section 8.1.1).
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8.2.1.10 Proportion of subjects with an Investigator Global Assessment (IGA)
score of 0 (clear) or 1 (almost clear) AND at least a 2-grade reduction
from Baseline at Week 4 and Week 16 in the subset of subjects with
psoriatic skin lesions at Baseline

A static IGA for PSO will be used to assess disease severity in all subjects during the study. The
Investigator will assess the overall severity of PSO using the following 5-point scale presented.in
Table 8-4.

Table 8-4: Five-point IGA

Score Short Descriptor Detailed Descriptor

0 Clear No signs of PSO; post-
inflammatory
hyperpigmentation may be
present

1 Almost Clear No thickening; normal to pink
coloration; no to minimal focal
scaling

2 Mild Just detectable to mild
thickening; pink to light red
coloration; predominantly fine
scaling

3 Moderate Clearly distinguishable to
moderate thickening; dull to
bright red, moderate scaling

4 Severe Severe thickening with hard
edges; bright to deep dark red
coloration severe/coarse scaling
covering almost all or all lesions

IGA=Investigator’s Global/Assessment;-PSO=psoriasis

The IGA response(is defined as clear [0] or almost clear [1] assessment with at least a 2-category
improvement from’'Baseline, meaning that this parameter will be only evaluable for subjects with
psoriatic skinlesions (IGA score >2) at Baseline.

Note that per protocol and device setting, only subjects with BSA > 3% at Baseline will have
IGA assessed at post-Baseline visits.

For some subjects with BSA > 3% at Baseline, IGA data have not been captured at Week 4 and

Week 16 visits when BSA<3% at those visits. To address that, an additional supportive analysis

will be performed in which these subjects will be considered as IGA responders at the respective

visit.

8.2.1.11 Change from Baseline in the Patient’s Assessment of Arthritis Pain
(PtAAP) at Week 16

The change from Baseline at Week 16 in PtAAP will be analyzed as described in Section 8.1.4.4.
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8.2.1.12 Enthesitis-Free state based on Spondyloarthritis Research
Consortium of Canada (SPARCC) index at Week 16

The SPARCC index measures the severity of enthesitis through the assessment of 16 sites, 8 for
the right part and 8 for the left part of the body: the greater trochanter (right/left), quadriceps
tendon insertion into the patella (right/left), patellar ligament insertion into the patella and tibial
tuberosity (right/left), achilles tendon insertion (right/left), plantar fascia insertion (right/left),
medial and lateral epicondyles (right/left), and the supraspinatus insertion (right/left). Tenderness
on examination is recorded as either present (1) or absent (0) for each of the 16 sites, for'an
overall score range of 0 (no enthesitis) to 16 (severe enthesitis).

In case 9 or more are missing, the SPARCC index will be set to missing. If at least 8 itethsare
available, the available items will be assessed and scored and then weighted by the mimber of the
assessed items as shown in the formula below:

n
i=q Score

SPARCC index = n X
index =n Al

where n refers to the number of total items and Al the number of assesSed items.

The analysis of enthesitis-free state based on SPARCC indéx at Week 16 from Baseline will be
restricted to the subset of subjects with enthesitis-at Baseline (defined as SPARCC>0).

8.21.13 Change from Baseline in PsAID-12 total score at Week 16

The PsAID questionnaires measure the.impact.of'disease on the subject. The impact of PsA is
measured by weighting 12 different, domains,of healthto derive a weighted summary score. The
domains are pain, fatigue, skin{problems, work and/or leisure activities, functional capacity,
discomfort, sleep disturbance, copingyanxiety/fear/uncertainty, embarrassment and/or shame,
social participation, and depression:“The PSAID score is based on the relative importance of each
of the domains. Each domain is. answered based on a numeric rating scale ranging from 0 to 10.
The equation for the PsAID=12"scoreis'as follows:

1
PsAID — 12 = %(3 X' Pain+'2 X Fatigue + 2 X Skin Problems + 2 X Work/Leisure

42X Functional Capacity + 2 X Discomfort + 2 X Sleep Disturbance
+ Coping + Anxiety/Fear + Embarrassment/Shame
+ Social Participation + Depression)

The total(seore also.ranges from 0 to 10 with higher scores indicating a worse impact of the
disease: A score below 4 out of 10 is considered a subject-acceptable status. A change of 3 or
more-pointsyis-considered relevant absolute change.

Ifa value (from the 12 domains) is missing, the missing value will be imputed in taking the mean
value of the remaining (non-missing) domains, and 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 score will
be set to missing.

8.2.2 Primary analysis of secondary efficacy variables

The secondary efficacy variables will be analyzed for all subjects in the RS by treatment group
(except for vdHmTSS for which the analysis will be performed on the RAS).
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As indicated in Table 4-5, there are 8 secondary endpoints included in the testing hierarchy that
will be tested in a chronological order until one is failed to be statistically significant.

For the other secondary endpoints (secondary endpoints which are not part of the testing
hierarchy), the p-values produced by the statistical models will be considered nominal since
these endpoints are not controlled for multiplicity.

For the secondary composite and non-composite binary endpoints, the same estimand structure
(composite estimand) as the one defined for the primary efficacy analysis of the primary ‘efficacy
endpoint (Section 8.1.2) will be used. The NRI approach for handling missing data and the same
analysis model will be considered, and the analysis results will be presented similarly, with the
exceptions that the analyses performed on pooled data from PA0010 and PAOO11 subjects'will
consider the region and the study-id factor as possible covariates for the modelling.

The statistical hypothesis for the binary variables at Week 16 is that the cenditional*odds ratio in
the BKZ group compared with placebo treatment group is equal to 1.

For the secondary continuous endpoints, the analysis will evaluat€ the hypothetical estimand as
defined below:

e Population = Subjects enrolled according to-the. protocol-specified inclusion/exclusion
criteria and randomized to IMP.

e Subject level outcome = variable as stated in Seetion 2.2:1.2

e [E handling = An IE is defined as discontinuation of study treatment prior to Week 16. A
hypothetical strategy for addressing IE will be implemented. This estimand targets the
treatment difference in a seenario where withdrawal from study treatment does not occur,
such that outcomes for subjects without an IE are as observed, and outcomes for subjects
with an IE are treated as though-they had completed treatment through Week 16 but on
Placebo. A MI strategy will be-used to impute any missing data and observed data after IE
which will be set to missing-priorto.running MI1. Such data will be imputed using reference-
based M1, in which thé M1 model'is based on data from the Placebo group.

e Population-level stmmary measure = the difference in the adjusted means between BKZ
160mg Q4W and placebo:

The same analysis model and imputation strategy for handling missing data as in Section 8.1.4.4
will also be-censidered: The analysis results will be presented similarly as for this analysis on the
individual ACR.ecomponents.

For yfdHmMTSS; a similar estimand structure as the one defined above for continuous endpoints
willbe used with the following exception for population:

e When analyzing change at Week 16 from Baseline in vdHmTSS for subjects with elevated
hs-CRP or with at least one bone erosion at Baseline: Population=Subjects enrolled
according to the protocol-specified inclusion/exclusion criteria, randomized to IMP, who
have a valid radiographic image of the hands and feet at Baseline in the subgroup of patients
with elevated CRP and with at least one bone erosion at Baseline.
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e When analyzing change at Week 16 from Baseline in vdHmTSS for all subjects:
Population=Subjects enrolled according to the protocol-specified inclusion/exclusion criteria,
randomized to IMP, who have a valid radiographic image of the hands and feet at Baseline.

In the case of MDA as the response is based on 7 different component scores, it is necessary to
consider various data scenarios that could impact the calculation of response. The rules described
here are applicable in the context of the calculation of MDA response and may differ from the
rules applied for calculating and summarizing the components individually (some valuesmay
need to be imputed for component analysis but are not required here to evaluate MDA ‘tesponse).

The following rules will be applied to complete the derivation of MDA response based orithe
composite estimand definition:

e Ifa given visit has been preceded by an IE (treatment discontinuation);

— The endpoint at all subsequent visits (whether the data were observed or net) will be set
to “non-response” as the subject has not met the criteria for.response:

e Ifa given visit has not been preceded by an IE:

— If a subject is satisfying at least 5 of the 7MDA criteria, the subject will be considered as
MDA responder

— If a subject is not satisfying at least 3 MDA criteria, the'subject will be considered as
MDA non-responder

— In all other cases, the NRI approach will be applied.

An overview table will combinethe results-of the primary analysis for the primary and secondary
efficacy endpoints included in the testing hierarchy.

For the country specific analyses.performeéd on subjects randomized in Japan, the region factor
will not be considered as a covariate for-the modelling.

Considering that the number of subjécts randomized in Japan is low (less of 10% of the
Randomized Set), statistical models might not converge. If a model (Logistic Model or Mixed
model) is not converging, all'related adjusted statistics and p-value will not be presented, “NE”
for “Not Evaluable”will be.displayed instead.

8.2.3 Supportive analyses of the secondary efficacy variables

As mentioned in Table 4-2, the supportive analyses for all secondary variables will be performed
using.the: modified composite estimand for binary variables (using MI-MCMC/monotone
regression as\in Section 8.1.4.3), the hypothetical estimand for continuous variables (using MI-
MCMC/monotone regression as in Section 8.1.4.4) and OC.

For PASI90, the MI will be run on the PASI score on subjects involving at least 3% of BSA at
Baseline.

For the MDA (and VLDA) MI analysis, subjects with BSA <3 at Baseline will always meet the
criteria PASI <1 or BSA <3 except in the cases where a BSA score >3 is observed. Subjects

involving at least 3% of BSA at Baseline will have their BSA values imputed using MI when
deriving MDA (VLDA).
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For enthesitis and dactylitis free-state based on the pooled data of PA0010 and PAOO11 subjects
(in the BKZ160mg Q4W and the Placebo group), the MI will be performed on the pooled dataset
(using data from Baseline, Week 4, 8, 12 and 16) the same way as described in Section 4.2.2.2:

e with the following covariates in that order for each SAS® PROC MI: region (North America,
Western Europe and Eastern Europe) and study-id ( “1” for PA0O11 and “0” for PA0010)

e For Ml on LDI : on subjects with LDI>0 at Baseline

e For Ml on LEI : on all subjects (but the results will be reported for subjects with LEI>0 at
Baseline).

In addition, subgroup analyses will be performed on the PASI90 response at Week 16 (in
subjects with PSO involving at least 3% of BSA at Baseline) (Refer to Section 4:8 for the list of
subgroups of interest). The same analysis method used for the subgroup analysis.ef the primary
endpoint will be performed, and the results will be presented similarlyz

Enthesitis and dactylitis free state will be analyzed as supportive analyses inithe PA0010 data
only (successively using the NRI, the modified composite estimand and«the’OC strategies) .

To assess the impact of the COVID-19 pandemicy the analysis of secondary efficacy endpoints
included in the hierarchy with be repeated on the COVIBD-19-Free Set (on subjects from the
Radiographic Set included in the COVID-19-Free-Set for the analysis of VAHmMTSS) using the
primary analysis method.

8.3 Statistical analysis. of other efficacy variables
8.3.1 Derivation of other efficacy variables
8.3.1.1 Time to ACR20, ACR50, ACR70 response from Baseline

Time to a given response will be defined as’the length in days from Baseline until the first date
when the response is achieved:

Time from Baseline to censoring will)be considered for the following subjects:

e Subjects who discentinue study treatment prior to achieving a response will be censored at
the date of study treatment/discontinuation.

e Subjects in.the'placebo group who fail to achieve a response prior to Week 16 visit will be
censored at the date-of the Week 16 visit.

e Subjects who reach the end of treatment without achieving the given response will be
censored at'the date of the end of treatment visit (for the Week 24 analysis, subjects who
rcached 'Week 24 without achieving the given response will be censored at that visit).

8.3.1.2 ACR20, ACR50 and ACR70

Method for derivation of ACR50 can be found in Section 8.1.1. ACR20 and ACR70 will be
derived similarly except that they will be based on a 20% and on 70% improvement from
Baseline.

ACR20, ACR50 and ACR70 responses will be analyzed at Week 2, 4, 8, 12, 16, 20, 24, 28, 32,
36, 44, 52.
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For the placebo group, ACRS50 response will be presented both based on the Day 1 Baseline and
on the Week 16 Baseline (on the ATS, for the ATP, for subjects switching to BKZ at Week 16).

8.3.1.3 PASI75, PASI90 and PASI100 response (in subjects with PSO
involving at least 3% of BSA at Baseline)

Method for derivation of PASI score can be found in Section 8.2.1.2.

PASI75, PASI90, PASI100 are binary variables equal to 1 if the percentage improvement-from
Baseline in the PASI scores is > 75%, >90%, 100% and 0 if the percentage improvemefit.from
Baseline is < 75%, 90%, 100%.

PASI75, PASI90, PASI100 as well as the PASI score and the change from Baseline for subjects
with PSO involving at least 3% of BSA at Baseline will be analyzed at Week(2,4, 8,142,/16, 20,
24,28, 32, 36, 52.

For the placebo group, PASI90 responses will be determined both baséd on the Day 0 Baseline
and on Week 16 Baseline (on the ATS, for the ATP, for subjects switehing t0°-BKZ at Week 16).

8.31.4 Composite endpoints composed of ACR50 and.PASI90 and ACR50
and PASI100 responses (subjects with PSO involving at least 3% of
BSA at Baseline)

The composite endpoint composed of ACR50.and PASI90 is.a.binary variable equal to 1 for
subjects responding to ACR50 (ACR50=1) and PASIO0 (PAS190=1).

The composite endpoint will be equal-to’0 if ACRS50=0.or PASI90=0 regardless of whether any
of the 2 endpoints is missing.

The same rules as above will b&applicable for the:composite endpoint on ACR50 and PASI100.

The composite endpoints will be missing if:both endpoints are missing or if any of the 2 is
missing and the other one equal to-1.

Each endpoint (ACRS50 and PASI90 er PASI100) will be imputed separately before deriving the
composite endpoint.

The composite endpoints forrsubjects with PSO involving at least 3% BSA at Baseline will be
analyzed at Week 2,4, 8,42, 16, 20, 24, 28, 32, 36, 52.

8.31.5 Proportion of Psoriatic Arthritis Response Criteria (PsARC)
responders

The PSARC isbased on the TJC (68 joints) and SJC (66 joints), the PGA-PsA and PhGA-PsA.
The'PSARC response is defined as improvement from Baseline in at least 2 of the 4 measures
(TJC, SJC, PGA-PsA, PhGA-PsA) 1 of which must be TJC or SJC and no worsening from
Baseline in any of the 4 measures:

e Improvement for TJC and SJC is defined as a reduction of >30%. Improvement for PGA-
PsA and PhGA-PsA is defined as a reduction of the 100-point VAS of >20 points

e Worsening for TJC and SJC is defined as an increase of >30%. Worsening for PGA-PsA and
PhGA-PsA is defined as an increase of the 100-point VAS of >20.

PsARC response will be analyzed at Week 2, 4, 8, 12, 16, 20, 24, 36, 52.
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8.3.1.6 Psoriatic Arthritis Disease Activity Score (PASDAS) categories and
change from baseline in PASDAS

The PASDAS is a composite score that includes patient and physician global scores of skin and
joint disease, SJC, TJC, LEI, tender dactylitis count (sum of tenderness scores), the physical
component of the SF-36 Health Survey, and level of hs-CRP. PASDAS is calculated using the
following equation:

PASDAS = ((0.18 X /Physician global VAS) + (0.159 x /Patient global VAS )

— (0.253 x VSF36 PCS ) + (0.101 X LN(SJC + 1)) + (0.048 x LN(TJG+ 1))
+(0.23 x LN(LEI + 1)) + (0.377 x LN (Tender dactylitis count +.1)

+(0.102 x LN(hs — CRP + 1) + 2)) 1.5

Note: LN=natural logarithm

If Tender Dactylitis count is missing because LDI=0 at Baseline, Tender Daetylitis count will be
replaced by 0 in the formula.

If for any other reason a PASDAS component is missing, PASDAS will be set to missing.
The following categories are used to define the level of disease activity:

e Remission: PASDAS <1.9

e Low disease activity: PASDAS >[:910 <3.2

e Moderate disease activity: PASDAS 3.2-to <5.4

e High disease activity: PASDAS >5.4.

The PASDAS categories and the.change from Baseline in PASDAS score will be analyzed at
Week 4, 16, 24, 36, 52.

8.31.7 ACR50 responders'at Week 16 and maintaining response at post-
Week 16.visits up to Week 52

For subjects who have an observed ACRS50 response at Week 16, the ACRS50 responders at
Week 52 will bepresented.

This summary will be presented on the ATS by randomized treatment for responder subjects at
Week 161

ACRS0 ' responses for subjects responding at Week 16 will be analyzed at Week 20, 24, 28, 32,
36,44, 52.

8.3.1.8 MDA response
Method for derivation of the MDA response can be found in Section 8.2.1.4.
MDA response will be analyzed at Week 4, 8, 12, 16, 20, 24, 36, 52.
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8.3.1.9 Very Low disease activity (VLDA) response

Like MDA, VLDA is a state of disease activity deemed a useful target of treatment by both the
subject and physician, given current treatment possibilities and limitations.

A subject is considered as having VLDA if all 7 of the criteria used for MDA and listed in
Section 8.2.1.4 are fulfilled.

If any of the 7 MDA criteria is not met, then the subject will be considered as non-responder.
VLDA response will be analyzed at Week 4, 8, 12, 16, 20, 24, 36, 52.

8.3.1.10 Proportion of Subjects with an IGA score of 0 (clear) or 1 (almost
clear) AND at least a 2-grade reduction from Baseline in.the subset of
subjects with psoriatic skin lesions at Baseline

Method for derivation of this variable can be found in Section &.2.1.10s

The proportion of subjects with an IGA score of 0 (clear) or 1 (almest'clear) AND at least a 2-
grade reduction from Baseline in the subset of subjects with psoriatic skin.lésions at Baseline
will be analyzed at Week 4, 8, 12, 16, 20, 24, 36, 52-

For some subjects with BSA > 3% at Baseline, {GA data have not‘been captured at some post-
Baseline visits when BSA<3% at those visits. To“address that,.an-additional supportive analysis
will be performed in which these subjects-will be censidered as' IGA responders at the respective
visit.

In the context of this analysis, observed data for % of BSA affected by PSO will be also
analyzed by visit using descriptive statistics:

8.3.1.11 Disease Activity Index for-Psoriatic Arthritis (DAPSA) score, state
and change from‘Baseline'in DAPSA score

Disease Activity Index for Psotiatic Arthritis (DAPSA) is a composite score of patient global and
pain VAS, TJC, SJC and hs-CRP (mg/L) that incorporates a pattern of peripheral arthritis that
often is encountered in PSA” DAPSA score will be calculated as follows:

DAPSA = SJ€+ TJC + PGA- Arthristis + PtAAP + hs-CRP
where:
e SJC range. from O:to 66
e TJCiranges from 0 to 68

o _PGA-Axthritis represents the patient’s global assessment of arthritis ranging from 0 to 10 ;
O=best, T0=worst (using the unrounded VAS value that ranges from 0 to 100 mm and
dividing this value by 10) (Section 8.3.1.28)

e PtAAP ranging from 0 to 10, O=best, 10=worst, (unrounded, by dividing the original value
by 10)

e hs-CRP in mg/L (no upper limit applied).

DAPSA values will be categorized in the following disease activity states:
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e Remission (REM) (DAPSA<4)

e Low Disease Activity (LDA) (DAPSA >4 and <14)

e Medium Disease Activity (MDA) (DAPSA >14 and <28)
e High Disease Activity (HDA) (DAPSA>28).

For analyses with imputation of missing data, the imputed value for DAPSA will be based.on'the
imputed values for the individual components.

For the OC analyses, if any individual component score is missing, the DAPSA scoteywill be set
to missing.

DAPSA state, DAPSA scores and changes in scores from Baseline will be analyzed atWeek 2,
4,8,12, 16, 20, 24, 28, 32, 36, 44, 52.

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

The components for DAS28[CRP] include:
e the TJC and SJC based on 28 joints (Section 8.1.1.1):

— Upper extremity (26) - bilateral shoulders; elbows; wrists-(includes radiocarpal, and
carpal and carpometacarpal bones-considered-as a single unit), metacarpophalangeal
joints L, I, II1, IV, and V, thumb.interphalangealssproximal interphalangeal I, 11, IV,
and V.

— Lower extremity (2) - knees.
e the PGA-Arthritis (ranging from 0:te’ 10 by dividing the original value by 10)
e the hs-CRP (in mg/L).
The DAS28[CRP] is calculated-as follows:

DAS28[CRP\= 0.56% TJC + 0.28 x /SJC + 0.014 x PGA- Arthritis
+.0.36 X In(hs— CRP + 1) + 0.96

For analyses with-imputation of missing data, the imputed value for DAS28[CRP] will be based
on the imputed.values for'the individual components.

For OC analyses, if any individual component score is missing, the DAS28[CRP] score will be
set to missing.

The.changes from Baseline in DAS28[CRP] will be analyzed at Week 2, 4, 8, 12, 16, 20, 24, 28,
32,736, 44, 52.

8.3.1.13 Change from Baseline in all individual ACR core components

Individual ACR components (as listed in Section 8.1.1) are:

e SIC
e TIC
e HAQ-DI
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e PtAAP

e PhGA-PsA

e PGA-PsA

e hs-CRP.

The change from Baseline (ratio from Baseline for hs-CRP) for each of the ACR components
will be summarized at Week 2, 4, 8, 12, 16, 20, 24, 28, 32, 36, 40 (for SJC, TJC and hs-CRP),
44, 48 (for hs-CRP only), 52.

8.3.1.14 Change from Baseline in vdHMTSS total score and in erosion and
joint space narrowing (sub-scores)

Scoring of vdHmTSS can be found in Section 8.2.1.5.

The change from Baseline in vdHmTSS total score, erosion sub-score‘and joint space narrowing
sub-score will be analyzed at Week 16, 52, on the radiographic set/(successively on the overall
population , on subjects with elevated hs-CRP and/or,with at least'one bone erosion at Baseline
and on subjects without elevated hs-CRP and withelit'‘bone erosion at Baseline).

At Week 16 and 52, imaging data collected outSide+14 days around the expected visit date will
be excluded from the analysis.

8.3.1.15 Percentage of subjects with no radiographic joint damage
progression (Change from-Baseline. vdHMTSS of <0.5)

The higher the vdHmMTSS score is the'more radiographic damage the Subject will have.

The absence of joint damage progressioni(ie, stabilization or improvement in radiographic
damage from Baseline) is then considered is-the change of score from Baseline is <0.5.

The percentage of subjects with.no’joint'damage progression will be analyzed at Week 16 and 52
on the radiographic set (suceessively on the overall population and on subjects with elevated hs-
CRP and/or with at least.one bone erosion at Baseline).

8.3.1.16 Dactylitis-free state based on the LDI and change in LDI from
Baseline in the subgroup of subjects with dactylitis at Baseline

Dactylitis-freg“state is based on a Leeds Dactylitis Index (LDI) of 0, for subjects with dactylitis
at Baseline(LDI>0) (Séction 8.2.1.7).

The percentage-of subjects with dactylitis free-state and the change from Baseline in LDI (on the
subgroup of subjects with dactylitis at Baseline) will be analyzed at Week 4, 8, 12, 16 on the
pooled Sample of PA0010 and PA0O11 subjects (for subjects in the BKZ 160mg Q4W and the
Placebo groups) and at Week 4, 8,12, 16, 20, 24, 36, 52 on PA0010 subjects.

8.3.1.17 Enthesitis-free state based on the LEI and change in LEI from
Baseline in the subgroup of subjects with enthesitis at Baseline

Enthesitis-free state is based on a Leeds Enthesitis Index (LEI) of 0, for subjects with enthesitis
at Baseline (LEI>0) (Section 8.2.1.6).
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The percentage of subjects with enthesitis-free state and the change from Baseline in LEI (on the
subgroup of subjects with enthesitis at Baseline) will be analyzed at Week 4, 8, 12, 16 on the
pooled Sample of PA0010 and PA0OO11 subjects (for subjects in the BKZ160mg Q4W and the
Placebo groups) and at Week 4, 8,12, 16, 20, 24, 36, 52 on PA0010 subjects.

8.3.1.18 Enthesitis-free state based on the SPARCC index and change in
SPARCC from Baseline in the subgroup of subjects with enthesitis at
Baseline

Enthesitis-free state is based on a SPARCC index of 0, for subjects with enthesitis at. Baseline
(SPARCC>0) (Section 8.2.1.12).

The percentage of subjects with enthesitis-free state and the change from Baseline in the
SPARCC index (on the subgroup of subjects with enthesitis at Baseline) will.be analyzed at
Week 4, 8, 12, 16 on the pooled Sample of PA0010 and PAO0O11 subjects(for subjeets in the
BKZ160mg Q4W and the Placebo group) and at Week 4, 8,12, 16, 20,.24, 36,52 on PA0010
subjects.

8.3.1.19 Proportion of subjects with a decrease of HAQ-DI from Baseline of at
least 0.35 in the subgroup of subjects,with Baseline HAQ-DI>0.35

The proportion of HAQ-DI responders (subjeets.with adecrease-of HAQ-DI from Baseline of at
least 0.35 for subjects with HAQ-DI>0.35.at Baseline)-will be analyzed at Week 2, 4, 8, 12, 16,
20, 24, 28, 32, 36, 44, 52.

In addition, subgroup analyses willdbe performed on the'HAQ-DI response at Week 16. Refer to
Section 4.8 for the list of subgroups)of intetest. The_same analysis method used for the subgroup
analysis of the primary endpoint will be'performed and the results will be presented similarly.

8.3.1.20 Change from Baseline in-the Bath Ankylosing Spondylitis Disease
Activity Index (BASDAI)-in the subgroup of subjects with axial
involvement defined by a score of 24 at Baseline

The BASDAI measure the disease activity of ankylosing spondylitis. The BASDALI is a validated
self-reported instrument-which-eonsists of 6 horizontal Numeric Rating Scales, 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.
To give each symptomequal 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 BASDALI score between 0
and 10,with lower scores indicating lower disease activity.

The BASDATI is‘calculated as follows:

01+02+03+ 04+ (L1
5
where Q1 — Q6 are the 6 questions from the BASDAI questionnaire.

BASDAI =

If 1 of the 2 morning stiffness measurements (ie, questions: “How would you describe the overall
level of morning stiffness you have had from the time you wake up?” and “How long does your
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morning stiffness last from the time you wake up?”’) is missing, the other one will be used for the
morning stiffness calculation.

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

Change from Baseline in BASDAI will be analyzed for subjects with axial involvement at
Baseline (BASDAI>4) at Week 4, 8, 12, 16, 24, 36, 52.

8.3.1.21 Change from Baseline in the modified Nail Psoriasis Severity Index
(mNAPSI) score in the subgroup of subjects with psoriatic nail
disease at Baseline

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 affeeted nail'observed at
Baseline and should be the only one assessed throughout the study. The targetnail will be scored
(0 to 3) for onycholysis/oil drop dyschromia, nail plate crumbling; and pitting and will be scored
(0 for “no” or 1 for “yes”) for leukonychia, nail bed hyperkeratosis, splinter hemorrhages, and
red spots in the lunula. The total score (also called the mNAPSI score) will then range from 0 to
13 with higher scores indicative of more severe nail dis¢ase:

If any of the 7 response items that contribute to mNARPRSI is present, while other items are
missing (ie partial mMNAPSI data), then the missing items are assumed to be 0 for the mNAPSI
calculation. In some cases, the data may be captured in‘such a way that only non-zero component
scores are present in the database. ‘Again, thes¢ components that are not present are simply
assumed to be 0 for the mNAPS] calculation.

Change from Baseline in mNAPSI andmNAPST resolution (mNAPSI=0 at post-baseline
assessments) will be analyzed for subjects(with psoriatic nail disease at Baseline (mNAPSI
score>0) at Week 4, 8, 12, 16,24, 36, 52.

8.3.1.22 Change from Baseline in PsAID-12 total score
Method for derivation©O0f PsAID-12 can be found in Section 8.2.1.13.

The proportion of subjects-achieving a total score of PSAID-12 < 4 - Patient acceptable symptom
state (PASS), the'proportion of subjects achieving a decrease of 3 or more points from Baseline
on the total score (for subjects with minimal score of 3 at Baseline), the change from Baseline in
the total seore and(in the individual scores for each PsAID-12 domain, will be analyzed at Week
4, 16, 24, 36, 52\(the proportions of subjects achieving PASS will also be analyzed at Baseline).

8.3:1:23 Change from Baseline in the Psoriatic Arthritis Quality of Life
(PsAQol) total score

PsAQoL is a disease specific Health-Related Quality of Life questionnaire comprised of 20
items. Each item is scored as 0 for “not true” or 1 for “true”, so that the score ranges from 0 to 20
with higher scores indicating worse health-related quality of life.

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.
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Change from Baseline in PsAQoL total score will be analyzed at Week 4, 16, 24, 36, 52.

8.3.1.24 Change from Baseline in the SF-36 PCS and MCS scores, as well as
the 8 domain scores (Physical Functioning, Role Physical, Bodily
Pain, General Health, Vitality, Social Functioning, Role Emotional,
and Mental Health)

Scoring instructions of SF-36 norm-based T-scores for the 8 domains and the SF-36 PCS and
MCS are described in Section 8.2.1.3.

Change from Baseline in SF-36 individual domain scores, MCS and PCS scores will ‘be analyzed
at Week 4, 16, 24, 36, 52.

8.3.1.25 Change from Baseline in Functional Assessment of Chronic'lliness
Therapy (FACIT)—Fatigue subscale score

The FACIT-Fatigue is a 40-item measure that assesses self-reported fatigue and its impact upon
daily activities and function over the past 7 days. The scale consists.of' 5 subseales (physical
well-being, social/family well-being, emotional well-being, functional well-being, and fatigue).
The fatigue subscale is the only one used in this study. It is composed‘of 13 items, all scored
from 0 (Not at all) to 4 (Very much). The FACIT-Fatigue subscale-secore ranges from 0 to 52
with 0 being the worst possible score and 52 being the best possible score. To obtain a score
from 0 to 52, all negatively worded questions-must berecoded;.so that responses range from
worst (0) to the best (4) outcome.

Items 1 to 6 and 9 to 13 are negativély, framed-questions‘for which the coding needs to be
reversed before deriving the score.

The FACIT-Fatigue subscale score is.obtained by summing up the responses of all reversed / non
reversed items with equal weight. In-cases whefe some answers are missing, a total score is re-
scaled from the score of the answered items; so long as more than 50% of the items (ie, at least 7
of 13) were answered.

The formula to derive the-FACIT-Fatigue subscale score is then:

Y. Score of items

FACIT =~ Fatiguesubscale score = 13 x -
number of item answered

The minimum clinically important difference for FACIT-Fatigue subscale score in patients with

PsA was déterminedto be a 4-point positive change.

Change from Baseline in FACIT-Fatigue subscale score, as well as the proportion of subjects
withminimum clinically important difference for FACIT-Fatigue subscale score in subjects with
FACIT-Fatigue subscale score <48 at Baseline, will be analyzed at Week 4, 16, 24, 36, 52.

8.3.1.26 Change from Baseline in Work Productivity and Activity Impairment
Questionnaire—Specific Health Problem (WPAI-SHP) v2.0 adapted to
PsA scores

The WPAI-SHP is a subject-reported questionnaire that assesses subject’s employment status,
work absenteeism, work impairment while working (presenteeism), overall work and daily
activity impairment attributable to a specific health problem.
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Five out of 6 items of the WPAI-SHP are regrouped into the 4 dimensions (absenteeism,
presenteeism, work productivity and activity impairment) with scores expressed as percentage,
where higher numbers indicate greater impairment and less productivity, ie, worse outcomes, as
described in the WPAI-SHP scoring rules.

The scoring rules for the WPAI-SHP are as follows:
Questions:

Scores:

e Percent work time missed due to problem from. the target.disease:

Q2 -hours
(Q2 hours + Q4 hours)

100 X

e Percent impairment while working due to problem from the target disease:

Q5 Score
X —_—
10

e Percent overallwork impairment due to problem from the target disease:

100

Q2 hours (( Q2 hours Q5 score) ]

Qo [(QZ hours + Q4 hours) + B (Q2 hours + Q4 hours) % 10

o Percent activity impairment due to problem from the target disease:

Q6 Score
X _—
10

To make data consistent and amenable to statistical analysis, the following counting rules will be
applied to handle out of range and ambiguous answers of the WPAI-SHP. These rules will be

100
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applied prior to conducting any type of statistical analysis of the data. Due to the inter-relation
between certain questions of the WPAI-SHP, the priority order for implementing these specific
counting rules is as in the listed order below.

e Employment status:
— If (Ql=missing) and (Q2>0 or Q3>0 or Q4>0), then Q1=YES.
e Hours missed due to psoriatic arthritis:
— If Q1 =NO, then Q2 = missing.
— If (Q2 =0 or missing) and Q1 = missing, then Q2=missing.
e Hours missed due to other reasons:
— If Q1 =NO, then Q3 = missing.
— If (Q3 =0 or missing) and Q1 = missing, then Q3=missing.
e Hours actually worked:
— If Q1 =NO, then Q4 = missing.
— If (Q4 =0 or missing) and Q1 = missing,then Q4=missing:
e Work productivity:
— If Q1 =NO, then Q5 = missing:
— If (Q5 =0 or missing) and*\Q1 = missing, them Q5=missing.
— If Q4=0, then Q5 = missing.
In the listings, the original values will be Kept and displayed.
The WPAI-SHP scores are based on-l-item (presenteeism, activity impairment), 2-items

(absenteeism) and multiple items*(overall work productivity). A score cannot be calculated if
there is a missing response to_the corresponding item.

A negative numbet(will indicate a reduction in the score/improvement for subjects.

The change from Baseline score is derived as post Baseline score minus Baseline score. A
negative change scoreindicates a reduction in the score/improvement for the subject.

The change from Baseline in scores will be analyzed at Week 16, 24, 52.

Theanalysis,of WPAI-SHP scores will be performed on observed cases only.

8.3.1.27 Responses to the EuroQol-5 Dimensions-3 Level (EQ-5D-3L), change
from Baseline in VAS score

The Euro-Quality of Life 5-Dimensions 3 Level version (EQ-5D-3L) health questionnaire
provides a descriptive profile and a single index value for health status (using a VAS).

The instrument is composed of a 5-item health status measure (mobility, self-care, usual
activities, pain/discomfort, anxiety/depression) and a VAS. Each of the 5 health states is divided
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into 3 levels (no problem, some or moderate problems, and extreme problems) and is scored as 1,
2, and 3, respectively. These scores are referred as “utility scores”.

The EQ-5D VAS records the respondent’s self-rated health status on a vertical 20cm scale, 0 to
100 graduated (0=worst imaginable health status, 100=best imaginable health status).

The response in each of the 5 items of the EQ-5D-3L and the values and the changes in VAS
from Baseline will be presented at Week 4, 16, 24, 36, 52.

8.3.1.28 Change from Baseline in Patient’s Global Assessment of Arthritis
(PGA-arthritis) and Physician’s Global Assessment of Arthritis
(PhGA-Arthritis)

The physician’s global assessment of arthritis (PhGA-arthritis) and the patient’s global
assessment of arthritis (PGA-arthritis) are clinical outcomes based on visualanalog'séales (VAS)
ranged from 0 to100 (in mm).

e PGA-Arthritis: Subjects will assess the impact of their arthritis;pain in answering the
following question “Considering all the ways your arthritis affects you;please mark a vertical
line on the scale below to show how you are feeling today:” The'stubject should be asked to
consider their arthritis symptoms and functienal capacityin their' response to this question.
Subjects will score PGA-Arthritis in using a-VAS where 0 is<fvery good, no symptoms” and
100 is “very poor, severe symptoms.”

e PhGA-Arthritis: The investigator willassess how the subject’s overall arthritis appears at the
time of the visit using a numericalrating scale where 0 is “very good” and 100 is “very
poor”. This assessment willL.be based through the)following question: “The Patient’s arthritis
at this time is: “Please mark<a vertical line on the scale below to assess the overall status of
the subject's arthritis signs and symptoms and the functional capacity of the subject.”

Values and changes from Baseline-in PhGA-Arthritis and PGA-Arthritis will be analyzed at
Week 2, 4, 8, 12, 16, 20, 24,28,/32, 36,44, 52.

8.3.2 Analyses. of other efficacy endpoints
Unless specified above; all other efficacy variables will be analyzed for all subjects:

e In by-visit tables, for.the following treatment groups: Placebo/BKZ160 mg Q4W, BKZ
160mg Q4W, ADA40mg Q2W.

e on the'RS, for the overall study period (until Week 24 for the Week 24 analysis).
8.3.21 Time to ACR20/50/70 response

The'time totACR20/50/70 response will be successively analyzed:

e For the DBP, on the 3 treatment groups (for the Week 24 analysis).

e For the overall study period, on the 3 treatment groups (for the Week 52 analysis) They will
be estimated and presented using the Kaplan Meier (KM) product limit method for each of
treatment groups.
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The KM plots of time to ACR20,50,70 response will be presented by treatment group. The line
will start at 0 and will increase over time, representing time to achieving the response (reversed
KM estimates).

The median time to response, including the 2 sided 95% CI, will be calculated for each treatment
group.
For the analysis on the DBP, the hazard ratio of BKZ vs. placebo as well as the corresponding

95% CI and p-value will be displayed (using SAS® PROC PHREG stratified by region.and bone
erosion at Baseline)

Comparisons of BKZ vs. placebo will be analyzed based on a log-rank test stratified by region
and bone erosion at Baseline (0, >1) (considering that the same stratification factors haye been
retained for the primary efficacy analysis). This comparison will be performed using'SAS®
PROC LIFETEST on subjects from both treatment groups.

The time to ACR20/50/70 endpoints will be analyzed using OC data
8.3.2.2 Other endpoints (excluding time, to ACR20/50/70 response)
For the binary variables, the following estimand structure (composite'estimand) will be defined:

e Population = Subjects enrolled accordingto.the protoeol-specified inclusion/exclusion
criteria and randomized to IMP.

e Subject-level outcome = The given variable and time point being summarized.

e [E handling = An IE is defined\as discontinuation of study treatment prior to the time point
being summarized. A composite strategy will‘be-implemented in which a positive clinical
outcome is defined as achieving the.given.variable at the specified time point and not
discontinuing study treatment through that-time point.

¢ Population-level summarymeasure-= Unadjusted proportion of responder.

Subjects who have an IE,swhich will'be considered associated to a treatment failure, will be
considered as non-responders. Ahy missing data will also be considered as non-responders (NRI
approach). For categorical variables, the worst-category will be imputed similarly instead of non-
response.

For the continuous variables, the following estimand (hypothetical estimand) will be defined:

e Population = Subjects enrolled according to the protocol-specified inclusion/exclusion
criteria and randomized to IMP.

e (Subject-level outcome = The given variable and time point being summarized.

¢ [E handling = An IE is defined as discontinuation of study treatment prior to the time point
being summarized. A hypothetical strategy will be implemented in which outcomes for
subjects without an IE are as observed at the given time point, and outcomes for subjects
with an IE are treated as though they had completed the randomized study treatment through
the time point being summarized. A MI strategy will be used to impute data following an IE.

e Population-level summary measure = Unadjusted mean.
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The analysis of other continuous efficacy variables will be performed according to the above
estimand, using MI-MCMC/ monotone regression as imputation method for missing data for all
visits up to Week 24 for the Week 24 analysis and all visits up to Week 52 for the Week 52
analysis (similarly as in Section 8.2.2).

The other efficacy variables will also be summarized based on OC and the modified composite
estimand (for binary variables) and summarized by visit for all treatment groups as detailed
below:

For binary endpoints using:

e The number and proportion of responders using the NRI approach.

e The mean proportion of responders in the multiple imputed datasets and.the 95% CT
(modified composite estimand). For ACRS50 response at post-Week 16-visits-for‘subjects
responding at Week 16, the same imputed data as generated in the context of'the analysis of
the primary efficacy endpoint will be used.

— For enthesitis and dactylitis free-state based on the pooled data of PA0010 and PA0O11
subjects (for subjects in the BKZ 160mg Q4W-and thePlaceboigroup), the MI will be
performed on the pooled dataset (using data.from Baseline; Week 4, 8, 12 and 16) the
same way as described in Section 4.2:2.2;but with'the foHowing covariates in that order
for each SAS® PROC MI: region(North America, Western Europe and Eastern Europe
in that order) and study-id ( “1” for-PA001Land “0> for PA0010).

— For enthesitis based on LEI;:the MI will'be run on all subjects and results reported for
subjects with LEI>0 at Baseline ; for-other binary variables derived from continuous
value(s), the MI will be'tun on the subset of subjects (if applicable) for which the variable
will be reported (ie: for LDI-and Tender dactylitis count in the context of PASDAS
calculation, on subjects with LDI>0at Baseline)

— For ACR50 based onnWeek 16 Baseline, the MI will be run on Week 16 and post-week
16 values, on the ATBS for the Placebo group. Week 16 value will be considered as the
Baseline valueregardless-ef whether the Placebo subjects switched to BKZ on a later
visit.

— For PASI90 based,on Week 16 Baseline, the MI will be run on W16 and post-week 16
values, on the, ATBS for the Placebo group on subjects with PSO involving at least 3% of
BSA-at Week“16. Week 16 value will be considered as the Baseline value regardless of
whetherthe Placebo subjects switched to BKZ on a later visit.

° The observed number and proportion of responders on subjects with observed data
For categorical endpoints (ie, EQ-5D-3L dimensions score, DAPSA state, PASDAS categories)
using:

e The number and percentage by endpoint category using the NRI approach (as performed for
the primary analysis of the primary endpoint with the exception that the NRI is replaced by
the worst category imputation)
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e The mean percentage and corresponding 95% CI by endpoint category in the multiple
imputed datasets (modified composite estimand). Regardless of imputed values, the value of
the categorical endpoint after IE are by default set to the worst category (ie: High Disease
Activity for DAPSA state)

e The observed number and percentage by category on subjects with observed data.

For continuous endpoints, on absolute values and changes from Baseline (or ratio from Baseline
for hs-CRP) using:

e The mean (with geometric mean for hs-CRP and its 95% CI), SE, median, minimum, and
maximum in the multiple imputed datasets (hypothetical estimand) (except for‘'WPAJ=SHP
scores).

— For the change from baseline in LDI, LEI and SPARCC based on(the pooled-data of
PA0010 and PAOO11 subjects (for subjects in the BKZ 160mg.Q4W and the Placebo
group), the MI will be performed on the pooled dataset (using data from Baseline, Week
4, 8, 12 and 16) the same way as described in Section 4.2:2.2, but with the following
covariates in that order for each SAS® PROC!MI: region (North America, Western
Europe and Eastern Europe in that order) and study<id*( “1” for PA0011 and “0” for
PA0010).

— For LEI, the MI will be run on all:subjects and results reported for subjects with LEI>0 at
Baseline ; for other continuous variables derived from continuous value(s), the MI will be
run on the subset of subjects(if'applicable) for-which the variable will be reported (ie: for
LDI, on subjects with LDI>0 at Baseline)

— For Tender dactylitis count in thercontext,0f PASDAS calculation, if the MI does not
converge, a conservative approach will be used by first imputing a value of 1 for all joints
with missing tenderness seore.

e The observed number oflobservations'(n), the mean (with the geometric mean for hs-CRP),
SD, median, CV (geometric €V for hs-CRP), minimum, and maximum.

For ACR20, ACR50,ACR70, PASI75, PASI90, and PASI100 responders over time, a line plot
by treatment group will be-produced.

8.3.2.3 Additional statistical analysis for other efficacy endpoints

Although-statistical testing is not planned for other efficacy variables as per protocol, for selected
other efficacy variables, it is of interest to perform statistical testing and calculate inferential
statistics. The associated p-values will be considered nominal and not controlled for multiplicity.

For continuous variables, the MI-MCMC/monotone regression approach will be applied for the
imputation model on the change from Baseline (hypothetical estimand). The analysis model will
be based on ANCOVA with fixed effect of treatment, region, bone erosion at Baseline and
Baseline value as covariates.

For responder variables, the analysis will follow the NRI approach (composite estimand). The
analysis model will be based on a logistic model with fixed effect for treatment and bone erosion
at Baseline and region as stratification variables.
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Below is a list of other secondary efficacy variables for which these nominal p-values (with the
timepoints in parentheses) will be calculated.

The results of these inferential tests (LSM differences for continuous variables, OR for binary
variables, 95% CI and p-value) will be presented in a single table:

For the following endpoints, the p-value provided (based on the change from Baseline for
continuous variables) will be based on the comparison of BKZ 160mg Q4W and placebo groups
using the same statistical methods for binary variables as used for the primary analysis of
ACRS50 (Section 8.1.2) and for the continuous variables as used for the analysis of th¢tACR
components (Section 8.1.4.4):

e ACR20/50/70 (Week 2, 4, 8,12, 16)

e PASI75/90/100 (Week 2, 4, 8, 12, 16)

e ACRS50/PASI90 composite (Week 2, 4, 8, 12, 16)
e ACRS50/PASI100 composite (Week 2, 4, 8, 12, 16)
o TJC(Week2,4,8,12,16)

o SJC (Week 2,4,38,12,16)

e MDA (Week 4, 8, 12, 16)

e PtAAP (Week 2, 4, 8, 12, 16)

e PsAQoL (Week 4,16)

e PsAID-12 (Week 4, 16)

e FACIT-Fatigue subscale (Week-4, 16)

e WPAI-SHP (Week 16) (onmobserved.data)

e VdJHmMTSS (Week 16)

e DAPSA (Low disease activity or better) “response” (Week 2, 4, 8, 12, 16)
e PsARC (Week 2,4, 8412, 16).

For the following endpoints, 2 p-values will be provided one for the comparison of BKZ 160mg
Q4W and Placebo/BKZ 160mg Q4W groups and one for the comparison of BKZ 160mg Q4W
and ADA40mg Q2W groups:

o _ACR20/50/70 (Week 16, 24, 52)

o PASI75/90/100 (Week 16, 24, 52)

e ACRS50/PASI90 composite (Week 16, 24, 52)
e ACRS50/PASI100 composite (Week 16, 24, 52)
e MDA (Week 16, 24, 52)

e PsARC (Week 16, 24, 52).
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9 PHARMACOKINETICS AND IMMUNOLOGICAL
(IMMUNOGENICITY) ANALYSES

9.1 Pharmacokinetics

Pharmacokinetic variables will be analyzed for all subjects in the PK-PPS.

Only subjects treated with BKZ will be included in the PK analyses. The Baseline observation
for the Placebo group will be the Week 16 pre-dose observation. PK variables will be
summarized at each scheduled visit by treatment group (Placebo / BKZ 160mg Q4W'and BKZ
160mg Q4W).

e BKZ concentrations will be summarized by treatment group, globally and énysubjects
randomized in Japan.

No imputation will be used for missing samples. However, if plasma concentration
measurements are below the limit of quantification (BLQ), then for the'calculation of the derived
statistics, the result will be set to %2 of LLOQ (ie, 1/2*0.250 = 0.125 ng/mk)» Descriptive
statistics including number of values, geometric mean, its 95% CI, geometric coefficient of
variation, mean, SD, median, minimum, and maximum. Geometric mean and its 95% CI,
geometric CV, mean and SD will be calculated(if at least %5"of the‘values of interest is above the
LLOQ and number of values >3 at the respective timepoint; otherwise, only number of values,
median, minimum, and maximum will be presented.

e In addition, geometric mean of BKZ plasma concentration (with 95% CI) time curves will be
plotted on linear and semi-logartithmic sealées:

— by treatment group (2 lines per graph, onéJline for each treatment),

e The table summary and figuresvill be primarily repeated by anti-BKZ antibody status
(positive, negative, missing) by'treatment group (3 lines per graph, one line for each anti-
BKZ antibody status, one-gtaph per.treatment group). The missing group will not be
displayed if >95% of subjects ate categorized in the non-missing groups.

The ADAD status _(positives negative, or missing) will be considered in a cumulative manner
at each time point:

— asubject will be(counted as positive from the first visit at which the subject achieved a
positive ADAbsample result to the end of the treatment period (regardless of any
missing/inconclusive or negative ADADb sample result).

—If a subject has only negative ADAb samples or only one missing/inconclusive sample
with'negative ADADb samples up to that timepoint, the subject will be classified as
negative. An exception remains for the Baseline Visit where only one sample would be
available. If the sample is missing/inconclusive, then the sample will be classified as
being negative for the cumulative ADAD status.

— Otherwise, the subject will be classified in the missing ADAb category.

e The table summaries and figures will also be repeated by neutralizing anti-bimekizumab
antibodies (NAD) status (ADAD negative, NAb positive, ADAb positive / NAb negative,
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NAD missing) (Section 9.2.2) and treatment groups. Separate tables and figures will be
generated for concentration data up to Week 16, 24 and 52.

For the concentration summary tables and figures by NAD status, 2 sets of summary tables
and figures will be produced:

For the DBP (up to Week 16), a table and figure summarizing the BKZ concentration for
the BKZ 160 mg Q4W group. For these tables and figures, the NAD status will be
determined on a subject-level basis (ie, not on a visit level) according to the categories in
Section 9.2.2. The NAb status will be determined based on data from the Bas¢line visit
(pre-dose sample on study Day 1) up to Week 16 NAb sample (eg, if a subject has‘no
positive samples for ILI7AA or IL17FF from Baseline up to Week 16, that subject/will
be assigned a NAb negative status for all visit of the DBP).

For the DBP and the ATP (up to Week 24), tables and figures sumimarizing the BKZ
concentration by treatment group and NAb status. For the Plagebo / BKZ 160mg Q4W
group, the NAb status will be determined based on data frem-sample.at baseline visit
(pre-dose sample on Week 16) up to Week 24. For the BKZ 160:mg Q4W group, the
NAD status will be determined based on data from sample at Baseline visit (pre-dose
sample on study Day 1) up to the NAb sample on Week 24 (eg, if a subject has no
positive samples for ILI7AA or IL17FE from Bas¢line up'to Week 24, that subject will
be assigned a NADb negative statug-for all visitjof the DBP and ATP up to Week 24). The
NADb status will be re-derived with-updated.data forithe Week 52 analysis, followed by an
update to the relevant tables/and-figures:

PK samples collected at scheduled. visits and meeting the following requirements will be
included in summaries and corresponding figures.Samples not meeting the following
requirements will be excluded:

For PK samples associated with Visit 3 (Week 2): include samples collected >1 week
and < 3 weeks after the first BKZ ‘dose and before the subsequent BKZ dose.

For PK samples associated,with Visit 28 (Week 52) or the ET visit: include samples
collected >14-days and <42 days after the last/previous dose received.

For PK samples associated with all other visits (Week 4, 8, 12, 16, 20, 24, 36): include
samples.collected>14 days after the preceding dose, <42 days after the preceding dose,
and'no later than 1 hour after the current visit dose including unscheduled assessments as
described in“Section 3.1.

For the)SFU visit, all concentrations obtained at the SFU visit will be included in the
summary tables but will not be included in the figures.

When multiple samples meeting the criteria above are associated with the same visit (either
because multiple samples were collected or due to remapping or unscheduled visits), only results
from 1 valid sample will be included in summaries and figures using the following rules. All
others will be excluded and only listed:
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— For PK samples with different dates, the sample that is closest to the target visit date will
be included. For samples with different dates that are the same distance to the target visit
date, the sample collected prior to IMP dosing will be included.

— For PK samples with the same date, the first sample as provided in the raw data will be
included.

e The BKZ concentrations will also be listed for all subjects in the SS (for BKZ treated
subjects). All concentrations will be listed as received, prior to substitution of any. BLQ
values. The listing will include flags for concentrations that were excluded from the 'summary
statistics where the reason for exclusion will be one or more of the following:

— Sample collected out of window relative to current dose: for PK samples-dssociated with
Week 2: includes samples collected <1 week or > 3 weeks after the\first BKZ dose. For
PK samples associated with visits other than week 2, 52, ET, or. SFU: includes samples
>1 hour after the current visit dose.

— Sample collected out of window relative to previous dose:\For PK'samples associated
with all visits except the Week 2 or SFU visit: includes samples'collected <14 days or
>42 days after the previous dose received

— More than 1 sample obtained at the same visiti-Includes all samples excluded due to
multiple valid samples associated/with a visit.

All plasma concentration data will be'teported. in ug/mlcin‘the tables, figures, and listings.

If more than 10% of the PK concentration résults have been excluded from the table summaries,
the PK excluded results will be listed in.a separate listing.

9.2 Immunological (Immunogenicity) analyses
9.21 Anti-bimekizumab antibody

The ADAD will be assessed using as3-tiered assay approach: Screening, confirmatory, and
titration assays. Samples confirmed as positive within the confirmatory assay will be further
evaluated for the presénce of NAb specific to binding of BKZ to IL-17AA, IL-17FF or both.

Screening, confirmatory and titer cut points of the respective assays will be determined by the
bioanalytical laboratory. The relevant statistical reports will be provided as part of the
bioanalytical reports:

The ADADb samples are analyzed on the SS but are not analyzed when subjects are on a treatment
otherthan BKZ:For subjects who switch from placebo to BKZ, samples are analyzed at Baseline
visit (prior'to-any dosing) and at the visit (Week 16) when the switch to BKZ occurs. The sample
at'the visit when the switch occurs will act as the Baseline for that treatment group.

The Screening cut point will be used to determine the ADAD status in the test sample as
“Positive Screen” (PS) or “Negative Screen” (NS). For samples presenting anti-BKZ antibody
levels that are PS, further confirmatory assay will be performed, and the result of which will be
reported as either “Positive Immunodepletion” (PI) or “Negative Immunodepletion” (NI).

The ADAD status for each visit will be derived as following:
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— Sample values that are either NS or PS and NI will be defined as ADADb negative

— Sample values that are either NS or PS and NI and where the BKZ concentration exceeds
the validated ADAb assay drug tolerance limit (200 pg/mL) will be defined as
inconclusive.

— Sample values that are PS and PI will be defined as ADADb positive (regardless of
availability of a titer value)

— Missing if it does not go into one of the above categories.

PI samples will be titrated, and the ADAD titer (reciprocal dilution factor includingsMRD)
reported. The PI samples will also be subject to a neutralizing assay to evaluate ‘whether, the anti-
BKZ antibody neutralizes the target binding of BKZ (IL17A or IL17F or both) in-vitfo.

The following rule will be implemented for by-visit ADAb summaries.whete applicable:

— From Baseline through Week 24 visit, if the ADAb sample i$collected-within =14 days
relative to the visit date at which the drug was administered (or 14 days from a
scheduled visit at which dosing was not performed), the;ADAb xesult for that sample will
be associated with the scheduled visit and‘summarized accordingly.

— From Week 24 visit, if the ADAD sample-is collected within £21 days relative to the visit
date at which the drug was administered (or&21 days from a scheduled visit at which
dosing was not performed), the ADADb result for that sample will be associated with the
scheduled visit and summarized.accordingly.

— In all cases, this will include unscheduled assessments as described in Section 3.1 (if a
dose was administered at an unscheduled visit). Samples collected outside this window
will be excluded from the ADAb sumimaries and will be listed only.

The rules above will apply to by-visit summaries only. This rule will not apply for the Week 52,
ET or SFU visits. Thus, all ADAD data obtained at these visits will be included in the by-visit
summaries.

All other summaries of ADAb‘status will use all available data (scheduled and unscheduled).

In addition, the anti-BKZ antibody status will be further classified according to the ADAb
categories outlined below:

— Category I: Pre ADAD negative — treatment-emergent ADAD negative: Includes
subjects-who are negative at Baseline and antibody negative at all sampling points post
treatment (including SFU), one post-baseline missing/inconclusive sample is allowed for
subjects with pre-ADAD negative sample. This group also includes subjects who have
missing/inconclusive pre-treatment sample (eg either missing/inconclusive or insufficient
volume) at baseline with all post-baseline samples as ADAb negative.

— Category 2: Pre ADAD negative — treatment-emergent ADAD positive: Includes
subjects who are negative at Baseline and antibody positive at any sampling point post
treatment (including SFU). This group also includes subjects who have a missing pre-
treatment sample (either missing or insufficient volume) at Baseline with one or more
ADAD positive post-treatment samples.
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— Category 3: Pre ADAD positive — treatment reduced ADADb: Includes subjects who are
positive at Baseline, and antibody negative at all sampling points post treatment
(including SFU).

— Category 4: Pre ADAD positive — treatment unaffected ADADb positive: Includes
subjects who are positive at Baseline and are positive at any sampling point post
treatment (including SFU) with titer values of the same magnitude as Baseline (ie less
than a predefined fold difference from the Baseline value). For the purposes of this\study,
this is set at an increase of less than the validated Minimum Significant Ratio((MSR) of
2.07-fold from baseline.

— Category 5: Pre ADAD positive — treatment boosted ADAb positive: Includes subjects
who are positive at Baseline and are positive at any sampling point.pOst treatmerit
(including SFU) with increased titer values compared to Baseline (greaterthan or equal
to a predefined fold difference increase from Baseline value which is defined within the
validation of the assay). For the purposes of this study, this is(set at an.increase greater
than or equal to the validated Minimum Significant Ratio (MSR)-«0£2.07-fold from
Baseline.

Note: For any subject who is positive at'Baseline.and positive at a post-Baseline time
point, but for whom titers are not available to determine treatment unaffected or treatment
boosted status, the subject will be.considered as treatment boosted (ie, Category 5),
assuming no other samples are available.

— Category 6: Inconclusive: Includes.subjects.who have a positive pre-treatment sample
and some post-treatment;samples are’'missing, while other post-treatment samples are
ADAD negative or missing.

— Category 7: Total treatment-emergent: Category 2 and 5 combined: Includes subjects
who are pre ADAD negative — treatment emergent ADAD positive (Category 2) and pre
ADAD positive — treatment boested ADADb positive (Category 5).

— Category 8: Totalprevalence of pre-ADADb positivity: (Categories 3, 4, 5 and 6
combined): Subjects that are tested ADADb positive at Baseline.

— Category 9:"Missing: Includes subjects who have a negative or a missing/inconclusive
pre-treatment'sample and some post-treatment samples are missing/inconclusive, while
othér post-treatment samples are ADAb negative or missing.

For the.subjectstandomized to placebo group, the Baseline will be the Week 16 pre-dose
obsérvation.

All the following analyses will be prepared on the SS on BKZ treated subjects by treatment
group (Placebo / BKZ 160mg Q4W and BKZ 160mg Q4W):

e A summary table displaying the number and percentage of subjects with ADADb status -
positive, negative, total of positive and negative , missing - at each visit (including SFU) and
overall will be provided. For the overall summary at any visit, 2 summaries will be
presented:
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Including any visit during the treatment period (as defined in Section 3.1). Thus, this

summary will exclude data obtained at the SFU visit and will include data obtained at
Baseline. This summary will display the overall ADAD status up to Week 16 (for the

BKZ 160 mg Q4W group), and to Week 24 and 52 by treatment group (BKZ 160 mg
Q4W, Placebo / BKZ 160 mg Q4W).

Including any visit during the study. Thus, this summary will include data obtained at
both the SFU visit and at Baseline. Subjects who rolled over to the OLE study will'not
have a SFU visit per study protocol. For these subjects, the ‘overall ADAD status
including SFU’ will then be considered as being identical to the ‘overall ADADb status up
to Week 52°.

For the overall ADAD status, a subject will be classified as:

Positive if the subject has at least one positive sample at any time in the treatment period
(regardless of having missing /inconclusive data)

Negative if the subject has all the samples negative or only, one missing/inconclusive
sample with negative ADADb samples up to the timepoint,of interest

Missing if the subject has missed more than.one sample result for ADADb assessment (or
have more than one inconclusive sample)and all.other.available ADAb samples are
negative during the period of interest (If there)are >95% of subjects included in the non-
missing groups, the missing group will net.be displayed on the table).

e The above summary table displaying the number. and percentage of subjects in each of the
ADAD status (positive, negative, total‘of positive’and negative, missing) will be repeated for
the subjects randomized in Japan for Placebo,/ BKZ 160 mg Q4W and BKZ 160 mg Q4W
groups (overall summaries only).-Fhe overall summary excluding SFU will be generated for
up to Week 16, 24 and 52.

e A summary table displaying the number and percentage of subjects in each of the ADAb
status (positive, negative, total of’positive and negative, missing) by concomitant medications
(use of cDMARDs(at entry;use of MTX at entry, use of oral/systemic corticosteroids at
entry) will be provided (overall summaries only, including summaries up to Week 16, 24, 52
and SFU).

e A table displaying the number (%) of subjects with the first occurrence of any ADAb
positivity (ie:.including Baseline visit) or ADAb treatment-emergent positivity during the
study will be,summarized by treatment group (Placebo / BKZ 160mg Q4W and BKZ 160mg
Q4W). This summary will include the following categories:

Any ADAb+: ADA positive sample regardless of category during the treatment period,
ADAD Category 2: Pre ADAD negative — treatment-emergent ADAD positive,

ADAD Category 5: Pre ADAD positive — treatment-boosted ADAD positive (if this
category represents at least 10% of the subjects, otherwise results are to be merged with
category 2). For this category, the first occurrence of a boosted result is considered.
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The table will include the number and percentage of subjects with first occurrence of any
ADADb+ sample, and also subjects who are either treatment-emergent ADADb positive or
treatment-boosted ADAD positive for the first time at the specified time point in the study
and will include the cumulative number and percentage of subjects with any ADAb+ sample
and treatment-emergent ADAD positive results at each time point.

e A boxplot of the ADAD titer by time of occurrence of ADADb positivity will be created for
each treatment group (Placebo / BKZ 160mg Q4W and BKZ 160mg Q4W). The ADAb titer
results will be presented on the log-scale. The time to occurrence is defined as the.time in
weeks from Baseline until the visit of interest when a sample is ADAb positive."Subjects who
do not have any ADADb positivity will be excluded from the plot.

e A summary table of the number and percentage of subjects in each of the 9 ADAb.categories
will be tabulated.

e Some figures summarizing the time to achieve any ADAD positiyity and tfeatment emergent
ADAD positivity on a cumulative basis will be presented by treatment group (4 lines per plot:
i.e. 2 lines for each treatment group, one line for time to achieve any. ADADb positivity and
one line for time to achieve treatment emergent ADADb positivity). Subjects will be
considered to have an event at the timepoint at which an”ADAb+ result or treatment
emergent ADAD positivity is first achieved., Treatment-emergent ADAb+ in this plot will be
based on ADADb category 7 (total treatment-emergent ADAD).
I£>10% subjects are classified as ADAbD category 5, the treatment emergent ADAb+ line
will be further split by the following categories (thus.the plot by treatment group will include
3 lines):

— ADAD category 2: Pre ADAb negative & treatment-emergent ADADb positive,
— ADAD category 5: Pre ADAb positive — treatment-boosted ADADb positive.

e Individual plots (one plot byssubjeet) of BKZ concentrations/ADAD titer and ACR50
response (based on NRI) will be created. All 3 endpoints will be plotted on the Y-axis by
visit (x-axis) for the full treatment period, including SFU when a subject has not progressed
into the OLE. Plots'should be labeled and grouped into the 9 ADAD categories and display
vertical lines on the x-axis corresponding to the dosing incidences/visits.

For the Week 24 analysis, the ADAD categories will be based on data up to Week 24.

e Individual plots(1-plot by subject) of BKZ concentrations/ADADb titer and PASI90 (on
subjeets with. PSO involving at least 3% of BSA at Baseline) will also be created similarly as
described-above.

o ~Spaghetti plots of ADAD titer (y-axis) will be reported on the log-scale by visit (x-axis) by
treatment group for all ADAD positive subjects. This plot will include the following ADADb
categories:

— Category 2: Pre ADAb negative — treatment-emergent ADADb positive,
— Category 5: Pre ADAD positive — treatment-boosted ADADb positive.
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The 3 plots described above will present ADAD titers using a semi-logarithmic (ADADb negative
samples will therefore be excluded from the plots). Furthermore, all ADAD titer values<100 will
be represented as 1 in these plots.

Figures will summarize efficacy response (ACR50, ACR20 and PASI90 responders based on
NRI for PASI9O0 in the subgroup of subjects with PSO involving at least 3% BSA at
Baseline) versus ADAD titer quartiles. The x-axis will display the ADADb titer quartiles ‘at
Week 16 (categorized as negative, Q1, Q2, Q3 and Q4) and the y-axis will display
percentage of ACR50 (ACR20 or PASI90) responders at Week 16. The plot will therefore
display the percentage of ACR50 (ACR20 or PASI90) responders as a function ofithe
number of subjects within each ADADb and titer categories. Subjects with negative ADAb
results at Week 16 will be included in the ‘negative’ category on the x-axis. This plot will
include data only from subjects randomized to BKZ 160 mg Q4W.

The figure will be repeated using Week 24 and 52 ACR50, ACR20jand PASI90 responder
rates and Week 24 and 52 ADAD titer quartiles, respectively, andwill include all subjects
receiving BKZ. The figure for Week 24 and 52 data will be split'by treatment group. Thus, 2
figures per efficacy variable and time point will be presented.

Two figures (side by side) summarizing time course of ¢fficacy.response (ACRS50 responders
based on NRI) for each treatment group (Rlacebo / BKZ 160mg'Q4W and BKZ 160mg
Q4W) by the following ADAD categories.considered for the efficacy sub-group analysis (3
lines per plot) will be created:

— ADAD positive - Defined as:Subjects haying at-least 2 ADAD positive samples during the
study (including baseline.and 'SFU. Gp to the'timepoint of interest) regardless of other
ADAD negative samplés/and/or,missing.Or, inconclusive samples

— ADAD negative - Defined as:subjects for whom either (1) all samples (including baseline
and SFU up to the timepoint of interest) are ADAD negative and there are no missing or
inconclusive samples,.(2) only-l sample is ADADb positive and all other samples
(including baseline and SFU uip to the timepoint of interest) are ADAb negative or
missing/inconclusive or (3)-only one sample is missing/inconclusive and the remaining
ADAD samples are negative.

— ADAD Missing --Defined as subjects who do not fulfil the criteria for one of the 2 groups
listed.-above.

Separate-figurées ;will be presented for data up to Week 16 (for the BKZ 160mg Q4W group)
and\side by side by treatment group for data up to Week 24 and Week 52. The data will also
bepresented-in a tabular format. The analyses will be repeated for ACR20 and PASI90 (for
PASI90;in the subgroup of subjects with PSO involving at least 3% BSA at Baseline).

If >95% of subjects are included in the non-missing groups, the missing group will not be
tabulated and thus not displayed on the figure.

Note: for efficacy by ADAD status summary up to a particular timepoint (Week 16, 24 and
52), only ADAD data up to the timepoint of interest will be utilized in deriving the overall
ADAD status during that period. The percent of subjects in each of the ADAD categories
considered for efficacy sub-group analyses will be summarized.
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e All individual subject-level ADAD results will be listed including the Screening assay,
confirmatory assay, ADAD status, and titers if applicable. Note, that titer results will only be
available, if the confirmatory assay is positive. The listing will also include flags for ADAb
measurements that were excluded from the by-visit summaries. The reason for exclusion will
be one of the following:

— Sample collected out of window relative to current dose (or visit),
— More than one sample obtained at the same visit.

e Finally, if more than 10% of the ADADb results have been excluded from the table summaries,
the ADAD excluded results will be listed in the same listing as the one mentioned in
Section 9.1 for excluded PK results.

9.2.2 Neutralizing anti-bimekizumab antibodies

NADb will be assessed using IL-17AA- and IL-17FF-specific assay methods, reéspectively. NAb
results will be positive or negative to each specific NAb assay or both:

Any NAD results derived from samples with drug concentrations > the drug tolerance limits of
the NAD assays (100pg/mL) will be labeled 'inconelusive'. Allinconelusive results will be
regarded as missing.

Subjects will be assigned an overall Neutralizing antiéBKZ antibodies (NAb) classification,
inclusive of Baseline and post-Baseline results from\NAb assay:

e NAb negative: No NAb positive-samples for-1L-17AA and IL-17FF at Baseline or post-
Baseline. This group will also include subjects who have only 1 missing sample and all other
available samples during the'petriod-of interest are negative. Study participants who are NAb
negative will be classified as follows:

— ADAD positive / NAb negative: ADAb positive subjects who are 1) NAb negative for all
available ADAD positive;samplesior 2) with only one missing NAb sample and all other
evaluated ADAD positive samples are NADb negative.

— ADAD negativenif'the subject has all the samples as ADAb negative or only one
missing/inconclusive’sample with all other available samples as negative ADAb. Note
that ADAb negative.samples are not subject to the neutralizing assay.

e NAD positive: One.or more positive samples (IL-17AA positive, [L-17FF positive, or both)
at Baseline or post-Baseline (regardless of missing samples). Study participants who are NAb
positive wilkbe further classified as follows:

— Positive for IL-17AA only: one or more positive samples for IL-17AA at baseline or
post-baseline. No positive samples for IL-17FF

— Positive for IL-17FF only: one or more positive samples for IL-17 FF at baseline or post-
baseline. No positive samples for IL-17AA

— Positive for both IL-17AA and IL-17FF: one or more positive samples for both IL-17AA
and IL-17FF at baseline or post-baseline

e NAb Missing:
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— >1 relevant NADb samples are missing/inconclusive and other available NAb samples
during the period of interest are negative, eg, missing or insufficient sample left for NAb
testing.

Note: For PK and efficacy analyses up to a certain timepoint (Week 16, 24 and 52) by NAb
status, only data up to the timepoint of interest will be utilized in deriving the subject’s overall
NAD status during that period (eg for the ACR50 by NAb up to Week 16, only NAb data from
baseline up to Week 16 will be used to derive subject’s overall NAb status during the DBP):

e A listing will be produced to summarize the NAb status overall in the study. Thelisting will
be sorted by treatment group (Placebo/ BKZ 160mg Q4W vs. BKZ 160mg Q4W), subject
identifier and visit and will summarize the following information for each subject assessed
for NAb:

— Visit

— Study week

— Laboratory sampling date and time

— Time since previous dose (weeks)

— The corresponding BKZ plasma congéntrationlevél at each visit (ug/mL)

— Anti-BKZ anti-body titer at each visit

— IL-17AA NAb status and corresponding, IL.-17AA signal/negative control result
— IL-17FF NAD status and-corresponding IL-17FF signal/negative control result

e A summary table will provide the folowing-overall summary statistics by treatment group
(Placebo/ BKZ 160mg Q4W vs:BKZ 160mg Q4W) (based on the total number of
randomized subjects):

— The number and percentage©f subjects confirmed as anti-BKZ antibody positive and
anti-BKZ antibody)niegative up to Week 16, 24, 52 (excluding SFU), 52 (including SFU)

— The number and percentage of subjects who are NAb positive, NAb negative and missing
up to Week 16, 24, 52 (excluding SFU) and 52 (including SFU)).

The NAb summary tables will be repeated with percentages calculated on a denominator
based-on'the.number of ADADb positive subjects during the above periods.

In addition, the following analyses will be performed to assess the impact of NAb status on
efficacy variables:

o~ Two figures (side by side) summarizing efficacy response (ACRS50 based on NRI) versus
time for each treatment group (Placebo / BKZ 160mg Q4W and BKZ 160mg Q4W) by NAb
status (ADAb negative, NAD positive, ADAD positive / NAb negative, missing) will be
created. If >95% of subjects are included in the non-missing groups, the missing group will
not be displayed in the figure. Separate figures will be presented for data up to Week 16 (for
the BKZ 160mg Q4Wgroup), and to Week 24 and 52 by treatment group (BKZ 160mg Q4W
vs. Placebo / BKZ 160mg Q4W). The analyses will be repeated for ACR20 and PASI90 (for
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PASI90, in the subgroup of subjects with PSO involving at least 3% BSA at Baseline). The
data will be also presented in a tabular format.

10 SAFETY ANALYSES
All safety summaries will be done on all subjects in the SS.
10.1 Extent of exposure

The extent of exposure will be evaluated based on the duration of exposure to study drug.and the
time at risk.

Summaries for exposure will be presented:

e For the DBP on the SS by treatment group,

e For the ATP on the ATS by treatment group and for all BKZ treated(subjects

e For the AMP on the AMS by treatment group and for all BKZ treated subjects.
The following results will be presented:

e A descriptive summary of duration of study tréatment exposure in‘days,

e A total study medication duration in subject-years,

e The number of subjects exposed to the following durationof study treatment (for the DBP
and ATP together):

- >0 week

— >16 weeks

— >24 weeks

— >36 weeks

— >48 weeks

— >52 weeks
e A descriptive-summary-of time at risk in days,
e A total time-at risk in'subject-years.

A by-subject listing of date of first and last dose, the duration of exposure and the time at risk
will be'perfornied:

Throughout'the below sections, date of last clinical contact for each subject is defined as the
maximum of the following dates:

e Date of last visit including SFU visit,
e Last imputed AE start date,
e Date of study termination/completion,

e Last date of study drug administration.
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e Or any other collected date.

In calculation of exposure detailed below, 14 days refers to the time between 2 consecutive study
treatment administrations.

10.1.1 Double-Blind Treatment Period
10.1.1.1 Study medication duration (days)
The study medication duration will be calculated as:

e For subjects with a date of last dose in the DBP +14 days beyond the date of first'dose in the
ATP (excluding SFU):

Date of first dose (ATP) — Date of first dose (DBP) + 1

e For subjects with a date of last dose in the DBP +14 days before or onthe same day as the
date of first dose in the ATP (excluding SFU):

Date of last dose (DBP) — Date of first dose (DBP) + 14
e For subjects who have died during the DBP:
Date of death — Date of first dose (DBP)+ 1
e For other subjects:
Date of last dose (DBP) — Date of-first.dose (DBP) + 14

e For other subjects who withdrew from study or ongoing in the study during DBP, the
minimum between:

Date of last dose (DBP) — Date of first'dose (DBP) + 14
Date of the final visit (excluding SFU) — Date of first dose (DBP) + 1
10.1.1.2 Time at risk-(days)
The time at risk will be calculated.as:
e For subjects who completed the DBP and continue in the ATP:
Date of firstidose(ATP) — Date of first dose (DBP) + 1
e For subjects whoshave died prior to the final visit of the DBP:
Dateof death— Date of first dose (DBP Period) + 1

e _For all other'subjects (who discontinue on or prior to the final visit of the DBP), the
minimum between:

Date of last clinical contact — Date of first dose (DBP) + 1
Date of last dose (DBP) — Date of first dose (DBP) + 141
Total number of days in the DBP (112 days)
Note: 140 days refer to 5 times the half-life of BKZ.
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10.1.2 Active Treatment-blind Period

The exposure will be calculated for subjects in the ATS only.
10.1.2.1 Study medication duration (days)

The study medication duration will be calculated as:

e For subjects who completed the study, with a date of last dose +14 days beyond the date.of
final visit of the ATP (excluding SFU):

Date of final visit (ATP) — Date of first dose(ATP) + 1
e For subjects who have died during the ATP:
Date of death — Date of first dose (ATP) + 1
For other subjectsDate of last dose (ATP) — Date of first dose(ATPY + 14
10.1.2.2 Time at risk (days)
The time at risk will be calculated as:
e For subjects who completed the study (and continue into,the OLE study):
Date of final visit (ATP) — Date of first dose.(ATP) +'1
e For subjects who have died prior to the final visit-of the ATP:
Date of death — Date of first.dose (ATP) + 1

e For all other subjects (subjects who discontinué-early from the study, subjects who complete
study as planned but chose 1ot to continue inte the OLE study, or subjects who are ongoing
in the SFU period at the time of-the’data snapshot), the minimum between:

Date of last clinical contact — Date of first dose (ATP) +1

Date of last dose (ATP) — Date.of first dose (ATP) + 141
Note: 140 days refer to.S.times therhalf-life of BKZ.
10.1.3 Double-blind’and the Active Treatment-blind Periods (combined)
10.1.3.1 Study. medication duration (days)

The study medication)duration (in days) for subjects who do not switch study treatment at Week
16 will be calculated as:

e For'subjects'who completed the study with a date of last dose +14 days beyond the date of
final visit date (excluding SFU):

Date of final visit — Date of first dose + 1
e For subjects who have died:

Date of death — Date of first dose + 1
e For other subjects:

Date of last dose — Date of first dose + 14
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The study medication duration (in days) for Placebo subjects who switch study treatment at
Week 16 will be calculated as:

For the DBP (attributed to the Placebo treatment):

e For subjects with a date of last dose +14 days beyond the date of final visit date (excluding
SFU):

Date of first dose (ATP) — Date of first dose (DBP) + 1
e For other subjects:

Date of last dose (DBP) — Date of first dose (DBP) + 14
For the ATP (attributed to the BKZ treatment):
e Use the algorithm specified for the ATP.
10.1.3.2 Time at risk (days)

The time at risk (days) for subjects who do not switch study treatment at-Week 16 will be
calculated as:

e For subjects who completed the study (and Continueinto’'the OLE study):
Date of final visit — Date of first dose +.1

e For subjects who have died prior to scheduled final visit date of the ATP:
Date of death — Date of first dose +1

e For all other subjects (subjécts who discontinue early from the study, subjects who complete
study as planned but chose not tocontinue.into the OLE study, or subjects who are ongoing
in the SFU period at the time of'the data snapshot), the minimum between:

Date of last clinical contact —Date of first dose +1
Date of last dose —‘Date of first dose + 141

The time at risk (days)-for Placebo subjects who switch study treatment at Week 16 will be
calculated as:

For the DBP (attributed'to the Placebo treatment):

e For all subjects:

Date of first dose (ATP) — date of first dose (DBP) + 1
Forthe ATP(attributed to the BKZ treatment):
e Use the algorithm specified for the ATP.

10.1.4 Exposure and time at risk in subject-years
The sum of all durations of exposure (in subject-years) will be calculated as:

Y.subjects Duration of exposure (days)
365.25
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The sum of all times at risk (in subject-years) will be calculated as:

Ysubjects I imes at risk (days)
365.25
10.1.5 Time at risk in subject-years by COVID-19 pandemic period

The time at risk will be determined by COVID-19 pandemic period as defined in Section 3. 1.
10.1.5.1 Time at Risk in the pre-COVID-19 pandemic period

Only subjects starting study drug during the pre-COVID-19 pandemic period will have-a time at
risk calculated during that period.

e For subjects with date of last dose of study drug on or after 11mar2020:
10mar2020 - date of first dose + 1
e For subjects who have died on or before 10mar2020:

Date of death - date of first dose + 1 (If the date of death is later than 140 days
following the last dose of BKZ, this rule does not apply).

e For subjects with date of last dose of study drug on or before 10mar2020 but with the earliest
date between (date of last dose + 141) and (date oflast clinical contact) on or after
11mar2020:

10mar2020 - date of first dose + 1

e For subjects with date of last.dose’of study drug.on or before 10mar2020 but with the earliest
date between (date of last dose + 141) and (date of last clinical contact) on or before
10mar2020, minimum between:

date of last dose + 141 - dateof firstdose
date of last clinical contact - data of first dose +1
10.1.5.2 Time at Risk in‘the COVID-19 pandemic period

Subjects with study dtug period overlapping the COVID-19 pandemic periods will have a time at
risk calculated during thatperiod.

e For subjects-with ‘date of last dose of study drug on or after 11mar2020, minimum between:

Minimum(dateoflast dose + 141, COVID-19 pandemic end date) - maximum of
(11mmar2020, date of first dose)

Minimuni(date of last clinical contact, COVID-19 pandemic end date) - maximum of
(11mar2020, date of first dose) +1

e For subjects who have died on or after 11mar2020:

Minimum(Date of death, COVID-19 pandemic end date) - maximum of (11mar2020,
date of first dose) + 1 (If the date of death is later than 140 days following the last dose
of BKZ, this rule does not apply).
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e For subjects with date of last dose of study drug on or before 10mar2020 but with the earliest
date between (date of last dose + 141) and (date of last clinical contact) on or after
11mar2020, minimum between:

Minimum(date of last dose+ 141, COVID-19 pandemic end date) - 11mar2020
Minimum(date of last clinical contact, COVID-19 pandemic end date) - 11mar2020+1

10.1.5.3 Time at Risk in the post-COVID-19 pandemic period

Subjects with study drug period continuing after the COVID-19 pandemic periods will have a
time at risk calculated during that period:

e For subjects with date of last dose of study drug on or after the end date of the COVID-19
pandemic period, minimum between:

date of last dose + 141 - maximum of (COVID-19 pandemic end.date, date of first dose)

date of last clinical contact - maximum of (COVID-19 pandemiic end'date, date of first
dose) +1

e For subjects who have died on or after COVID-19 pandémic end date:

Date of death - maximum of (COVID-19-pandemicend date, date of first dose) + 1 (If
the date of death is later than 140 days-following the last dose of BKZ, this rule does not

apply).
e For subjects with date of last do§e-0f study-drug onor before COVID-19 pandemic end date

but with the earliest date between (date'of last dose + 141) and (date of last clinical contact)
on or after COVID-19 pandemic end date, miinimum between :

date of last dose + 141 - COVID-19 pandemic end date
date of last clinical contact - COVID-19 pandemic end date+1
10.2 Adverse.events

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

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

o Non treatment-emergent are the events with onset date and time prior to the very first
administration of study medication (BKZ 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 SFU Period).
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If an AE occurs on the same day as the treatment switch (Week 16, to BKZ for subjects
randomized to Placebo) then the AE will be allocated to the Double-Blind Treatment. An
exception from this general rule is made for the following types of AEs that will be allocated to
the BKZ:

e Events that fulfill the anaphylaxis criteria for acute events (refer to Appendix 1)
e Events that fulfill the hypersensitivity reaction criteria (refer to Appendix 1)

e Events with a high-level term (HLT) of “Administration site reactions NEC”

e Events with an HLT of “Injection site reactions”

The incidence of TEAEs will be summarized descriptively by treatment group, MedDRA
primary system organ class (SOC), HLT, and preferred term (PT).

AEs will be presented as “number of subjects (percentage of subjects) [mamber of'events]”. In
this style of output, “[number of events]” will include all cases of an’ AE including repeat
occurrences in individual subjects, while “number of subjects” will\count €ach subject only once.

Adverse event summaries by SOC, HLT and PT will'be ordered alphabetically for SOC and HLT
within SOC and in terms of decreasing frequeney.for PT within HET in the BKZ treatment group
and then similarly by decreasing frequency inthe-placebo-group:

AE summaries by PT will be ordered in terms of deereasing frequency for PT within the BKZ
treatment group, and in the event of ties, PT will'be sorted-alphabetically.

TEAESs will be classified by period(DBP, ATP or AMP) according to their date of emergence.
Summary tables of TEAEs willbe proyided on;

e The DBP by treatment on the SS;

e The ATP by treatment and for all BKZ-treated subjects in the ATS,

e The AMP for all BKZ-treated stbjects and the ADA group in the AMS.
10.2.1 Standard AE summaries

Tables for incidenceof the.folowing categories of TEAES will be provided:

e TEAE:s (overview);

e TEAEsby SOC,HLT, PT,

e TEAESs by.decreasing frequency of PT,

¢. . TEAEs@bove the reporting threshold of 5% by PT, by SOC and PT

e TEAEs by maximum intensity,

e TEAE:s by relationship to IMP,

e Related TEAEs by SOC, HLT, PT,

e Related TEAEs above the reporting threshold of 5% by PT, by SOC and PT
e TEAE:s leading to study discontinuation, by SOC, HLT, PT,
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e TEAE:s leading to study drug discontinuation, by SOC, HLT, PT,

e Treatment-emergent SAEs (TESAEs) by SOC, HLT, PT,

e TESAEs by relationship by SOC, HLT, PT,

e TEAEs leading to Death by SOC, HLT, PT - Deaths will also be tabulated and listed,

e Non-serious TEAEs above the reporting threshold of 5% of subjects by relationship by<PT-

Some selected tables of incidence will include the exposure adjusted incidence rate (EAIR) with
associated 95% CI and the exposure adjusted event rate (EAER) (Section 10.2.3). The categories
of TEAES concerned are listed below:

e TEAEs by SOC, HLT, PT,
e TEAE:s leading to study discontinuation by SOC, HLT, PT,
e TEAE:s leading to study drug discontinuation,

e TEAEs by timing of onset relative to ADADb status by SOC, HLT, PT\(on subjects treated
with BKZ). This will include columns for the following:

— TEAEs starting before the first ADAb positive result (includes ADAD categories 2 and 5)
where TEAEs have occurred before the following everits: a) the first positive ADAb
result for subjects in category 2 and b) the first post-baseline boosted ADAD titer result
for subjects with titer results and the first post-Baseline positive ADAb result for subjects
with positive ADAD at Bas¢line with no’other(samples with titer available for subjects in
category 5.

— TEAE:s starting on the same date-or aftet-the first ADAD positive result (includes ADAb
Categories 2, 3, 4, 5 and 6). where FEAEs have occurred on or after the following events:
a) the first positive ADAb results, for subjects in categories 2, 3, 4 and 6, and b) the first
post-baseline boosted ADAD titer result for subjects with titer results and the first post-
Baseline positive. ADADb result for subjects with positive ADAD at Baseline with no other
samples with titer-available for subjects in category 5.

— TEAE:s for/subjects who are ADAD negative at all timepoints (includes ADAb Category
1).

e TEAEsby NAbfstatus (ADAD negative, NAb positive, ADAD positive / NAb, negative) on
subjects treated-with BKZ. TEAEs will be sorted by system organ class, high level term and
preferred term.

Note: for, TEAE by onset relative to ADAD positivity and by NAD status, all available ADAb
and NADb data at the time of IA cut-off, respectively, will be utilized to derive the subject-
level ADAb/NAD status categories.

e TESAEs by SOC, HLT, PT.

By-subject listings on all AEs and all deaths will be provided on the Enrolled Set. AEs leading to
study discontinuation will also be listed on the SS. AE occurring at first study drug
administration (including for subjects randomized to Placebo, at first administration of BKZ at
Week 16) will also be listed. A glossary listing will also be created for all TEAEs.
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10.2.2 Exposure duration of AEs
The duration of each AE will be calculated as:
Duration of AE (days) = End date of AE — Start date of AE + 1

For the calculation of duration for AEs with missing start dates, the dates will be imputed as
described in Section 4.2.3.

The time since first dose of IMP for each AE will be calculated for all TEAES as:
Time since first dose (days) = Start date of AE — Date of first dose+'1
The time since the most recent dose of IMP for each AE will be calculated for all TEAEs as:

Time since the most recent dose (days)
= Start date of AE — Date of most recent dose + 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 BKZ and time to most recent BKZ dosé. the same formulas as
above will be used but the date of first BKZ dose will be used:instead of the date of first dose of
IMP. The time to first dose and time to first BKZ‘dose differs-only.for'those subjects who
receive placebo at Baseline after the time they. switch to BKZ.

10.2.3 Exposure adjusted incidence rate(EAIR) and exposed adjusted event
rate (EAER)

The EAIR is defined as the number‘ofisubjectsi(k) with)a specific AE adjusted for the exposure
and will be scaled to 100 patient-years:

EAIR' = 100X Y
Zi=1(TExp(i))

where n is the total number of subjectsand Texp() 1s the time of exposure for each subject defined
as:

e For subjects with the.AE: years since first dose of IMP to the first occurrence for the AE of
interest at the level of coding evaluated

e For subjects without the AE: the time at risk in years.

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

2
X2k,a/2

LCL =
2

X;(k+1),1— a/2
2

where k 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 x2.

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

Nyg
Z?=1(Tmsk(i))

where NaE is the number of AE occurrences, n is the total number of subjects and Trisk) is.the
time at risk in years for each subject.

No CI will be computed for EAER.
10.2.4 Other safety topics of interest

EAER =100 X

Other safety topics of interest for this study include:

e Infections (serious, opportunistic, fungal and tuberculosis)
e Malignancies

e Major adverse cardiac events (MACE)

e Neutropenia

e Suicidal Ideation and Behavior (SIB)

¢ Inflammatory bowel disease

e Hypersensitivity (including Anaphylaxis)

e Hepatic events and drug-induced liver injury (DILT)

The analyses produced for the other safety topies of interest are based on the specifications
described in the BKZ safety topic of interest document version from Apr-2021.

The incidence of other safety topies of interest will be summarized by MedDRA SOC, HLT, and
PT. The EAIR with associated 95% CI'and the EAER will be included in the summary tables.

Output tables will be produeed for, categories of other safety topics of interest as described below
separately for the DBP.in the SS;the ATP on the ATS and on the combined DBP and ATP in the
AMS.

10.2.4.1 Infections (serious, opportunistic, fungal and TB)

Serious infections will be identified based on MedDRA classification (SOC “Infections and
infestations”) using the “Any SAE” table. A separate table does not need to be produced to
summarize these events:

o -Fungal infections will be summarized in a stand-alone table. The table will include all
TEAEs (serious and non-serious) which code into the High-Level Group Term (HLGT)
“Fungal infectious disorders”.

e Opportunistic infections (including tuberculosis) will be summarized in a stand-alone table.
The table will include all opportunistic infection TEAEs identified using UCB-defined search
criteria. The process for identifying opportunistic infections is outlined in a separate
document located in Appendix 2.
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10.2.4.2 Malignancies

Two tables will be produced for malignancies:

e A table will be based on the criteria SMQ= “Malignant or unspecified tumours (SMQ)”.
e A table will be based on the criteria SMQ="Malignant tumours (SMQ)”.

SMQ search should include all TEAEs which code to a PT included in the Scope=Narrow group
within each SMQ.

Note that the events included in the “Malignancies” table will be a subset of the eventsincluded
in the “Malignancies (including unspecified)” table. While the “Malignant tumours (SMQ)? is
most relevant, “Malignant or unspecified tumours (SMQ)” must be reviewed for potential
malignancies.

The output tables will include 2 different overall incidence rows:

e The first overall incidence row will summarize “Any Malignaney”” and this tow will
summarize the incidence of all AEs flagged for inclusion in, the table«(using the appropriate
SMQ depending on 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 HLT” and this row;will summarize the incidence of AEs flagged for
inclusion in the table (using the appropriate SMQ depending on the table), excluding those
which code to an HLT of “skin neoplasms malignant and unspecified (excl melanoma)”.

10.2.4.3 Major adverse cardiac events (MACE)

The classification of an event as’MACE.is determined by an external cardiovascular event
adjudication committee.

e Major adverse cardiac events'will be presented in a table.

e Extended MACE eventswill be presented in a separate table and listing. All events which are
classified by the adjudication.committee as any of the following event types will be
considered an extended MACE event.

Table 10-1: Type of Extended MACE events

Event Type €ode |(‘Event Type

1 Non-Fatal Myocardial Infarction (MI)

2 Non-Fatal Stroke: hemorrhagic

3 Non-Fatal Stroke: ischemic

4 Non-Fatal Stroke: embolic

5 Non-Fatal Stroke: undeterminable

6 Hospitalization or ER for Unstable Angina with urgent revascularization
8 Hospitalization for Heart Failure
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Event Type Code | Event Type

10 Coronary Revascularization Procedures (eg percutaneous coronary
intervention, coronary artery bypass grafting)

11 Urgent Revascularization Procedures (ie due to symptoms of brain
ischemia or pending infarction)

18 Death due to Myocardial Infarction (MI)

19 Death due to Stroke

20 Sudden Cardiac Death

21 Other CV Death (eg heart failure, pulmonary embolisni;, cardioyascular
procedure-related)

22 Cardiovascular: Undetermined Cause of Death(ie cause‘of death
unknown)

e A separate table and listing will present the adjudicated cardiovaséular events by type. For
each cardiovascular event type (24 in total, ferthe full list of adjudicated cardiovascular
events refer to the Bimekizumab-Event-Adjudication-Committee-Analysis-Plan ), the
individual PTs which fall within each event type-will be summarized.

e Additionally, a listing of all events identifiedfor potential review by the cardiovascular event
adjudication committee will be produced. This listing will indicate whether each event was
escalated to the committee for formalireview/adjudication.

10.2.4.4 Neutropenia

A table will be created based on the following PTs (regardless of seriousness):
e Autoimmune neutropenia

e Band neutrophil count decreased

e (Cyclic neutropenia

e Febrile neutropenia

e Idiopathic neutropenia

e Neutropenid

e _Neutropenic infection

o Neutropenic sepsis

e Neutrophil count decreased

10.2.4.5 Suicidal Ideation and Behavior Neuropsychiatric events

An external neuropsychiatric adjudication committee will evaluate potential neuropsychiatric
events and determine whether any of those events were associated with suicidal ideation and
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behavior (SIB). If an event is adjudicated as SIB, further information will be provided. A table
and listing for SIB events as determined by the adjudication committee will be produced.

A separate table will present the adjudicated neuropsychiatric events by type. For each
neuropsychiatric event type (6 total), the individual PTs which fall within each event type will be
summarized. It will include events adjudicated as SIB and events adjudicated as non-suicidal.
Note that the event type Suicidal ideation can be classified as either SIB or non-suicidal.

Additionally, a listing of all events identified for potential review by the neuropsychiatri¢
adjudication committee will be produced. This listing will indicate whether each event was
escalated to the committee for formal review/adjudication. A separate listing will alse be
produced to summarize the adjudicated results of all events escalated to the full'eommittee.

10.2.4.6 Inflammatory bowel disease

An external inflammatory bowel disease (IBD) adjudication committeg.will evaluate potential
IBD events and will classify each one as follows:

e Event Type Code 1: Possible IBD — Crohn’s Disease

e Event Type Code 2: Probable IBD — Crohn’s.Discase

e Event Type Code 3: Definite IBD — Crohn’s Disease

e Event Type Code 4: Possible IBD —Uleerative Colitis

e Event Type Code 5: Probable IBD— Ulcerative Colitis

e Event Type Code 6: Definite IBD ~Ulcerative Colitis

e Event Type Code 7: Possible IBD — Unclassified

e Event Type Code 8: Probable IBD-—Unclassified

e Event Type Code 9: Definite IBD — Unclassified

e Event Type Cod¢ 10: Symptoms not consistent with IBD

e Event Type Code ] I+Possible Inflammatory Bowel Disease — Microscopic Colitis
e Event Type Code12: Probable Inflammatory Bowel Disease — Microscopic Colitis
e Eyent Type Code 13: Definite Inflammatory Bowel Disease — Microscopic Colitis

¢ (_Event Type Code 14: Possible Inflammatory Bowel Disease — no further differentiation
possible

e Event Type Code 15: Probable Inflammatory Bowel Disease — no further differentiation
possible

e Event Type Code 16: Definite Inflammatory Bowel Disease — no further differentiation
possible
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e Event Type Code 99: Not enough information to adjudicate

A table for adjudicated IBD events (event type codes 1, 2, 3,4,5,6,7,8,9,11, 12,13, 14, 15
and 16) as determined by the adjudication committee will be produced. It will summarize events
determined by the adjudication committee as definite IBD (event type codes 3, 6, 9, 13, and 16),
probable IBD (event type codes 2, 5, 8, 12, and 15) and possible IBD (event type codes 1, 4, 7;
11, and 14). Definite and probable IBD will also be aggregated and summarized. This table will
be stratified by subjects with or without a previous medical history of IBD. Previous medical
history of IBD will be determined using the information recorded on the Extra-Articular
Assessment at Screening CRF page ("Does subject have a history of IBD?”).

A separate table will present the adjudicated gastrointestinal events by type. For'each
gastrointestinal event type (17 total), the individual PTs which fall within each event type will be
summarized. It will include events determined by the adjudication committee as definite IBD
probable IBD and possible IBD. It will also include events determined:as-Symptoms not
consistent with IBD (event type code 10) and Not enough information'to adjudicated (event type
code 99).

A listing of all events identified for potential review by the IBD adjudication committee will be
produced. This listing will indicate whether each event was‘escalateéd to the committee for formal
review/adjudication.

A listing will present the adjudicated IBD.events by type.For each IBD event type (event type
codes 1 through 16 and 99; 17 total),.theindividual PTs which fall within each event type will be
listed.

A third listing will present the‘individual diagnostic criteria met for each adjudicated IBD event.
10.2.4.7 Hypersensitivity (including Anaphylaxis)

A table will be prepared based.on the MedDRA anaphylaxis Algorithm (see Appendix 1) for
acute anaphylactic events (reported on the same day as when an injection was administered or
one day after). An AE glossary table-will also be produced to summarize the MedDRA coding
for these events. The glossary table will include the following fields: reported term, PT, LLT,
HLT, and SOC.

A table will be prepared-to-summarize hypersensitivity events, identified using the SMQ
“Hypersensitivity (SMQ)”. All TEAEs which code to a PT included in the Scope=Narrow search
will be included in'this table. In addition, a separate table will be prepared to summarize serious
hypersensitivity-events, identified using the SMQ “Hypersensitivity (SMQ)”. All serious TEAEs
which;code t0'a"PT included in the Scope=Narrow search will be included in this table. An AE
glossary table will also be produced to summarize the MedDRA coding for these events. The
glossary table will include the following fields: reported term, PT, LLT, HLT, and SOC.

Furthermore, a table will be prepared to summarize injection site reactions, identified using the
HLTs: “Administration site reactions NEC” and “Injection site reactions”.

10.2.4.8 Hepatic events and DILI

A table for hepatic events will be created based on the SMQ of “Drug related hepatic disorders -
comprehensive search (SMQ)”. However, these 2 sub-SMQs are to be excluded: “Liver
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neoplasms, benign (incl. cysts and polyps) (SMQ)” and “Liver neoplasms, malignant and
unspecified (SMQ) “. For each of the above SMQs, include all TEAEs which code to a PT
included in the Scope=Broad and/or Scope=Narrow.

Note that all AEs meeting the above criteria are to be included. It should not be limited to events
that the investigator determined to be related to study drug.

Potential cases of Hy’s Law will be reported separately in a liver function test table
(Section 10.3).

10.2.4.9 Summary table and figure

The incidence of the below safety topics of interest occurring during the Double-Blind Tréatment
Period will be reported in one summary table and displayed graphically.

e Serious infection (Terms included in SOC “Infections and Infestations”)
e Fungal infection

e Opportunistic infection

e Malignancy (Terms included in the SMQ “Malignant tamours (SMQ)”)
¢ Adjudicated major adverse cardiac events (MACE)

e Neutropenia

e Adjudicated suicidal ideation and behayior<(SIB)

e Definite adjudicated IBD

¢ Definite or probable adjudicated IBD

e Anaphylactic reaction

e Hypersensitivity reaction

e Hepatic events and drug-induced liver injury

For each of the above categories, the summary table and the graph will include the incidence, the
EAIR by treatment group and the risk difference (BKZ minus placebo) with its 95% CI.

The risk-difference.(RD) will be derived as follows:
_ Ab  Ap

" Nb Np
The lower and upper CI bounds for RD will be calculated as follows:
RD — Zy/, * SE (RD),RD + Zy, * SE (RD)
Where:
Ab / Ap = Number of subjects in the BKZ / Placebo group (Safety Set) affected by the event
Nb / Np = Number of subjects in the BKZ / Placebo group (Safety Set)
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Z 4/, = Critical value from the standard normal distribution (1.96 for a 95% CI).

10.2.5 Special considerations for interim data snapshots

As two interim analyses are planned, there will be 2 interim data snapshots before the final
analysis:

e One after the last subject completed Week 24 (visit 14),
e One after the last subject completed Week 52 (visit 28).

Some subjects will likely have pending safety outcome data at the time of the interim'data
snapshots. Despite this, safety tables for the interim data analyses will be based ondall available
data at the time of the snapshot.

For the Week 24 analysis, AE summary tables and listings will only include*AEs with an onset
date prior to Week 24.

For the Week 52 analysis, some AEs including the ones with onset'date prior to Week 24 may
have been updated. For this analysis, all TEAEs tables created for the Week 24 analysis will
need to be rerun.

Because of the long SFU Period (140 days from last dose), subjeets who have completed the
SFU visit (and do not, therefore, enroll into the OLE study) may have a longer period of
exposure than subjects who complete thestudy and toll in to.the OLE study. For those subjects,
exposure ends at 20 weeks after the last dose of IMP.

For a subject completing Week 52'and enrolled into the OLE study, exposure ends at Week 52
(visit 28).

This potential difference is acknowledged and'is'not considered to have a meaningful impact on
the AE summaries. Furthermore,.the-exposure-adjusted AE summaries (which will be

incorporated into many of the AE tables), would account for these differences with EAIRs and
EAERs.

After the last subject has.completed the final SFU visit, the study database will be locked, and
TFLs will be re-run including;all subjects.

10.2.6 COVID-19 impact

To assess the impact-of'the COVID-19 pandemic on safety, additional summaries and listings
will be presented,

For reporting purposes, AEs will be assigned to either Pre-COVID-19, COVID-19, or post-
COVID-19 pandemic period by comparing the AE start date (based on imputed date) to the
COVID-19 pandemic period dates (AE allocated to a period if is starts during the period).

The following categories of TEAEs will be summarized by MedDRA SOC, HLT and PT,
including EAIR and EAER:

e All TEAEs by time of onset relative to COVID-19 pandemic period (pre — during — post) by
region and overall
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e All TEAEs leading to study discontinuation and/or permanent withdrawal of study
medication by time of onset relative to COVID-19 pandemic period (pre — during — post) by
region and overall

e All Serious TEAESs by time of onset relative to COVID-19 pandemic period (pre — during —
post) by region and overall

e All COVID-19 related TEAEs by treatment group, separately for the DBP, ATP, and the
AMP, by region and overall - COVID-19 related TEAEs will be identified by the 2 preferred
terms “Corona virus infection” and “coronavirus test positive” and will include confirmed or
suspected COVID-19 infections.

A listing of COVID-19 related AEs will be presented where these AEs are identified as
described above. Additionally, the listing of AEs will include a column for‘COVID:19
relatedness and the time of onset of each AE relative to the COVID-19.pandemic will be
included in all AE listings.

For the purpose of calculating EAIR and EAER by COVID-19 pandemic period, the calculation
of exposure time at risk presented in Section 10.1.5-will be used: An individual subject may
therefore be counted in the denominator for several COVID=~19 pandemic periods dependent on
whether the subject is still considered at risk on.the COVID-19 pandemic start and stop dates. In
this case time at risk will be calculated separately for each period.

10.3 Clinical laboratory evaluations
The routine clinical laboratory evaluations speeified below will be evaluated:

Table 10-2: Laboratory measurements

Hematology Biochemistry Urinalysis

Basophils Calcium pH

Eosinophils Chloride Albumin (protein)

Lymphocytes Magnesium Glucose

Monocytes Potassium Blood

Neutrophils Sodium Leukocyte esterase

Hematocrit Glucose Nitrite

Hemoglobin BUN Urine dipstick for pregnancy
testing °

MCH Creatinine Urine drug screen®

MCHC hs-CRP

MCV AST

Platelet count ALT

RBC count GGT

WBC count ALP

Confidential Page 138 of 188



UCB 06-MAY-2022
Statistical Analysis Plan Bimekizumab PA0010

Hematology Biochemistry Urinalysis

Total bilirubin

Triglycerides®

Cholesterol*
HDL cholesterol®
LDL cholesterol®
LDH

Serum pregnancy testing®

ALP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate aminotransferase; BUN=blood urea
nitrogen; ET=early termination; GGT=gamma-glutamyl transferase; HDL=high densitylipoprotein; hs-CRP=high
sensitivity C-reactive protein; IMP=investigational medicinal product; IMS=Internatienal Menopause Society;
LDH=lactate dehydrogenase; LDL=low density lipoprotein; MCH=mean corpuscular-hemoglobin; MCHC=mean
corpuscular hemoglobin concentration; MCV=mean corpuscular volume; RBC=redblood.cell; SFU=Safety Follow-
up; WBC=white blood cell

2 Biochemistry will include triglycerides, cholesterol, HDL chelesterol, and"LDL cholesterol at Baseline, Weeks 12
and 24, and at the ET visit.

b Pregnancy testing will consist of serum testing at the SCreéning visit for all women of childbearing potential. The
pregnancy test will be urine at all other visits.

¢ Urine drug screen will be performed at Screening: visit.

Biochemistry and hematology values will.be flagged bascd’on their reference range:

e Values that are below the lower lumit ofthe reference range will be flagged as ‘L’ (low)
e Values that are above the upper limit,of the reference range will be flagged as ‘H’ (high)
e All other values will be referenced as normal.

Markedly abnormal values for/blood chemistry 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 10-3 and Table 104 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.

Table 10-3:.Definitions of markedly abnormal biochemistry values

Parameter/name Unit Criteria Abnormal designation
Creatinine mmol/L >3.0 x ULN or AH
>3.0 x Baseline
Glucose mmol/L <2.2 AL
>13.9 AH
Calcium mmol/L >3.1 AH
<1.75 AL
Magnesium mmol/L >1.23 AH
<0.4 AL
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Parameter name Unit Criteria Abnormal designation
Potassium mmol/L >6.0 AH

<3.0 AL
Sodium mmol/L >155 AH
<130 AL
Triglyceride mmol/L >5.7 AH
Cholesterol mmol/L >10.34 AH

AH=abnormal high; AL=abnormal low; dL = deciliter; L = liter; mg = milligram; mmol = millimoles; ULN.=upper

limit of normal.

Table 10—4: Definitions of markedly abnormal hematology values

Parameter name Unit Criteria Abnormal designation
Hemoglobin g/L <80 AL
>40 above ULN or >40,\'AH
above Baseline if
Baseline 1s-above' ULN
Lymphocytes Absolute | 10°/L <0.5 AL
>20.0 AH
Neutrophils Absolute 10°/L <1.0 AL
Platelets 10°/L <50 AL
WBC/ 10°/L <2.0 AL
Leukocytes >100 AH

Table 10-5: Definitions of-markedly abno

rmal liver enzyme el

evation values

Parameter name Unit Criteria Abnormal designation
Alkaline Phosphatase >5.0 x ULN AH
ALT U/L >5.0 x ULN AH
AST U/L >5.0 x ULN AH
Total Bilirubin umol/L >3.0 x ULN AH
GGT U/L >5.0 x ULN AH

ALT= alanine-aminotransferase; AST = aspartate aminotransferase; GGT= gamma-glutamyltransferase

Definitions of the markedly abnormal values for liver enzyme elevation are given in Table 10-5.

All laboratory summaries will be presented in standard international (SI) units and will be based
on observed case values. 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.

In the case where laboratory data are expressed as above a fixed value (ie, “>xx.xx”), then the
numeric portion of the value will be used (ie, xx.xx) to present and calculate statistics.
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To define the minimum/maximum post-Baseline values, all post-Baseline assessments including
those at unscheduled visits (but excluding any that occur more than 140 days after the last
administration of study medication) will be used.

The following additional rule will be also applied :

Subjects who have completed PA0010 and have a PA0012 start date, only PA0010 results up,te
and including the PA0012 start date will be used to find the subjects minimum or maximumi
results. Additionally, subjects who are in PA0012 without a start date (date of first dose),.only
PAO0010 results up to the Week 52 visit + 14 days will be used to find the subjects minimum or
maximum results.

Different summary tables for hematology, biochemistry variables (except hs-CRP. which,will be
analyzed in the efficacy section) and urinalysis (pH, Albumin (protein), glucese, blood,
leukocyte esterase and nitrite) will be provided in the SS. For shift tables, ¢¢sults for the DBP
and the ATP will be presented together for the overall study period.

As indicated in Section 3.1, for tables where data are summarized by visit/only values occurring
at scheduled visits will be included.

For each laboratory parameter, the below results-will be presented for the overall study period,
by treatment (Placebo/BKZ 160mg Q4W, BKZ160mgQ4W and'ADA 40mg Q2W):

e Observed values at Baseline and observed valu¢s and changes from Baseline at each
scheduled post-Baseline visit

e Number and percentage of subjects by CTCAE grade (version 4.03) (when applicable) based
on minimum/maximum post'Baseline value (for-blood chemistry and hematology). Subjects
who meet the decreased potassium eriterioncof 3.0-<LLN, which is specified as the decreased
potassium lab criterion for both®CTCAE Grade 1 and Grade 2, will be counted as Grade 2.

e Shift in CTCAE grade fronyBaseline\to minimum/maximum post-Baseline value (for blood
chemistry and hematology)

e Number and percentage of subjects meeting the below criteria at any time during the study:
— AST: >2xULN, >3xULN, >5xULN, >10xULN, >20xULN
— ALT: >2xULN, >3xULN, >5xULN, >10xULN, >20xULN
— AST or ALT¢>2xULN, >3xULN, >5xULN, >10xULN, >20xULN
—.Bilirubin; >1xULN, >1.5xULN
+ ALP»>2xULN

e Number and percentage of subjects with potential Hy’s Law cases based on the 2 following
definitions:

— [AST >3xULN or ALT >3xULN] and Total Bilirubin >2xULN

— [AST >3xULN or ALT >3xULN] and Total Bilirubin >2xULN in the absence of ALP
>2xULN
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To meet either of the above criteria, a subject must experience the elevation in bilirubin and ALT
or AST (and the absence of ALP elevation, if applicable) at the same visit.

The below results will be presented on the SS (for the DBP), on the ATS (for the ATP by
treatment and for all BKZ-treated subjects), and on the AMS (for all the BKZ-treated subjects
and on the ADA group). All values observed at any time while on treatment (ie, occurring at
scheduled and unscheduled visits) will be included in the below tables. Baseline values and
values observed more than 140 days after the last administration of study medication are not
considered:

e Number and percentage of subjects with treatment-emergent markedly abnormal labotatory
data overall (for blood chemistry and hematology), All values observed at any time while on
treatment (ie, occurring at scheduled and unscheduled visits) will be included in thistable
summarizing markedly abnormal values. For this summary, Baseline yalues and values
observed more than 140 days after the last administration of study.medication-are not
considered.

e Number and percentage of subjects with markedly abnormal liver enzyme elevation tests
(data beyond the CTCAE Grade 3 thresholds asjyoutlined‘in- Pable.10-5)

All laboratory data will be listed by treatment, subject and, visit including changes from Baseline
for numeric variables, flags for measurements outside the normal ranges, the relative study day, a
flag for whether the test was not done and ajflag for whether the subject was fasting.

The markedly abnormal laboratory datawill also-be listed separately.

Listings will also include Hepatitis B andC,-human-immunodeficiency virus (HIV), genomic
proteomic/metabolomics, and genetic/epigenetic tests.

In addition, the laboratory results classified.as-Grade 3 or Grade 4 will be listed separately.
Urinalysis laboratory results and hepaticevents will be listed separately.

10.4 Vital signs,physical examination findings, and other
obseryations related to safety

10.4.1 Vital signs and physical examination findings

The vital signs:(systolictBP (mmHg), diastolic BP (mmHg), and pulse rate (beats/min)) will be
summarized as:

e Absolute and.change from Baseline at each scheduled visit on the SS for the full study period
byrandomized treatment

e For systolic and diastolic blood pressure, number and percentage of subjects experiencing at
least one markedly abnormal value as defined in Table 10-6.

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

Parameter (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
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Parameter (unit) Markedly abnormal low Markedly abnormal high
Diastolic blood pressure <50 and a decrease from >105 and an increase from
(mmHg) Baseline of >15 Baseline of >15

For the Baseline visit where several BP assessments are taken, the individual observed data
assessments as well as the mean of these assessments will be summarized and listed (pre-dose,
30 min post-dose and 1-hour post-dose).

Treatment-emergent markedly abnormal values will be analyzed on the SS (for the DBP, by
treatment), on the ATS (for the ATP by treatment and for all BKZ-treated subjects),-and on the
AMS (for all BKZ-treated subjects and the ADA group).

Vital signs measurements will also be listed by visit and timing relative to dosing including
changes from Baseline. The listing will also include details of abnormal value based on flags as
defined in Table 10-6 (“L” for markedly abnormal low and “H” for markedly.abnormal high).

Similarly, physical examination findings together with the details.0f \abnormalities (when
applicable) will be listed by treatment group, subject and visit,

Body weight will be only listed.
10.4.2 Electrocardiograms

The following ECG variables will be asséssed at Basgline (Screening visit), Week 16, Week 52
and at the end of SFU:

e Heart Rate (bpm)

e PR interval (ms)

e RR interval (ms)

e QRS duration (ms)
e QT interval (ms)

e QTcF interval (ms)
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
ECGrtesults will be presented for Baseline, Week 16, Week 52 timepoints and at end of SFU.

Absolute values at Baseline, Week 16, Week 52 and end of SFU and change from Baseline at
Week 16, Week 52 and at end of SFU of all ECG variable will also be summarized.

QTec outliers are defined as QTcF/QTcB values following dosing that are > 450 ms or that have
increased from Baseline > 30 ms. These outliers will be summarized in a dedicated table using
the following categories:

e Value >450 ms, >480 ms, >500 ms

e Increase from Baseline >30 ms, >60 ms, >90 ms
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e Value >450 ms and increase from Baseline >30 ms, value >500 ms and increase from
Baseline >60 ms.

Number and percentage of subjects who meet the ECG outlier criteria defined above at Week 16,
Week 52 and end of treatment will be summarized.

All ECG tables will be provided on the SS by randomized treatment.

All 12-lead ECG data where QTcF and QTcB outliers are highlighted will also be listed.
10.5 Other safety variables

10.5.1 Electronic Columbia Suicide Severity Rating Scale (eC-SSRS)

The eC-SSRS is an assessment tool that evaluates suicidal ideation and behavier./The eC-SSRS
contains 9 categories with binary responses (yes/no):

Following composite endpoints based .on the above categories are defined as:

e Suicidal ideation: A fyes” answer at any time during treatment to any 1 of the 5 suicidal
ideation questions\(Categories 1-5).

e Suicidal behavior: A “yes” answer at any time during treatment to any 1 of the 4 suicidal
behavior questions(Categories 6-9).

e Suicidaldeation or behavior: A “yes” answer at any time during treatment to any 1 of the 9
suicidal ideation and behavior questions (Categories 1-9).

Selfsinjuriens behavior without suicidal intent is defined as event in the category non-suicidal
self-injurious behavior (in category 9).

The visit identification for each assessment of eC-SSRS will not be part of the data collected and
the visit date in eCRF will then be used to assign a visit identification to the eC-SSRS data.

For each subject, eC-SSRS assessment dates will be compared to eCRF visit dates.

In the Study Data Tabulation Model:
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e Ifan eC-SSRS assessment date is matching an eCRF scheduled visit date, then the eC-SSRS
visit identification will be the one corresponding to eCRF visit date. Otherwise, the eC-SSRS
visit identification will be considered as “unscheduled”.

In the analysis datasets:

e Ifan eC-SSRS assessment date is matching an eCRF scheduled visit date within a window of
+/- 2 days, then the eC-SSRS visit identification will be the one corresponding to the eCRF
visit date. Otherwise, the eC-SSRS visit identification will stay as “unscheduled”.

The incidence of subjects with suicidal ideation, suicidal behavior, suicidal behavior or idgation,
and self-injurious behavior without suicidal intent will be summarized by treatment’and by wvisit
for the SS during the DBP and the ATP. A by-subject listing of the eC-SSRS questionnaire data
will be provided.

10.5.2 Assessment of tuberculosis

The laboratory test results from the TB assessment performed by interferon'gamma release assay
(for non-Japanese subjects) and by T-Spot test (for Japanese subjeets) willbe summarized by
treatment group for Baseline (Screening) and Week 48. They will also be listed.

The results from the ‘Evaluation of signs and symptoms-of tuberculosis’ questionnaire data will
be also listed.

10.5.3 Change from Baseline.in the Patient-Health Questionnaire-9 (PHQ-9)

The PHQ-9 is a multipurpose instruinent for Sereening; diagnosing, monitoring, and measuring
the severity of depression. The PHQ-9 score is based on 9 questions assessing the depression
over the last 2 weeks through 9.criterias"Each criterion is scored from 0 (not at all) to 3 (nearly
every day). The total score for the 9 questions is'added up and provides the PHQ-9 score and can
range from 0 to 27 with higher scores indicating worse state. If 1 of the 9 criteria is missing, the
PHQ-9 score will be set to missing.

The following depression:states are‘defined based on the PHQ-9 score:

e A score below 5 is(consideredto be none to minimal symptom of depression,
e A score of 5 to'9ris considered to be mild symptoms of depression,

e A score of 10 to 14 is‘considered to be moderate symptoms of depression,

e A scoreof 15.tos19 is considered to indicate moderately severe depression,

e A'score >20.s considered to be severe depression.

Fhe'change‘from Baseline in PHQ-9 will be analyzed as Week 4, 8, 12, 16, 20, 24, 28, 32, 36,
40, 44, 48, 52.

The percentage of subjects with scores below 5, between 5 and 9, between 10 and 14, between
15 and 19, and >20 in PHQ-9 will also be analyzed by visit.

Only observed will be presented for PHQ-9. results
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12 APPENDICES
121 Appendix 1: MedDRA algorithmic approach to anaphylaxis

(MedDRA V19.0)
The SMQ Anaphylactic reaction consists of 3 parts:

e A narrow search containing PTs that represent core anaphylactic reaction terms (Category
A — core anaphylactic terms):

— Anaphylactic reaction

— Anaphylactic shock

— Anaphylactic transfusion reaction
— Anaphylactoid reaction

— Anaphylactoid shock

— Circulatory collapse

— Dialysis membrane reaction
— Kounis syndrome

— Shock

— Shock symptom

— Type I hypersensitivity,

e A broad search that contains additional térms that are added to those included in the narrow
search. These additional terms-ate signsrand symptoms possibly indicative of anaphylactic
reaction and categorized in-B, C or D

Category B (Upper Airway /-Respiratory Terms)

— Acute respiratory failure
— Asthma

— Bronchial oedema

— «Bronchespasm

— Cardio-respiratory distress
— Chest discomfort

— Choking

— Choking sensation

— Circumoral oedema

— Cough
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— Cyanosis

— Dyspnoea

— Hyperventilation

— Irregular breathing

— Laryngeal dyspnoea

— Laryngeal oedema

— Laryngospasm

— Laryngotracheal oedema
— Mouth swelling

— Nasal obstruction

— Oedema mouth

— Oropharyngeal spasm

— Oropharyngeal swelling
— Respiratory arrest

— Respiratory distress

— Respiratory failure

— Reversible airways obstruction
— Sensation of foreign body
— Sneezing

— Stridor

— Swollen tongue

— Tachypnoead

— Throattightness

— Tongue oedema

+ ~Tracheakobstruction

— Tracheal oedema

— Upper airway obstruction

— Wheezing

Category C (Angioedema / Urticaria / Pruritus / Flush tems)
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— Allergic oedema

— Angioedema

— Erythema

— Eye oedema

— Eye pruritus

— Eye swelling

— Eyelid oedema

— Face oedema

— Flushing

— Generalised erythema
— Injection site urticaria
— Lip oedema

— Lip swelling

— Nodular rash

— Ocular hyperaemia
— Oedema

— Periorbital oedema
— Pruritus

— Pruritus allergic

— Pruritus generalised
— Rash

— Rash erythematous
— Rashgeneralised

— Rashpruritic

+ Skin swelling

— Swelling

— Swelling face

— Urticaria

— Urticaria papular
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Category D (Cardiovascular / Hypotension Terms)
— Blood pressure decreased

— Blood pressure diastolic decreased

— Blood pressure systolic decreased

— Cardiac arrest

— Cardio-respiratory arrest

— Cardiovascular insufficiency

— Diastolic hypotension

— Hypotension

e An algorithmic approach which combines a number of anaphyldetic reaction symptoms in
order to increase specificity. A case must include one of the following where both occur on
either the same day as when an injection was administered or one day-after, and for scenarios
where two events must have been reported, both events must have occurred within one day of
each other:

— A narrow term or a term from Category/A;

— A term from Category B - (Upper-Airway/Respiratory) AND a term from Category C -
(Angioedema/Urticaria/Pruritus/Flush);

— A term from Category D.=(Cardiovascular/Hypotension) AND [a term from Category B -
(Upper Airway/Respiratory) OR a termfrom Category C - (Angioedema/Urticaria/
Pruritus/Flush)]

12.2 Appendix 2: UCB-DEFINED SEARCH CRITERIA FOR
IDENTIFYING OPPORTUNISTIC INFECTIONS

Opportunistic infections(are identified in two steps:

Step 1: Refer to column B of the UCB Opportunistic infections document (Opportunistic
infections MedDRA/v 19.x1Isx) which identifies the Preferred Terms (PTs) to be classified as
opportunistic ihfections using either a single ‘x’ or a double ‘xx’.

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

AIL-FEAEs-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 to determine whether or not it is an opportunistic
infection. If Column C has a single ‘x’, then the corresponding preferred term should be flagged
for case-by-case review by the study physician.
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13 AMENDMENT(S) TO THE STATISTICAL ANALYSIS PLAN
(SAP) (IF APPLICABLE)

13.1 AMENDMENT 1

Rationale for the amendment

The primary purpose of this amendment was to implement changes in response to protocol
amendments, discussions and feedback provided at meetings between UCB and Parexel technical
teams for procedural clarifications, COVID-19 global pandemic impact and updates in guidelines
for BKZ AE of special monitoring conventions. The main changes are described below:

13.1.1 Efficacy variables (Section 2.2.1)

Secondary efficacy variables : change of analysis population for the following endpeints:

o “Enthesitis-free state based on the Leeds Enthesitis Index (LEI) atiWeek L6 inrthe subgroup
of subjects with enthesitis at Baseline” to be analyzed in the poeled population of PA0010
and PAOO11.

e “Dactylitis-free state based on the Leeds Dactylitis' Index'\(LDI) at Week 16 in the subgroup
of subjects with dactylitis at Baseline” to b¢"analyzed in-the pooled population of PA0010
and PAOO11.

Other efficacy variables : New variables

e Composite endpoint composed of ACR50and PASH 00 in subjects with PSO involving at
least 3% BSA at Baseline

e Proportion of Psoriatic Arthritis Response Criteria (PsARC) responders
e Psoriatic Arthritis Disease Activity Score (PASDAS) categories
e Change from Baseline in the/PASDAS

e Proportion of subjects:with a:decrease of HAQ-DI from Baseline of at least 0.35 in the
subgroup of subjects.with Baseline HAQ-DI>0.35

e Proportion of FACIT-Eatigue subscale responders (subjects with a minimum clinically
important difference for FACIT-Fatigue subscale score, defined as an increase of >4) in
subjects with FACIT-Fatigue subscale score <48 at Baseline

Other efficacy variables : change of analysis population for the following endpoints:

o Dactylitis-free state based on the LDI in the subgroup of subjects with dactylitis at Baseline
¢ » Enthesitis-free state based on the LEI in the subgroup of subjects with enthesitis at Baseline

o Enthesitis-free state based on the SPARCC index in the subgroup of subjects with enthesitis
at Baseline

e Change from Baseline in the LEI in the subgroup of subjects with enthesitis at Baseline

e (Change from Baseline in the SPARCC index in the subgroup of subjects with enthesitis at
Baseline
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¢ Change from Baseline in the LDI in the subgroup of subjects with dactylitis at Baseline
Other efficacy variables : Additional detail provided as below:

e Disease Activity Index for Psoriatic Arthritis (DAPSA) score categories

e Change from Baseline in PsAID-12 total score, as well as the individual domain scores

o PsAID-12 responders (decrease from Baseline in PSAID-12 total score >3) in subjects with
PsAID-12 total score>3 at Baseline

e Change from Baseline in Functional Assessment of Chronic Illness Therapy (FACIT)-
Fatigue subscale score

Other efficacy variable moved to the safety section:

e Change from baseline in PHQ-9

Other efficacy variable removed:

e Change from Baseline in the EQ-5D-3L utility score

Change of analysis method for the supportive analysis of primary endpoint, based on the
analysis of the individual components of the ACR}

e Individual components of the ACR to.be analyzed-using the referenced based multiple
imputation method.

13.1.2 Immunological variables (Section-2.2.4)

New variable :

e The neutralizing antidrug antibody (NADb) status

13.1.3 Safety Variables (Section 2.2.5)

e Secondary safety variables now focused on treatment emergent events

New other safety variable:

¢ Change from Baseline in‘the Patient Health Questionnaire-9 (PHQ-9)
13.1.4 Protocol-deviation (Section 3.5)

New category. of protecol deviation:

e COVID-19.related IPD

13.4.5 Analysis sets (Section 3.6)

Additional subjects to be excluded from the PPS and the PK-PPS:

e Subject excluded from the FAS

New analysis set:

e COVID-19-free Set (subjects in the RS who had no COVID-19 impact up to the primary
efficacy endpoint)
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13.1.6 Strategy for handling missing data for efficacy analyses (Section
4.2.1)

Definition of an addition type of endpoint:

e Composite continuous endpoint

New table of continuous endpoints :

e New table listing for each non composite continuous endpoint, the minimum and maximum
value and whether the endpoint should be integer.

Change in missing data handling approaches for efficacy endpoints :

e MI - MCMC/ Logistic Regression method no longer used.

Change of primary analysis method for variables in the testing hierarchy

e Primary analysis for binary variables performed under the composite estimand approach
(NRI) instead of MI.

e Primary analysis for continuous endpoints to be-analyzed-using the referenced based multiple
imputation method.

Change of supportive analysis method for variables in-the testing hierarchy

e For binary variables, supportive analyses now(include-Modified Composite estimand
approach (MI) (where IE are defined.as study'treatmient discontinuation due to AE or Lack of
efficacy)

e For continuous variables (including. ACR coniponent at Week16), supportive analyses now
performed under the Hypothetical-estimand@pproach (MI).

MI process

e All MI now performed up to, Week-24 for the interim analysis 1 and Week 52 for the interim
analysis 2

New statistics

e New method added describing how to obtain the estimated proportion of responders (ie,
estimated responder rate) ‘and the difference in the proportion of responders between BKZ
and along with'2-sided*95% Cls.

Worst category imputation for categorical variables

o Worst category.imputation introduced for categorical variable as the equivalence of the NRI
coneept for binary variables.

Ne-order of priority in the analysis of other endpoints:

o Other efficacy endpoints will be analyzed using the same method as for the secondary
efficacy variables

13.1.7 Data reported in interim analysis 1 (Section 4.3)

e For the efficacy analysis, only data collected up to W24 will be reported in tables.

e For the safety analysis, all data collected up to the cut-off point fixed for this analysis will be
reported.
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13.1.8 Testing hierarchy (Section 4.5)

e H7 is now: Enthesitis-free state superior to Placebo (based on pooled PA0O010 and PA0OO11
W16 data)

e HBS8 is now: Dactylitis-free state superior to Placebo (based on pooled PA0010 and PA0O11
W16 data)

13.1.9 Changes related to COVID-19 (Section 5.2)

e Additional disposition, demographic and baseline characteristics, efficacy, and safety
analyses to be performed by COVID-19 pandemic periods (pre COVID-19 pandemic period /
COVID-19 pandemic period / Post COVID-19 pandemic period).

e Now analyses on visits, endpoint collection impacted by the COVID-19 pandemic
13.1.10 Statistical analysis of the primary efficacy variables (Section 8.1)

Additional details for subgroup analyses

e NRI used instead of MI for subgroup analyses

e Addition details provided for subgroup analyses-based on-Bone Erosion at Baseline, region
and ADAD categories

e Observed results to be provided in the context'of subgroup analysis.
13.1.11 Statistical analysis of the secondary efficacy variables (Section 8.2)

Two extra rules added for the LDI calculation:

e Circumferences of 0 will be considered-as missing-Circumferences <15 will be assumed to
be in cm instead of mm and will be-multiplied"by 10 before being used in
summaries/analyses.

e Ifadigit is recorded as ‘not affected’ but has circumference and contralateral circumferences
collected, the tenderness scorewill be considered as 1 if the percent of difference between
circumference and contralateral citcumference is >to 10%.

e Introduction of the tenderness.dactylitis count to be used for the PAS score calculation.
IGA

e New supportive'analysis for subjects with missing IGA at some post-baseline visits when
BSA<3% (to'be considered as responders)

e New Analysis of BSA by visit
13.1.12 Statistical analysis of the other efficacy variables (Section 8.3)

ACRS50 responders at Week 16 and maintaining response at post-Week 16 visits up to Week 52

¢ “Extension of this analysis to all post-W16 visits and not only W52
WPAI-SHP

e Analysis of WPAI-SHP to be performed on OC only.

Additional analyses for other efficacy endpoints

e Addition of some extra analyses of efficacy endpoint with statistical testing
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13.1.13 Extent of exposure (Section 10)

e Now also calculated by COVID-19 pandemic period

13.1.14 Safety topic of interest (Section 10.2.4)

e Hypersensitivity now includes injection site reactions in addition to anaphylaxis
13.2 AMENDMENT 2

Rationale for the amendment

The primary purpose of this amendment was to address discrepancies of the SAP amendment 1
vs. the table shells that are going to be produced for the Week 24 analysis.

Modifications and changes

Global change

Interim analysis 1 is now referenced as Week 24 analysis throughout the document. Interim
analysis 2 is now referenced as Week 52 analysis throughout the document.

Change #1
Section 2.2.4: Immunological variables (last.sentence)

These 3 variables will be assesséd at Baseline, Week 4, 6, 8, 12, 16, 20, 24, 36, 52, end of
treatment and at SFU visit.

Has been changed to:

These 3 variables will be assessed at-Baseline, Week 4, 8, 12, 16, 20, 24, 36, 52, end of treatment
and at SFU visit.

Change #2

Section 3.3: Definition.of Baseline value (second paragraph from the end)

For subjects whoswitch treatment from placebo to BKZ at Week 16 (Visit 10), an additional
Baseline value'(called Week 16 Baseline) will be defined for efficacy variables. This Baseline
value-will be the last value collected before and up to the date of treatment switch (planned at
Week 16), which corresponds to the beginning of the ATP.

Has been changed to:

For subjects who switch treatment from placebo to BKZ at Week 16 (Visit 10), an additional
Basehne Value (called Week 16 Basehne) w1ll be deﬁned for efﬁcacy Varlables thls—Base}me

atWeeleIé)—wh*elwmespeads—te%he—begmnmgef—the—AEHLThe Week 16 value w1ll be
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considered as the Baseline value regardless of whether the Placebo subjects switched to
BKZ on a later visit.

Change #3
Section 3.5: Protocol deviations

An important protocol deviation (IPD) is defined as a protocol deviation (PD) likely to have a
meaningful impact on the study conduct, the primary efficacy outcome, the key safety.or the PK
outcomes for an individual subject. The IPDs will be identified and classified by the'deviation
types defined in the appropriate protocol-specific document. All PDs will be reviewed as part of
the ongoing data cleaning and data evaluation process and IPD will be identified-and
documented prior to unblinding to confirm exclusion from Per Protocol Set(PPS)-and the
Pharmacokinetics Per Protocol Set (PK-PPS).

An IPD will not always necessitate the removal of a subject from the'PPS. Depending on the
type of PD, the subject may remain in the PPS. The IPD document develeped by the clinical
study team should clearly state which PD will result'in a removal fromythe PPS.

Since the PPS will be used for a supportive analysis of the primary/éndpoint, which is assessed at
Week 16, the exclusion from PPS is limited to the DBP,ie only subjects with IPD observed prior
to or at Week 16 (Visit 10) will be excluded from the )PPS. Subjects with IPD after Week 16 will
not be excluded from the PPS.

A specific category of PD as a consgquence-of the Coronavirus Disease 2019 (COVID-19)
pandemic (called COVID-19 related PD) will be assessed based especially on the information
collected on a dedicated electronic case.report form (eCRF) page (and other sources).

Has been changed to:

An important protocol deviation/(IPD)-is'defined as a protocol deviation (PD) likely to have a
meaningful impact on the\study conduct, the primary efficacy outcome, the key safety or the PK
outcomes for an individual subject: The IPDs will be identified and classified by the deviation
types defined in the appropriate.protocol-specific document. All PDs will be reviewed as part of
the ongoing data cleaning.and data evaluation process and IPD will be identified and
documented prior-to unblinding to confirm exclusion from Per Protocol Set (PPS) and the
Pharmacokinetics Per Protocol Set (PK-PPS).

An IPDill not-always necessitate the removal of a subject from the PPS. Depending on the
type-of PD, the¢'subject may remain in the PPS. The IPD document developed by the clinical
study team’should clearly state which PD will result in a removal from the PPS.

In addition to IPDs resulting in the exclusion from the PPS, subjects who reduce the dose
or dosing frequency of certain medications due to intolerance, AE, side-effects or receive
new prohibited medication for AE will be removed from the PPS. While this is not an IPD,
as it is allowed per protocol for safety reasons, these subjects will be removed from the PPS
as this non-PD could have an affect the primary efficacy outcome in the same way as
flagged IPDs resulting in exclusion from the PPS.
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Since the PPS will be used for a supportive analysis of the primary endpoint, which is assessed at
Week 16, the exclusion from PPS is limited to the DBP, ie only subjects with IPD (or the non-
PD above) observed prior to or at Week 16 (Visit 10) will be excluded from the PPS. Subjects
with IPD after Week 16 will not be excluded from the PPS.

A specific category of PD as a consequence of the Coronavirus Disease 2019 (COVID-19)
pandemic (called COVID-19 related PD) will be assessed based especially on the information
collected on a dedicated electronic case report form (eCRF) page (and other sources).

Change #4
Section 3.6.7: Per Protocol Set

The Per-Protocol Set (PPS) will consist of all subjects in the RS who had‘no I[PDaffecting the
primary efficacy variable (only IPD observed prior to Week 16 are considered-for exclusion from
the PPS). The IPDs will be predefined and subjects with IPDs will/bé-evaluated during ongoing
data cleaning and data evaluation meetings prior to unblinding of the data (Section 3.5).
Exclusion from the FAS will be considered as IPDs that alsoresult in ‘eXxclusion from the PPS.

Supportive analysis of the primary efficacy variable willbe performed on the PPS.
Has been changed to:

The Per-Protocol Set (PPS) will consist ofall subjects in the RS who had no IPD or non-PD
related to prohibited medications/affecting the primary efficacy variable (only IPD/non-PD
related to prohibited medications observed priortoWeek 16 are considered for exclusion from
the PPS). The HPDs deviations will be predefined and subjects with H2Ds deviations will be
evaluated during ongoing data cleanifig and data‘evaluation meetings prior to unblinding of the
data (Section 3.5). Exclusion fromthe FAS'will be considered as an IPDs that also results in
exclusion from the PPS.

Supportive analysis of the.primary éfficacy variable will be performed on the PPS.

Change #5
Section 4.2.1; Strategy-for handling missing data for efficacy analyses
Added line'to Table 4.1

Efficacy endpoint Minimum Maximum Integer value
Tender dactylitis 0 20 Yes
count

Change #6

Section 4.2.2.3: MI-MCMC / Reference-based imputation (steps of the procedure)
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In the case of continuous endpoints, the procedure will be implemented as follows on the raw
values:

1. Data will be processed sequentially, one timepoint (visit) at a time, by repeatedly calling
SAS® PROC MI to impute missing outcome data at visits t=1,..., Week 16 (Week 16 being
the time point of interest) using data from the placebo-treated subjects only.

a. Initialization. Set t=1 (Baseline visit).

b. Iteration. Set t=t+1. Create a dataset combining records from BKZ and placebo subjécts with
columns for covariates (bone erosion and region) and outcomes at visits 1 to t. Outcomes for all
BKZ randomized subjects are set to missing at visit t and set to observed or previously imputed
values at visits 1 to t-1. Outcomes for placebo-treated subjects are set to observed)at visit t or
observed or previously imputed values at visits 1 to t-1. The outcomes should be sorted in
chronological order in the model.

c. Imputation. Impute missing values for visit t using previous outcomes forvisits 1 to t-1, bone
erosion at Baseline, and region. Note that only placebo data will bewsed to estimate the
imputation model since no outcome is available for BKZ-treated subjeets-at visit t. As a
consequence, the input dataset should include all subjects from Placébo but only subjects from
the BKZ arm that have values at timepoint t missing.

d. Repeat steps 2a-2d for all timepoints, (.-.)
Has been changed to:

In the case of continuous endpoints, the procedure will.be implemented as follows on the raw
values:

1. Data will be processed sequentially, one timepoint (visit) at a time, by repeatedly calling
SAS® PROC MI to impute missing outcome data at visits t=1 (Baseline),..., Week 16
(Week 16 being the time point of interest) using data from the placebo-treated subjects only.

a. Initialization. Set t=1 (Baseline visit).

Create a dataset combining all records from BKZ and placebo subjects with columns for
covariates (bone erosion andregion) and outcome at Baseline.

Impute missing valuesat‘Baseline using bone erosion at Baseline, and region. Note that
both placebo and BKZ data will be used to estimate the imputation model.

b. Iteration: Sett=t+1. Create a dataset combining records from BKZ subjects with missing
data at wisit t and all placebo subjects with columns for covariates (bone erosion and region)
and-outcomes-at visits 1 to t. In_this dataset, outcomes for all BKZ randomized subjects are set
teymissing at visit t and sette observed or previously imputed values at visits 1 to t-1. Outcomes
for placebo-treated subjects are set-te observed or missing at visit t e¥ and observed or
previously imputed values at visits 1 to t-1. The outcomes should be sorted in chronological
order in the model.

c. Imputation. Impute missing values for visit t using previous outcomes for visits 1 to t-1, bone
erosion at Baseline, and region. Note that only placebo data will be used to estimate the
imputation model since no outcome is available for BKZ-treated subjects at visitt. As a
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consequence, the input dataset should include all subjects from Placebo but only subjects from
the BKZ arm that have values at timepoint t missing.

d. Repeat steps 1b-1c¢ for all timepoints after Baseline up to Week 16, (...)

Change #7
Section 4.2.2.4: Tipping point analysis (Updated line to Table 4.3)
ACR component Range Delta
hs-CRP Observed range of the loge 5% of the observed range

transformed values for all BKZ
and Placebo subjects
(at Week 16)

Change #8
Section 4.3.1 Interim analyses and final analysis (first bullet)

The Week 24 analysis is the first interim analysis aftet all randomized subjects have completed
the DBP and the ATP up to Week 24 or have withdrawn from'the IMP or the study before Week
24. The purpose of this analysis is to perform a-comprehensive evaluation of all available data
for the 3 treatment arms to prepare ategulatory'submission for a marketing authorization
application based on this analysis:_This interim analysis will cover the analysis of all efficacy in
tables on data collected up to Week 24@nd the @nalysis of safety in tables on data collected up to
the cut-off date (defined as Week 24 visit) for the last subject (all available data will be reported
in listings). The type of efficacy and safetytables provided for the first interim analysis is
detailed in Table 4-4.

Has been changed to:

The Week 24 analysisis the first'interim analysis after all randomized subjects have completed
the DBP and the ATP up to Week 24 or have withdrawn from the IMP or the study before Week
24. The purpose of this analysis is to perform a comprehensive evaluation of all available data
for the 3 treatment arms-to prepare a regulatory submission for a marketing authorization
applicationdbased on'this analysis. This interim analysis will cover the analysis of all efficacy in
and non-safety-by visit tables on data collected up to Week 24 and the analysis of safety in
tables on data collected up to the cut-off date (defined as Week 24 visit) for the last subject (all
available data will be reported in listings). The type of efficacy and safety tables provided for the
first interim analysis is detailed in Table 4-4.

Change #9
Section 4.8 Examination of subgroups (5th bullet from the end)
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e Concomitantly receiving MTX vs. cDMARDs at Baseline (concomitant MTX, no
concomitant MTX and cDMARDs at Baseline, no concomitant MTX and no cDMARDs at
Baseline)

Has been changed to:

e Concomitantly receiving MTX at Baseline vs. other cDMARDs at Baseline (concomitant
MTX at Baseline, no cencomitant MTX at Baseline and cDMARDs at Baseline, no
concomitant MTX at Baseline and no cDMARDs at Baseline)

Change #10
Section 5.1 Subject Disposition (New text after paragraph 4).

The numbers and percentages of these subjects who either complete-the SFU visit or not
will additionally be presented.

The numbers and percentages of randomized subjects entering the.Open Label Extension
(OLE) study and those not entering the OLE study.will be.presented. Of the randomized
subjects not entering the OLE study,

Change #11
Section 5.3 Protocol deviations.
The definition of an IPD is given'in/Section-3.5

A summary displaying the number and percentage of subjects with an IPD will be provided by
treatment group separately for the-.DBP on-the RS and on the ATP on the ATS. This will include
a summary of subjects excluded from the PPS (DBP only) and the PK-PPS due to IPD. The
summary will be provided overall (any IPD) and by type of deviation (inclusion criteria
deviation, exclusion criteria deviation, withdrawal criteria deviation, prohibited concomitant
medication, incorrect treatment-or-dose, treatment non-compliance, procedural non-compliance,
COVID-19 related IPD).

Criteria for exclusion of'suibjects from the PPS or PK-PPS will be defined in a separate
document.

A by-subject listing-of IPDs will be provided for all subjects in the RS.

A by=subjectlisting of COVID-19 related PDs will be provided for all subjects in the RS.
Has been changed to:

The definition of an IPD is given in Section 3.5

A summary displaying the number and percentage of subjects with an IPD will be provided by
treatment group separately for the DBP on the RS and on the ATP on the ATS. This will include
a summary of subjects excluded from the PPS (DBP only) and the PK-PPS due-te-HPD. The
summary will be provided overall (anyHPB) and by type of deviation (inclusion criteria
deviation, exclusion criteria deviation, withdrawal criteria deviation, prohibited concomitant
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medication, incorrect treatment or dose, treatment non-compliance, procedural non-compliance,
COVID-19 related IPD) as well as the number and percentage of subjects excluded from the
PPS due to reason other than PD.

Criteria for exclusion of subjects from the PPS or PK-PPS will be defined in a separate
document.

A by-subject listing of IPDs will be provided for all subjects in the RS.
A by-subject listing of COVID-19 related PDs will be provided for all subjects in the RS.

A by-subject listing of subjects excluded from the PPS for reasons other thanAPD will be
provided.

Change #12

Section 6.2.2 Other baseline characteristics (14th bullet)
e NSAID at Baseline (Yes, No)

e Prior cDMARD:s (0,1, >=2)

Has been changed to:

e NSAID at Baseline (Yes, No)

e Past cDMARDs Therapy (Yes;No)

e Prior cDMARDs (0,1, >=2)

Change #13
Section 7 Measure of treatment-compliance (last sentence)

A summary of percent treatment eompliance categorized as <75% and >75% will be provided by
treatment group, as well'as a by-subject listing of treatment compliance.

Has been changed to:

A summary of percent treatment compliance categorized as <75% and >=75% will be provided
by treatment group, 'ds-well as a by-subject listing of treatment compliance.

Change #14

Section 8.1.2 Primary analysis of the primary efficacy variable (paragraph 8) and Section 8.2.2
Primary analysis of secondary efficacy variables (last sentence)

For the country specific analyses performed on subjects randomized in Japan, the region factor
will not be considered as a covariate for the modelling.

Has been changed to:
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For the country specific analyses performed on subjects randomized in Japan, the region factor
will not be considered as a covariate for the modelling.

Considering that the number of subjects randomized in Japan is low (less than 10% of the
Randomized Set), statistical models might not converge. If a model (Logistic Model or
Mixed model) is not converging, all related adjusted statistics and p-value will not be
presented : “NE” for “Not Evaluable” will be displayed instead.

Change #15
Section 8.2.1.4 MDA at Week 16 (last but one paragraph)

The following rule will be applied for subjects with BSA <3 at Baseline: Subjects with BSA <3
at Baseline will always meet the criteria PASI <1 or BSA <3 except in the’cases where a BSA
score >3 is observed.

Has been changed to:

The following rule will be applied for subjects with-BSA <3 at Baseline; Subjects with BSA <3
at Baseline will always meet the criteria PASI <1'of BSA <3,except in the cases where a BSA
score >3 is observed.

Change #16

Section 8.2.1.5 Van den Hedje modified Total SharpScore (vdHmTSS) : Change from Baseline
at Week 16 (after the sixth bullet from the end).

Radiographic assessments should be €onducted-using a standardized imaging methodology as
defined in an imaging charter. For the analysis, the average of the scores (ES, JSN score and total
score) from the 2 independent teviewers-will be utilized.

Has been changed to:

Radiographic assessments should be conducted using a standardized imaging methodology as
defined in an imaging charter.Subjects reaching Week 52 will have 2 sets of reads for
Baseline and Week 16 as-x-rays for these subjects are read more than once in different
sessions to reduce within subject variability by each of the independent reviewers. For
the interim analysis first set of reads (initial Baseline and Week 16 read)will be used for all
subjects. For the.analysis, the average of the scores (ES, JSN score and total score) from the 2
independent.reviewers will be utilized. They will be calculated as:

Change #17
Section 8.2.3 Supportive analyses of the secondary efficacy variables (second paragraph)

For PASI90, the MI will be run on the PASI score on subjects involving at least 3% of BSA at
Baseline.

Has been changed to:
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For PASI90, the MI will be run on the PASI score on subjects involving at least 3% of BSA at
Baseline.

For the MDA (and VLDA) MI analysis, subjects with BSA <3 at Baseline will always meet
the criteria PASI <1 or BSA <3 except in the cases where a BSA score >3 is observed.
Subjects involving at least 3% of BSA at Baseline will have their BSA values imputed using
MI when deriving MDA (VLDA).

Change #18
Section 8.2.3 Supportive analyses of the secondary efficacy variables (last sentence)

To assess the impact of the COVID-19 pandemic, the analysis of secondary €fficacy.endpoints
included in the hierarchy with be repeated on the COVID-19-Free Set using the pfimiary analysis
method.

Has been changed to:

To assess the impact of the COVID-19 pandemic, the analysis of secondary efficacy endpoints
included in the hierarchy with be repeated on the €COVID-19-Free Set (On subjects from the
Radiographic Set included in the COVID-19-Free-Set-for the analysis of VdAHmTSS) using
the primary analysis method.

Change #19

Section 8.3.1.6 : Psoriatic Arthritis Disease-Activity Score (PASDAS) categories and change
from Baseline in PASDAS

PASDAS= ((0.18 x VPhysician global VAS) *+ (0.159 x \Patient global VAS )
—(0.253 x VSF36 PCS ) + (0.10]1 x LN(SJC + 1)) + (0.048 x LN(TIC + 1))
+(0.23 x LN(LEI + 1)) +,(0:377 x EN(Tender dactylitis count + 1))

+(0.102 x LN(hs — CRR 1) + 2))

Note: LN=natural logarithm.

If any of the PASDAS cemponent is missing, PASDAS will be set to missing.
(...)

The following categories are used to define the level of disease activity:

* Remission:'PASDAS <1.9

« Low disease activity: PASDAS 1.9 to <3.2

» Moderate disease activity: PASDAS 3.2 to <5.4

* High disease activity: PASDAS >5.4.

The PASDAS categories and the change from Baseline in PASDAS score will be analyzed at
Week 4, 8, 12, 16, 20, 24, 28, 32, 36, 52.

Has been changed to:
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PASDAS=((0.18 x VPhysician global VAS) + (0.159 x \Patient global VAS )
—(0.253 x VSF36 PCS)

+(0.101 x LN(SIC + 1))

+(0.048 x LN(TJC + 1))

+(0.23 x LN(LEI + 1))

+(0.377 x LN (Tender dactylitis count + 1))

+(0.102 x LN(hs—CRP + 1))

+2)*1.5

Note: LN=natural logarithm.

If Tender Dactylitis count is missing because LDI=0 at Baseline, Tender Dactylitis count
will be replaced by 0 in the formula.

If for any other reason a any-efthe PASDAS component is missing,.PASDAS will be set to
missing.

(...)

The following categories are used to define the levelof disease activity:
* Remission: PASDAS <1.9

* Low disease activity: PASDAS >1.9 to <3.2

* Moderate disease activity: PASDAS 3:2'to0 <5.4

* High disease activity: PASDAS>5.4.

The PASDAS categories and the change from Baseline in PASDAS score will be analyzed at
Baseline, Week 4, Week 16, 24, 36,52.

Change #20
Section 8.3.2.2 : Other endpoints(excluding time to ACR20/50/70 response)

(...)

For binary endpaints using:

e The number andpreportion of responders using the NRI approach.

e Thednean proportion of responders in the multiple imputed datasets and the 95% CI
(modified-cemposite estimand). For ACRS50 response at post-Week 16 visits for subjects
responding at Week 16, the same imputed data as generated in the context of the analysis of
the primary efficacy endpoint will be used.

— For enthesitis and dactylitis free-state based on the pooled data of PA0010 and PAOO11
subjects (for subjects in the BKZ 160mg Q4W and the Placebo group), the MI will be
performed on the pooled dataset (using data from Baseline, Week 4, 8, 12 and 16) the
same way as described in 4.2.2.2, but with the following covariates in that order for each
SAS® PROC MI: region (North America, Western Europe and Eastern Europe in that
order) and study-id ( “1” for PA0OO11 and “0” for PA0010).
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— For enthesitis based on LEI, the MI will be run on all subjects and results reported for
subjects with LEI>0 at Baseline ; for other binary variables derived from continuous
value(s), the MI will be run on the subset of subjects (if applicable) for which the variable
will be reported (ie: for LDI, on subjects with LDI>0 at Baseline)

e The observed number and proportion of responders on subjects with observed data.
Has been changed to:

For binary endpoints using:

e The number and proportion of responders using the NRI approach.

e The mean proportion of responders in the multiple imputed datasets and the.95% CT
(modified composite estimand). For ACRS50 response at post-Week 16visits forsubjects
responding at Week 16, the same imputed data as generated in the context of the analysis of
the primary efficacy endpoint will be used.

— For enthesitis and dactylitis free-state based on the pooled.data of PA0010 and PA0O11
subjects (for subjects in the BKZ 160mg Q4W and thePlacebo group), the MI will be
performed on the pooled dataset (using data from Baseline, Week 4, 8, 12 and 16) the
same way as described in 4.2.2.2, but with/the following ¢ovariates in that order for each
SAS® PROC MI: region (North America, Western Eutope and Eastern Europe in that
order) and study-id ( “1”” for PAOO11 and 70*for PA0010).

— For enthesitis based on LEI,the.MI will.be run-on-all subjects and results reported for
subjects with LEI>0 at Baseline ; fot'other binaty variables derived from continuous
value(s), the MI will be run on the subset'of subjects (if applicable) for which the variable
will be reported (ie: for LDI, on'subjeets-with LDI>0 at Baseline)

— For ACR50 based on Week 16 Baseline, the MI will be run on Week 16 and post-
week 16 values, on the’ATBS-for the Placebo group. Week 16 value will be
considered as the Baselinevalue regardless of whether the Placebo subjects switched
to BKZ on a latér)visit.

— For PASI90'based on)Week 16 Baseline, the MI will be run on W16 and post-week
16 values; on the{ATBS for the Placebo group on subjects with PSO involving at
least 3% of BSA-at Week 16. Week 16 value will be considered as the Baseline value
regardless of whether the Placebo subjects switched to BKZ on a later visit.

e The ebserved:number and proportion of responders on subjects with observed data.

Change #21

Section 8.3.2.2 Other endpoints (excluding time to ACR20/50/70 response) (paragraph about
analysis of categorical endpoints)

For categorical endpoints (ie, EQ-5D-3L dimensions score, DAPSA state) using:
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e The number and percentage by endpoint category using the NRI approach (as performed for
the primary analysis of the primary endpoint with the exception that the NRI is replaced by
the worst category imputation)

e The mean percentage by endpoint category in the multiple imputed datasets (modified
composite estimand). Regardless of imputed values, the value of the categorical endpoint
after IE are by default set to the worst category (ie: High Disease Activity for DAPSA 'state)

Has been changed to:
For categorical endpoints (ie, EQ-5D-3L dimensions score, DAPSA state. PASDAS categories)
using:

e The number and percentage by endpoint category using the NRI approach (as'performed for
the primary analysis of the primary endpoint with the exception that the NRLis-replaced by
the worst category imputation)

e The mean percentage and corresponding 95% CI by endpoint category.in the multiple
imputed datasets (modified composite estimand). Regardless of imputed values, the value of
the categorical endpoint after IE are by default-set to the worst category (ie: High Disease
Activity for DAPSA state)

Change #22

Section 8.3.2.3 : Additional statistical-analysisfor othén efficacy endpoints (3™ and 4 bullet
from the end)

e ACRS50/PASI90 composite (Weekl 6, 20,:52)

e ACRS50/PASI100 composite (Week16520, 52)
Has been changed to:

e ACRS0/PASI90 composite (Week16, 20 24, 52)
e ACRS50/PASI100 composite (Week16, 20 24, 52)

Change #23
Section9.1": Pharmacokinetics (paragraph 3)

No imputationywill be used for missing samples. However, if plasma concentration
measurements are below the limit of quantification (BLQ), then for the calculation of the derived
statistics, the result will be set to %2 of LLOQ (ie, 1/2*0.250 = 0.125 ug/mL). Descriptive
statistics including number of values, geometric mean, its 95% CI, geometric coefficient of
variation, mean, SD, median, minimum, and maximum. Geometric mean and its 95% CI,
geometric CV, mean and SD will be calculated if at least % of the values of interest is above the
LLOQ ; otherwise, only number of values, median, minimum, and maximum will be presented.

Has been changed to:
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No imputation will be used for missing samples. However, if plasma concentration
measurements are below the limit of quantification (BLQ), then for the calculation of the derived
statistics, the result will be set to %2 of LLOQ (ie, 1/2*0.250 = 0.125 ug/mL). Descriptive
statistics including number of values, geometric mean, its 95% CI, geometric coefficient of
variation, mean, SD, median, minimum, and maximum. Geometric mean and its 95% CI,
geometric CV, mean and SD will be calculated if at least % of the values of interest is above the¢
LLOQ and number of values>=3; otherwise, only number of values, median, minimum, and
maximum will be presented.

Change #24
Section 9.1 : Pharmacokinetics (Third bullet)

e The table summary and figures will be primarily repeated by anti-BKZ antibody status
(positive, negative, missing) by treatment group (3 lines per graph;-one graph per treatment
group). The missing group will not be displayed if >95% of subjects ate)categorized in the
non-missing groups.

The ADAD status (positive, negative, or missing) will be'considered in a cumulative manner
at each time point:

— asubject will be counted as positivefrom the first visit at which the subject achieved a
positive ADAb sample result to the end.of the treatment period (regardless of any
missing/inconclusive or negatiyé ADAb'sampléjresult).

— If a subject has only negative ADAb samples or only one missing/inconclusive sample
with negative ADAb samplesap-to thattimepoint, the subject will be classified as
negative.

Has been changed to:

e The table summary and figures will be primarily repeated by anti-BKZ antibody status
(positive, negative,Anissing) by treatment group (3 lines per graph, one graph per treatment
group). The missing group,will not be displayed if >95% of subjects are categorized in the
non-missing groups.

The ADAD status(positive, negative, or missing) will be considered in a cumulative manner
at each'time point:

—.a'subjectwill be counted as positive from the first visit at which the subject achieved a
positive ADAb sample result to the end of the treatment period (regardless of any
missing/inconclusive or negative ADAb sample result).

— If a subject has only negative ADADb samples or only one missing/inconclusive sample
with negative ADAb samples up to that timepoint, the subject will be classified as
negative. An exception remains for the Baseline Visit where only one sample would
be available. If the sample is missing/inconclusive, then the sample will be classified
as being negative for the cumulative ADAD status.
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Change #25

Section 9.1 : Pharmacokinetics (last sentence)

All plasma concentration data will be reported in ug/mL in the tables, figures, and listings.
Has been changed to:

All plasma concentration data will be reported in ug/mL in the tables, figures, and listings:

If more than 10% of the PK concentration results have been excluded from the.table
summaries, the PK excluded results will be listed in a separate listing.

Change #26
Section 9.2.1 : Anti-bimekizumab antibody (line before the description of the ADADb categories)

Summaries of cumulative ADAD status and time to treatment-emergent-positivity will use all
available data.

Has been changed to:

All other Summaries of ewmulative-ADAD status and-time-to-treatment-emergentpositivity

will use all available data (scheduled and.unscheduled).

Change #27
Section 9.2.1 : Anti-bimekizumab antibody (ADAD categories)

— Category 1: Pre ADAD negative <treatment-emergent ADAD negative: Includes
subjects who are negative at Baseline and antibody negative at all sampling points post
treatment (including SFU). This group also includes subjects who have
missing/inconclusive pre<treatment sample (eg either missing/inconclusive or insufficient
volume) at baseline with all post-baseline samples as ADAb negative.

(..)

— Category 6: Inconclusive: Includes subjects who have a positive pre-treatment sample
and ‘some post-treatment samples are missing, while other post-treatment samples are
ADAD .negative or missing.

¢2)

— Category 9: Missing: Includes subjects who have a negative or a missing/inconclusive
pre-treatment sample and some post-treatment samples are missing/inconclusive, while
other post-treatment samples are ADAb negative.

Has been changed to:
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Category 1: Pre ADAD negative — treatment-emergent ADAb negative: Includes
subjects who are negative at Baseline and antibody negative at all sampling points post
treatment (including SFU), one post-baseline missing/inconclusive sample is allowed
for subjects with pre-ADADbD negative sample. This group also includes subjects who
have missing/inconclusive pre-treatment sample (eg either missing/inconclusive or
insufficient volume) at baseline with all post-baseline samples as ADAD negative.

(..)

Category 6: Inconclusive: Includes subjects who have a positive pre-treatment.sample
and some post-treatment samples are missing, while other post-treatment samples ‘are
ADAD negative or missing.

(..)

Category 9: Missing: Includes subjects who have a negative oramissing/inconclusive
pre-treatment sample and some post-treatment samples are missing/incenclusive, while
other post-treatment samples are ADAb negative or missing.

Change #28
Section 9.2.1 : Anti-bimekizumab antibody (Fitst Bullet)

e A summary table displaying the number and percentage of subjects with ADAD status
(positive, negative or missing).ateach visitand overall will be provided. For the overall
summary at any visit, 2 summaries will.\be presented:

Including any visit during the treatmentperiod (as defined in Section 3.1). Thus, this
summary will exclude data obtained atthe SFU visit and will include data obtained at
Baseline. This summary will display the overall ADADb status up to Week 16, 24 and 52
by treatment group (BKZ 160mgQ4W, Placebo / BKZ 160 mg Q4W).

Including any visit,during'the study. Thus, this summary will include data obtained at
both the SFU_visit and at‘Baseline.

Has been changed to:

e A summary table'displaying the number and percentage of subjects with ADAD status
(positive, negative or missing) at each visit and overall will be provided. For the overall
suminary at-any visit, 2 summaries will be presented:

Including any visit during the treatment period (as defined in Section 3.1). Thus, this
summary will exclude data obtained at the SFU visit and will include data obtained at
Baseline. This summary will display the overall ADAD status up to Week 16, 24 and 52
by treatment group (BKZ 160 mg Q4W, Placebo / BKZ 160 mg Q4W).

Including any visit during the study. Thus, this summary will include data obtained at
both the SFU visit and at Baseline. Subjects who rolled over to the OLE study will not
have a SFU visit per study protocol. For these subjects, the ‘overall ADADbD status
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including SFU’ will then be considered as being identical to the ‘overall ADAb
status up to Week 52°.

Change #29
Section 9.2.1 : Anti-bimekizumab antibody (Second, third and fourth bullet)

The above summary table displaying the number and percentage of subjects in each of the
ADAD status (positive, negative, missing) will be repeated by region for Placebo /ABKZ 160
mg Q4W and BKZ 160 mg Q4W groups. The overall summary excluding SFU;will be
generated for up to Week 16, 24 and 52.

A summary table displaying the number and percentage of subjects in each of the ADADb
status (positive, negative, missing) by concomitant medications (use:0£ cDMARDs at entry,
use of MTX at entry, use of oral/systemic corticosteroids at entry) will beprovided (overall
summaries only, including summaries up to Week 16, 24 and 52):

A table displaying the number (%) of subjects with the first.occurrenee of ADAD treatment-
emergent positivity during the study (ie: including Baseline visit) will be summarized. This
summary will include the following categoties:

— Any ADAb+: ADA positive sample regardless-of category during the treatment period,
— ADAD Category 2: Pre ADAb.negative — treatment-emergent ADAD positive,

— ADAD Category 5: Pre ADAb/ositive — treatment-boosted ADAD positive (if this
category represents at least-10%.o0f'the subjects, otherwise results are to be merged with
category 2). For this category;the first.occurrence of a boosted result is considered.

Has been changed to:

The above summary table.displaying the number and percentage of subjects in each of the
ADAD status (positive; negative/total of positive and negative, missing) will be repeated by
region for Placebo ABKZ 160.mg Q4W and BKZ 160 mg Q4W groups. The overall
summary excluding SFUrwill be generated for up to Week 16, 24 and 52.

A summary table displaying the number and percentage of subjects in each of the ADADb
status (positive, negative, total of positive and negative, missing) by concomitant
medications (use‘'of cDMARDs at entry, use of MTX at entry, use of oral/systemic
corticosteroidsat entry) will be provided (overall summaries only, including summaries up to
Week 16524 and 52 and SFU).

A table displaying the number (%) of subjects with the first occurrence of any ADAb
positivity (ie including Baseline visit) or ADAb treatment-emergent positivity during the

study (einelading Baseline-visit) will be summarized. This summary will include the

following categories:

— Any ADAb+: ADA positive sample regardless of category during the treatment period,
— ADAD Category 2: Pre ADAD negative — treatment-emergent ADAD positive,
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— ADAD Category 5: Pre ADAD positive — treatment-boosted ADAD positive (if this
category represents at least 10% of the subjects, otherwise results are to be merged with
category 2). For this category, the first occurrence of a boosted result is considered.

Change #30
Section 9.2.1 : Anti-bimekizumab antibody (eighth, nineth, and tenth bullet)

¢ Individual plots (one plot by subject) of BKZ concentrations/ADAD titer and ACRS0
response (based on NRI) will be created. All 3 endpoints will be plotted on the Y-axistby
visit (x-axis) for the full treatment period, including SFU where a patient has,not progressed
into the OLE. Plots should be labeled and grouped into the 9 ADAD categories and display
vertical lines on the x-axis corresponding to the dosing incidences/visits:
For the Week 24 interim analysis, the ADAD categories will be based-on dataup to Week 24.

¢ Individual plots (1 plot by subject) of BKZ concentrations/ADAb titer.and PASI90 will also
be created similarly as described above.

e Spaghetti plots of ADAD titer (y-axis) will beaeported onthe log-scale by visit (x-axis) by
treatment group for all ADAD positive subjects. This‘plot will include the following ADAb
categories:

— Category 2: Pre ADAb negative'< treatment-emergent ADADb positive,
— Category 5: Pre ADAD positive — treatment-boosted ADAD positive.

Plots will be presented using a'semi-logarithmic-scale for the ADAD titers (ADAD negative
samples will therefore be excluded from theplot).

Has been changed to:

e Individual plots (one plot-by’'subject) of BKZ concentrations/ADAD titer and ACR50
response (based on NRI) will becreated. All 3 endpoints will be plotted on the Y-axis by
visit (x-axis) for the full treatment period, including SFU where a patient has not progressed
into the OLE. Plots should\be labeled and grouped into the 9 ADADb categories and display
vertical lines on the x<axis corresponding to the dosing incidences/visits.

For the Week 24 interim analysis, the ADAb categories will be based on data up to Week 24.

e Individual plots (1 plot by subject) of BKZ concentrations/ADAD titer and PASI90 will also
be created similarly as described above.

o ~Spaghetti-plots of ADAD titer (y-axis) will be reported on the log-scale by visit (x-axis) by
treatment group for all ADAD positive subjects. This plot will include the following ADAb
categories:

— Category 2: Pre ADAb negative — treatment-emergent ADADb positive,
— Category 5: Pre ADAD positive — treatment-boosted ADAD positive.

The 3 plots described above will be presented ADAD titers using a semi-logarithmic scale
for-the ADAb-titers (ADAD negative samples will therefore be excluded from the plots).
Furthermore, all ADAD titer values<100 will be represented as 1 in these plots.
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Change #31
Section 9.2.1 : Anti-bimekizumab antibody (last paragraph)

e Finally, all individual subject-level ADAD results will be listed including the Screening
assay, confirmatory assay, ADAD status, and titers if applicable. Note, that titer results will
only be available, if the confirmatory assay is positive. The listing will also include flags for
ADAD measurements that were excluded from the by-visit summaries. The reason for
exclusion will be one of the following:

— Sample collected out of window relative to current dose (or visit),
— More than one sample obtained at the same visit.
Has been changed to:

¢ Finally; All individual subject-level ADAD results will be listeduincluding the Screening
assay, confirmatory assay, ADAD status, and titers if applicable. Note, that titer results will
only be available, if the confirmatory assay is positive. The, listing' will also include flags for
ADADb measurements that were excluded from'the by-visit summaries. The reason for
exclusion will be one of the following:

— Sample collected out of window relative to-current dese (or visit),
— More than one sample obtained.at the same visit.

e Finally, if more than 10% of the ADAD results have been excluded from the table
summaries, the ADAb excluded results will\be listed in the same listing as the one
mentioned in Section 9.1 for excluded PK results.

Change #32
Section 9.2.2 : Neutralizing anti“bimekizumab antibodies (first bullet)

e NAD negative: No NAb positive samples for IL-17AA and IL-17FF at Baseline or post-
Baseline. This group.will also include subjects who have only 1 missing sample and all other
available samplesiduring the period of interest are negative. Study participants who are NAb
negative'will be'classified as follows:

— “ADAD positive / NAb negative: ADADb positive subjects who are 1) NAb negative for all
available' ADAD positive samples or 2) with only one missing NAb sample and all other
evaluated ADAD positive samples are NAb negative.

— ADAD negative: if the subject has all the samples as ADAb negative or only one
missing/inconclusive sample with all other available samples as negative ADAD.

Has been changed to:

e NAD negative: No NAD positive samples for IL-17AA and IL-17FF at Baseline or post-
Baseline. This group will also include subjects who have only 1 missing sample and all other

Confidential Page 172 of 188



UCB 06-MAY-2022
Statistical Analysis Plan Bimekizumab PA0010

available samples during the period of interest are negative. Study participants who are NAb
negative will be classified as follows:

— ADAD positive / NAb negative: ADAD positive subjects who are 1) NAb negative for all
available ADAD positive samples or 2) with only one missing NAb sample and all other
evaluated ADAD positive samples are NAb negative.

— ADAD negative: if the subject has all the samples as ADAb negative or only one
missing/inconclusive sample with all other available samples as negative ADAb. Note
that ADAD negative samples are not subject to the neutralizing assay.

Change #33

Section 9.2.2 : Neutralizing anti-bimekizumab antibodies (Third bullet)
e NAD Missing:
— >1 relevant NAb samples are missing and other available NAb samples during the period
of interest are negative, eg, missing or insufficient sample left for NAb testing.
Has been changed to:
e NAb Missing:

— >1 relevant NAb samples are missing/inconclusive and other available NAb samples
during the period of interestiare negative, eg, missing or insufficient sample left for NAb
testing.

Change #34
Section 10.2.1 : Standard AE summaries (18" bullet)

e TEAEs by timing of enset relative to ADADb status by SOC, HLT, PT (on subjects treated
with BKZ). This will include columns for the following:

— TEAESs stafting before'the first ADADb positive result (includes ADAD categories 2, 4 and
5) where TEAEs have occurred before the following events: a) the first positive ADAb
result.for subjcets in category 2 and b) the first post-baseline boosted ADAD titer result
for.subjects with titer results and the first post-Baseline positive ADADb result for subjects
with positive ADADb at Baseline with no other samples with titer available for subjects in
category 5.

Has been changed to:

e TEAEs by timing of onset relative to ADADb status by SOC, HLT, PT (on subjects treated
with BKZ). This will include columns for the following:

— TEAE:s starting before the first ADAD positive result (includes ADADb categories 2,-4-and
5) where TEAESs have occurred before the following events: a) the first positive ADAb
result for subjects in category 2 and b) the first post-baseline boosted ADAD titer result
for subjects with titer results and the first post-Baseline positive ADADb result for subjects
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with positive ADADb at Baseline with no other samples with titer available for subjects in
category 5.

Change #35
Section 10.3 : Clinical laboratory evaluations (2" bullet after Table 10-5)

e Number and percentage of subjects by CTCAE grade (version 4.03) (when applicabl¢) based
on minimum/maximum post Baseline value (for blood chemistry and hematology).

Has been changed to:

e Number and percentage of subjects by CTCAE grade (version 4.03) (when-applicable) based
on minimum/maximum post Baseline value (for blood chemistry and hematology). Subjects
who meet the decreased potassium criterion of 3.0-<LLN, which is specified as the
decreased potassium lab criterion for both CTCAE Grade 1 and Grade 2, will be
counted as Grade 2.

13.3 AMENDMENT 3
Rationale for the amendment

The primary purpose of this amendment'was to address discrepancies of the SAP amendment 2
vs. the table shells that are going todbe,produced for. the, Week 52 analysis.

Modifications and changes
Change #1
Section 4.2.2.2: MI - MCMC/Maenptone Regression

(...) For the MCMC method (whenimputing intermittent missing values), randomization
strata will be re-coded as indicator variables and will always be specified in the following
order: North Ameriea-region' (I for North America, 0 otherwise), Western Europe region (1
for Western Eurepe,0 otherwise), Eastern Europe region (1 for Eastern Europe, 0 otherwise),
For each imputation model, Bone erosion at Baseline (0 if bone erosion at Baseline =0 ; 1 if
bone erosion at Baseline>1).

For each imputation model, the randomization strata (region and bone erosion at Baseline)
may'be dropped to facilitate convergence if required as described below: If the MI fails to
converge 'when adjusting on the stratification variables specified above, or if the percentage
of randomized subjects is < 10% in either of the Asia or Western Europe regions, then the
Western Europe and Asia region will be combined and the binary variables for region that
will be left in the MI will then be for North America and Eastern Europe regions.

Has been changed to:

(...) For the MCMC method (when imputing intermittent missing values), randomization
strata will be re-coded as indicator variables and will always be specified in the following
order: North America region (1 for North America, 0 otherwise), Western Europe region (1
for Western Europe,0 otherwise), Eastern Europe region (1 for Eastern Europe, 0 otherwise),
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For each imputation model, Bone erosion at Baseline (0 if bone erosion at Baseline =0 ; 1 if
bone erosion at Baseline>1).

Bone erosions will be read for all visits both at the Week 24 analysis and the Week 52 /
final analyses to ensure that unnecessary bias is not introduced. Given there may be
differences at Baseline for the two sets of reads, the following rules will be applied for.
the MI process:

e For the Week 24 analysis, the first set of reads will be used.

e For the Week 52 and final analyses, Week 16 specific outputs will continue to use
the first set of reads. Outputs involving over time data up to Week 52 will use-the
second set of reads.

For each imputation model, the randomization strata (region and bone-eroesion-at-Baseline)
may be dropped to facilitate convergence if required as described below: If the'MI fails to
converge when adjusting on the stratification variables specified‘@above, orif the percentage
of randomized subjects is < 10% in either of the Asia or Western Europe regions, then the
Western Europe and Asia region will be combined and the-binary variables for region that
will be left in the MI will then be for North America and Eastern Etrope regions.

Change #2
Section 4.2.2.2: MI - MCMC/Monotone -Regression

If a variable is dropped in order'to allow convergence for one model in the study, that
variable does not have to bedropped. from other models in the study of the model converges
without dropping the variable. That,is, model convergence should be evaluated for each
efficacy table independently. Futthermore, this means that a table based on a single timepoint
may have different variables i the imputation model than a separate by-visit table for the
same variable.

Has been changed to:

If a variable is dropped in/erder to allow convergence for one model in the study, that
variable doesnot have to be dropped from other models in the study of the model converges
without dropping.the.variable. That is, model convergence should be evaluated for each

efficacy:table independently. Furthermere;this-means-that-atable based-on-a-single

. .
. . . .
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table for-the-same variable.

Change #3
Section 4.2.2.2: MI - MCMC/Monotone Regression

Step 2: Standard rounding rules will be applied to the imputed values after each SAS® PROC
ML. If an imputed value falls outside of the range for the given variable (as listed in Table 4-1)
the value will be updated to be within the predefined range.

Has been changed to:
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PROC MI. If an 1mputed Value falls 0uts1de of the range for the given Varlable (as llsted in

Table 4-1) the value will be updated to be within the predefined range.

Change #4
Section 4.2.2.5: Treatment Policy Strategy

Subjects for whom efficacy data cannot be obtained at the week of interest, despite attempts to
retain them in the study, will have their data imputed using MI-MCMC / monotone.regression
(Section 4.2.2.2).

Has been changed to:

Subjects for whom efficacy data cannot be obtained at the week of intérest; despite attempts to
retain them in the study, will have their data imputed using MI-MCMC"/ monetone regression
(Section 4.2.2.2) based on non missing data collected up to Week 16.

Change #5
Section 4.8 Examination of subgroups

In the context of submission to Japanesé.health authorities;-a subset of tables and figures will be
provided in the subgroup of subjects randomized-in Japan.

Has been changed to:

In the context of submission to Japanese-health@uthorities, a subset of tables and figures will be
provided in the subgroup of subjectsrandomized in Japan (when MI is used, data for subjects
randomized in Japan will be extracted from the MI datasets generated for the full

population).

Change #6
Section 5.2 Impactof COVID-19

A listing of visits affected by COVID-19 will be presented based on the Enrolled Set including
the visit,dates of visit, relationship to COVID-19, impact category and a narrative (short
description) ofithe event. These data will be summarized for non-randomized subjects and by
treatment group and overall, for enrolled subjects.

Has been changed to:

A listing of visits affected by COVID-19 will be presented based on the Enrolled Set including
the visit, dates of visit, relationship to COVID-19, impact category and a narrative (short

description) of the event. These data will be summarized fer-nen-randemized-subjeets-and by

treatment group and overall, for enrelled randomized subjects.
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Change #7
Section 8.1.2 Primary analysis of the primary efficacy variable

A logistic regression model will be used to assess the treatment effect on ACRS50 response at
Week 16. The model will include a fixed effect for treatment. The suitability of including
randomization stratification variables (bone erosion at Baseline and region) will be assessed
using Pearson and Deviance and The Hosmer-Lemeshow Goodness-of-Fit Tests (Hosmer and
Lemeshow, 2000).

Has been changed to:

A logistic regression model will be used to assess the treatment effect on ACRS0 response)at
Week 16. The model will include a fixed effect for treatment. The suitability<of including
randomization stratification variables (bone erosion at Baseline and region) will be assessed
using Pearson and Deviance and The Hosmer-Lemeshow Goodness-of+Fit Tests (Hosmer and
Lemeshow, 2000).

In the context of the Week 24 analysis, actual bone erosion at Baseline-as a covariate will be
based on data from the first set of reads. For Week.52 analysis, data from the second set of
reads will be used.

Change #8

Section 8.1.3 Subgroup analyses of:the primary ¢etficacy variable

Subgroup analyses will be perfermed on the-primary’efficacy variable on the RS.
The variables for subgroup analyses are-defined-in Section 4.8.

Has been changed to:

Subgroup analyses will be performedn the primary efficacy variable on the RS.
The variables for subgroupanalyses are defined in Section 4.8.

In the context of the Week 24 analysis, actual bone erosion at Baseline used as a covariate
and/or a subgroup will be.based on data from the first set of reads. For the Week 52/final
analvses, data.from the second set of reads will be used.

Change #9

Section 8.2.1.5 Van der Heijde modified Total Sharp Score (vdHmTSS): Change from Baseline
at/'Week 16.

(..)

Radiographic assessments should be conducted using a standardized imaging methodology as
defined in an imaging charter. Subjects reaching Week 52 will have 2 sets of reads for Baseline
and Week 16 as x-rays for these subjects are read more than once in different sessions to reduce
within subject variability by each of the independent reviewers. For the Week 24 analysis first
set of reads (initial Baseline and Week 16 read) will be used for all subjects.
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(..)

In the primary analysis of these 2 endpoints, missing data at Week 16 will be imputed based on
value at Screening (as there is no value collected in between) using MI-MCMC / Monotone
regression. Since VAHmMTSS is only collected at Baseline prior to Week 16, only the second MI
step to address monotone missing pattern and generating 100 imputations will be processed
(Section 4.2.2.2).

Has been changed to:

(..)

Radiographic assessments should be conducted using a standardized imaging methodology as
defined in an imaging charter. Subjects reaching Week 52 will have 2 sets ofreads for Baseline
and Week 16 as x-rays for these subjects are read more than once in different sessions to reduce
within subject variability by each of the independent reviewers.

Bone erosions will be read for all visits both at the Week 24 analysis and the Week 52/final
analyses to ensure that unnecessary bias is not introduced. Given there‘'may be differences
for the two sets of reads, the following rules will.be.applied.for the derivation:

e For the Week24 analysis involving data up to Week 16.0only (Week 24 analysis), the
first set of reads (initial Baseline-and-Week¥6-read) will be used for all subjects.

e For the analysis involving data up/'to Week 52, the second set of reads will be used
for all subjects.

(..)

For the Week 24 interim analysis only, in thé primary analysis of these 2 endpoints, missing
data at Week 16 will be imputed based on valu¢ at Screening (as there is no value collected in
between) using MI-MCMC / Monotone regression. Since VAHmTSS is only collected at
Baseline prior to Week 16, only the second MI step to address monotone missing pattern and
generating 100 imputations will be processed (Section 4.2.2.2).

Change #10
Section 8.3.2.2.Other,endpoints (excluding time to ACR20/50/70 response)
For binary éndpoint:(...)

—+ For enthesitis based on LEI, the MI will be run on all subjects and results reported for
subjects with LEI>0 at Baseline ; for other binary variables derived from continuous
value(s), the MI will be run on the subset of subjects (if applicable) for which the variable
will be reported (ie: for LDI, on subjects with LDI>0 at Baseline)

(..)

For continuous endpoints, on absolute values and changes from Baseline (or ratio from Baseline
for hs-CRP) using: (...)
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— For LEI, the MI will be run on all subjects and results reported for subjects with LEI>0 at
Baseline ; for other continuous variables derived from continuous value(s), the MI will be
run on the subset of subjects (if applicable) for which the variable will be reported (ie: for
LDI, on subjects with LDI>0 at Baseline)

Has been changed to:
For binary endpoint: (...)

— For enthesitis based on LEI, the MI will be run on all subjects and results reported for
subjects with LEI>0 at Baseline ; for other binary variables derived from continuous
value(s), the MI will be run on the subset of subjects (if applicable) for which the-variable
will be reported (ie: for LDI and Tender dactylitis count in the context'of PASDAS
calculation, on subjects with LDI>0 at Baseline)

(..)

For continuous endpoints, on absolute values and changes from Baseline (or.ratio from Baseline
for hs-CRP) using: (...)

— For LEI, the MI will be run on all subjectsiand results'reported-for subjects with LEI>0 at
Baseline ; for other continuous variables derivedfrom continuous value(s), the MI will be
run on the subset of subjects (if applicable) for which the variable will be reported (ie: for
LDI, on subjects with LDI>0 at Baseline)

— For Tender dactylitis countin the context of PASDAS calculation, if the MI does not
converge, a conservative approach will be used by first imputing a value of 1 for all
joints with missing tenderness.score.

Change #11

Section 8.3.2.3 Additional statisticalanalysis for other efficacy endpoints
e MDA (Week 2, 4, 8,12, 16)

o PtAAP (Week 2,4, 8, 12,(16)

e PsAQoL (Week 2;4,8,12,16)

o PsAID<12'(Week2, 4, 8, 12, 16)

e FACIT-Fatigue subscale (Week 2, 4, 8, 12, 16)
Has been changed to:

o MDA (Week 254, 8, 12, 16)

o PtAAP (Week 2,4, 8, 12, 16)

e PsAQoL (Week 25 4, 8,142.,16)

e PsAID-12 (Week 25 4, 8142,16)

e FACIT-Fatigue subscale (Week 25 4, 8142,16)
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Change #12

Section 9.1 Pharmacokinetics

(..)

e BKZ concentrations will be summarized by treatment group, globally and by region (Japan
vs. rest of the world excluding Japan).

No imputation will be used for missing samples. However, if plasma concentration
measurements are below the limit of quantification (BLQ), then for the calculation/of the derived
statistics, the result will be set to %2 of LLOQ (ie, 1/2*0.250 = 0.125 ug/mL). Deseriptive
statistics including number of values, geometric mean, its 95% CI, geometric coefficient of
variation, mean, SD, median, minimum, and maximum. Geometric mean‘and its-95% CI,
geometric CV, mean and SD will be calculated if at least %5 of the values of interest is above the
LLOQ and number of values >3 ; otherwise, only number of values;median, minimum, and
maximum will be presented.

e In addition, geometric mean of BKZ plasma concentration (with:95% CI) time curves will be
plotted on linear and semi-logarithmic scalés:

— Dby treatment group (2 lines per graph,-ene for.each treatment),

— Dby treatment group and region, (Japan vs. ‘test of th&’world excluding Japan) (for each
treatment: 2 lines per graphs.onefor each region):

e The table summary and figates-will.be'primarily repeated by anti-BKZ antibody status
(positive, negative, missing) by treatment.group (3 lines per graph, one graph per treatment
group). The missing group will‘mot be displayed if >95% of subjects are categorized in the
non-missing groups.

(..)

PK samples collected at scheduledivisits (except the SFU visit) and meeting the following
requirements will be/included)in summaries and corresponding figures. Samples not meeting the
following requirements will be excluded:

(..)

e The BKZ concentrations will also be listed for all subjects in the SS. All concentrations will
be histed as(received, prior to substitution of any BLQ values. The listing will include flags
for concentrations that were excluded from the summary statistics where the reason for
exclusion will be one or more of the following:

(...)
Has been changed to:

Section 9.1 Pharmacokinetics

(..)
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e BKZ concentrations will be summarized by treatment group, globally and on subjects
randomized in Japan by region-(Japan-vs-—rest-of the-world-excluding Japan)-

No imputation will be used for missing samples. However, if plasma concentration
measurements are below the limit of quantification (BLQ), then for the calculation of the derived
statistics, the result will be set to /2 of LLOQ (ie, 1/2*#0.250 = 0.125 pg/mL). Descriptive
statistics including number of values, geometric mean, its 95% CI, geometric coefficient of
variation, mean, SD, median, minimum, and maximum. Geometric mean and its 95% CI;
geometric CV, mean and SD will be calculated if at least % of the values of interest is.above the
LLOQ and number of values >3 at the respective timepoint; otherwise, only number-of yalues,
median, minimum, and maximum will be presented.

e In addition, geometric mean of BKZ plasma concentration (with 95% Cl)\time curyes will be
plotted on linear and semi-logarithmic scales:

— Dby treatment group (2 lines per graph, one line for each treatment),

e The table summary and figures will be primarily repeated by anti-BKZ antibody status
(positive, negative, missing) by treatment grotup (3-lines per graph, one line for each anti-
BKZ antibody status, one graph pertreatment.group). The missing group will not be
displayed if >95% of subjects are categorized in the non-missing groups.

(..)

PK samples collected at scheduled Vvisits (exeeptthe-SEU-visit) and meeting the following
requirements will be included in'summaries and-corresponding figures. Samples not meeting the
following requirements will be excluded:

(..)

e The BKZ concentrations will.also be listed for all subjects in the SS (for BKZ treated
subjects). All congentrations will be listed as received, prior to substitution of any BLQ
values. The listing'will in¢lude flags for concentrations that were excluded from the summary
statistics where(the redason for exclusion will be one or more of the following:

(..))

Change #13
Section 9.2:1 Anti-bimekizumab antibody

e A summary table displaying the number and percentage of subjects with ADAD status
(positive, negative or missing) at each visit and overall will be provided. For the overall
summary at any visit, 2 summaries will be presented:

— Including any visit during the treatment period (as defined in Section 3.1). Thus, this
summary will exclude data obtained at the SFU visit and will include data obtained at
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Baseline. This summary will display the overall ADAD status up to Week 16, 24 and 52
by treatment group (BKZ 160 mg Q4W, Placebo / BKZ 160 mg Q4W).

(..)

e The above summary table displaying the number and percentage of subjects in each of the
ADAD status (positive, negative, total of positive and negative, missing) will be repeated by
region for Placebo / BKZ 160 mg Q4W and BKZ 160 mg Q4W groups. The overall
summary excluding SFU will be generated for up to Week 16, 24 and 52.

(..)

e A table displaying the number (%) of subjects with the first occurrence of any ADAb
positivity (ie: including Baseline visit) or ADADb treatment-emergent positivity during the
study will be summarized.

(..)

e A boxplot of the ADAD titer by time of occurrence of ADAb positivity will be created for
each dose group. The ADAD titer results will be_presented-en the log-scale. The time to
occurrence is defined as the time in weeks frotm'Baseline until the'wisit of interest when a
sample is ADAD positive. Subjects who donot have'any ADAbB-positivity will be excluded
from the plot.

(..)

e Some figures summarizing the time to achieve any ADAD positivity and treatment emergent
ADAD positivity on a cumulative basis ‘will be presented by treatment group (2 lines per plot,
one plot per treatment group. ). Subjects will be considered to have an event at the timepoint
at which an ADAb+ result or treatment emergent ADAD positivity is first achieved.
Treatment-emergent ADAb+.in.this plotiwill be based on ADADb category 7 (total treatment-
emergent ADAD).

If >10% subjects are classified as,ADADb category 5, the lines will be further split by the
following categories((thus theplot by treatment group will include 3 lines):

— ADAD category 2: Pre”ADAb negative — treatment-emergent ADADb positive,
— ADAD category 5: Pre ADAD positive — treatment-boosted ADADb positive.

e Individual plots (one plot by subject) of BKZ concentrations/ADAD titer and ACR50
response (based-on NRI) will be created. All 3 endpoints will be plotted on the Y-axis by
visit.(x-axis))for the full treatment period, including SFU where a patient has not progressed
into the-OLE. Plots should be labeled and grouped into the 9 ADAb categories and display
vertical lines on the x-axis corresponding to the dosing incidences/visits.

For the Week 24 analysis, the ADAD categories will be based on data up to Week 24.

e Individual plots (1 plot by subject) of BKZ concentrations/ADADb titer and PASI90 will also
be created similarly as described above.

(..)
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Figures will summarize efficacy response (ACR50, ACR20 and PASI90 responders based on
NRI) versus ADAD titer quartiles. The x-axis will display the ADAD titer quartiles at Week
16 (categorized as negative, Q1, Q2, Q3 and Q4) and the y-axis will display percentage of
ACRS50 (ACR20 or PASI90) responders at Week 16. The plot will therefore display the
percentage of ACR50 (ACR20 or PASI90) responders as a function of the number of
subjects within each ADADb and titer categories. Subjects with negative ADADb results at
Week 16 will be included in the ‘negative’ category on the x-axis. This plot will include data
only from subjects randomized to BKZ 160 mg Q4W.

The figure will be repeated using Week 24 and 52 data (ie Week 24 and 52 ACR50-(and
ACR20, PASI90) responder rates and Week 24 and 52 ADAD titer quartiles, respectively)
and will include all subjects receiving BKZ. The figure for Week 24 and 52 data will'be split
by treatment group. Thus, 2 figures per efficacy variable and time point will be presented.

Two figures (side by side) summarizing time course of efficacy response (ACRS50 responders
based on NRI) for each treatment group (Placebo / BKZ 160mg Q4W and-BKZ 160mg
Q4W) by the following ADAD groups (3 lines per plot) will be'created:

— ADAD positive - Defined as subjects having-at least 2-ADAD positive samples during the
study (including baseline and SFU) regardless of other ADAb negative samples and/or
missing or inconclusive samples

— ADAD negative - Defined as subjects for whom eithér (1) all samples (including baseline
and SFU) are ADAD negative and there are-no missing or inconclusive samples, (2) only
1 sample is ADAD positive and all other)samples-(including baseline and SFU) are ADAb
negative or missing/inconclusive or (3) only-one sample is missing/inconclusive and the
remaining ADADb samples are negative.

— Missing - Defined as subjects;who donot fulfil the criteria for one of the 2 groups listed
above.

I£ >95% of subjects are iaicluded-in the non-missing groups, the missing group will not be
displayed on the figure:

Separate figures will be presented for data up to Week 16 (for the BKZ 160mg Q4W group)
and side by side by treatment group for data up to Week 24 and Week 52. The data will also
be presented in a tabular format. The analyses will be repeated for ACR20 and PASI90.

Has been changed to:

A summary-table displaying the number and percentage of subjects with ADADb status ¢
positive,‘negative, total of positive and negative er, missing) - at each visit (including
SFU) and overall will be provided. For the overall summary at any visit, 2 summaries will be
presented:

— Including any visit during the treatment period (as defined in Section 3.1.1). Thus, this
summary will exclude data obtained at the SFU visit and will include data obtained at
Baseline. This summary will display the overall ADADb status up to Week 16 (for the
BKZ 160 mg Q4W group). and to Week 24 and 52 by treatment group (BKZ 160 mg
Q4W, Placebo / BKZ 160 mg Q4W).
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(..

)

The above summary table displaying the number and percentage of subjects in each of the
ADAD status (positive, negative, total of positive and negative, missing) will be repeated by
region-for the subjects randomized in Japan for Placebo / BKZ 160 mg Q4W and BKZ
160 mg Q4W groups (overall summaries only). The overall summary excluding SFU will
be generated for up to Week 16, 24 and 52.

)

A table displaying the number (%) of subjects with the first occurrence of any ADAb
positivity (ie: including Baseline visit) or ADAD treatment-emergent positivitylduring-thé
study will be summarized by treatment group (Placebo / BKZ 160mg Q4W and BKZ
160mg Q4W).

)

A boxplot of the ADAD titer by time of occurrence of ADAb positivity.will be created for
each treatment group (Placebo / BKZ 160mg Q4W and BKZ 160mg Q4W) dese-group.
The ADAD titer results will be presented on the\Jog-scale. The time'to occurrence is defined
as the time in weeks from Baseline until the-visit of interest when a sample is ADADb positive.
Subjects who do not have any ADADb positivity will'be excluded from the plot.

)

Some figures summarizing the time.to achieve any. ADADb positivity and treatment emergent
ADAD positivity on a cumulativebasiswill be ptesented by treatment group (24 lines per
plot, ene-pletper-treatment-group. e.g 2 lines for each treatment group, one line for
time to achieve any ADADb positivity and one line for time to achieve treatment
emergent ADAD positivity). Subjects will be considered to have an event at the timepoint at
which an ADAb+ result or treatment.emergent ADAD positivity is first achieved. Treatment-
emergent ADADb+ in thisplot willlbe based on ADADb category 7 (total treatment-emergent
ADAD).

If >10% subjects are.elassified’ as ADAD category 5, the treatment-emergent ADAb+ the
lines will be further splitby the following categories (thus the plot by treatment group will
include 3 lines):

— ADAb category.2: Pre ADAb negative — treatment-emergent ADADb positive,
— ADAD category 5: Pre ADAD positive — treatment-boosted ADADb positive.

Individual plots (one plot by subject) of BKZ concentrations/ADAD titer and ACR50
response/(based on NRI) will be created. All 3 endpoints will be plotted on the Y-axis by
visit (x-axis) for the full treatment period, including SFU where when a patient subject has
not progressed into the OLE. Plots should be labeled and grouped into the 9 ADAb
categories and display vertical lines on the x-axis corresponding to the dosing
incidences/visits.

For the Week 24 analysis, the ADAD categories will be based on data up to Week 24.
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Individual plots (1 plot by subject) of BKZ concentrations/ADADb titer and PASIO0 (on
subjects with PSO involving at least 3% of BSA at Baseline) will also be created similarly
as described above.

(..)

Figures will summarize efficacy response (ACR50, ACR20 and PASI90 responders based ‘on
NRI, for PASI90 in the subgroup of subjects with PSO involving at least 3% BSA at
Baseline) versus ADAD titer quartiles. The x-axis will display the ADAD titer quartiles'at
Week 16 (categorized as negative, Q1, Q2, Q3 and Q4) and the y-axis will display
percentage of ACR50 (ACR20 or PASI90) responders at Week 16. The plot will therefore
display the percentage of ACR50 (ACR20 or PASI90) responders as a function of the
number of subjects within each ADAD and titer categories. Subjects with negative. ADAb
results at Week 16 will be included in the ‘negative’ category on the X-aXis. Thisplot will
include data only from subjects randomized to BKZ 160 mg Q4 W:

The figure will be repeated using Week 24 and 52 data-ie-Week24-and52'ACRS50, (and
ACR20 and PASI90 responder rates and Week 24 and 52 ADAD titer'quartiles, respectively,
and will include all subjects receiving BKZ. The-figure for Week 24,and 52 data will be split
by treatment group. Thus, 2 figures per efficacy variableyand time point will be presented.

Two figures (side by side) summarizing time course of efficacy response (ACRS50 responders
based on NRI) for each treatment group (Placebo/ BKZ(160mg Q4W and BKZ 160mg
Q4W) by the following ADAD greups categories considered for the efficacy sub-group
analysis (3 lines per plot) will b&created:

— ADAD positive - Defined as/subjects-having-at least 2 ADAD positive samples during the
study (including baseline and SEU up.to’'the timepoint of interest) regardless of other
ADAD negative samples and/or missing or inconclusive samples

— ADAD negative - Defined as subjects for whom either (1) all samples (including baseline
and SFU up to the timepoint of interest) are ADAb negative and there are no missing or
inconclusive samples, (2):only 1 sample is ADADb positive and all other samples
(including baseline and'SFU up to the timepoint of interest) are ADAb negative or
missing/incenclusive or (3) only one sample is missing/inconclusive and the remaining
ADAD samples are.negative.

— ADADb Missing-- Defined as subjects who do not fulfil the criteria for one of the 2 groups
listed above.

Separate figures will be presented for data up to Week 16 (for the BKZ 160mg Q4W group)
and side by side by treatment group for data up to Week 24 and Week 52. The data will also
be presented in a tabular format. The analyses will be repeated for ACR20 and PASI90 (for
PASI90, in the subgroup of subjects with PSO involving at least 3% BSA at Baseline).

If >95% of subjects are included in the non-missing groups, the missing group will not
be tabulated and thus not displaved on the figure.
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Change #14
Section 9.2.9 Neutralizing anti-bimekizumab antibodies

e Two figures (side by side) summarizing efficacy response (ACRS50 based on NRI) versus
time for each treatment group (Placebo / BKZ 160mg Q4W and BKZ 160mg Q4W) by-NAb
status (ADADb negative, NAb positive, ADADb positive / NAb negative, missing) will be
created. If >95% of subjects are included in the non-missing groups, the missing group will
not be displayed in the figure. Separate figures will be presented for data up to Week 16 (for
the BKZ 160mg Q4Wgroup), and to Week 24 and 52 by treatment group (BKZ160mg Q4W
vs. Placebo / BKZ 160mg Q4W). The data will also be presented in a tabular'format,; The
analyses will be repeated for ACR20 and PASI90. The data will be also.presented in a
tabular format.

Has been changed to:

e Two figures (side by side) summarizing efficacy response (ACRS50 based on NRI) versus
time for each treatment group (Placebo / BKZ 160mg Q4W and BKZ 160mg Q4W) by NAb
status (ADADb negative, NAb positive, ADAb-positive /INADb negative, missing) will be
created. If >95% of subjects are included in the non~missing groups, the missing group will
not be displayed in the figure. Separate figures will'be presented for data up to Week 16 (for
the BKZ 160mg Q4Wgroup), and to-Week 24'and 52 by treatment group (BKZ 160mg Q4W
vs. Placebo / BKZ 160mg Q4 W), Fhe-data-will-alse-be presented-in-a-tabular fermat: The
analyses will be repeated for ACR20 and,PASIS0.(for PASI90, in the subgroup of subjects
with PSO involving at least 3% BSA at Baseline). The data will be also presented in a
tabular format.

Change #15
Section 10.2.4 Other safety-topics.of interest
New section : Sectiofin]0.2.4:9 Summary table and figure

Change #16
Section10.2.5 Special considerations for interim data snapshots

Because of the)long SFU Period (140 days from last dose), subjects who have completed the
SEU visit (and do not, therefore, enroll into the OLE study) may have a longer period of
exposure than subjects who complete the study and roll in to the OLE study. For those subjects,
exposure ends at 20 weeks after Week 48 (last dose of BKZ) making 68 weeks of exposure.

Has been changed to:

Because of the long SFU Period (140 days from last dose), subjects who have completed the
SFU visit (and do not, therefore, enroll into the OLE study) may have a longer period of
exposure than subjects who complete the study and roll in to the OLE study. For those subjects,
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exposure ends at 20 weeks after Week48-(dast-dose-of BKZ) making 68-weeks-of-exposure the
last dose of IMP.

Change #17

Section 10.3 Clinical laboratory evaluations

(..)

To define the minimum/maximum post-Baseline values, all post-Baseline assessments including
those at unscheduled visits (but excluding any that occur more than 140 days after the last
administration of study medication) will be used.

Has been changed to:

(..)

To define the minimum/maximum post-Baseline values, all post-Baseline-assessments including
those at unscheduled visits (but excluding any that occur more than 140‘days after the last
administration of study medication) will be used.

The following additional rule will be also applied :

Subjects who have completed PA0010 and have a PA0012 start date, only PA0010 results
up to and including the PA0012 start'date will'be used to find the subjects minimum or
maximum results. Additionally, subjects who are in.PA0012 without a start date (date of
first dose), only PA0010 results up to the Week 52\visit + 14 days will be used to find the
subjects minimum or maximuum results.

Change #18
Section 10.5.2 Assessment of tubereulosis

The laboratory test results from.the TB assessment performed by interferon gamma release assay
will be summarized by treatment group for Baseline (Screening) and Week 48. They will also be
listed.

The results from the “Evaluation of signs and symptoms of tuberculosis’ questionnaire data will
be also listed:

Has been changed to:

The laboratory test results from the TB assessment performed by interferon gamma release assay
(for non-Japanese subjects) and by T-Spot test (for Japanese subjects) will be summarized
by treatment group for Baseline (Screening) and Week 48. They will also be listed.

The results from the ‘Evaluation of signs and symptoms of tuberculosis’ questionnaire data will
be also listed.
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STATISTICAL ANALYSIS PLAN SIGNATURE PAGE

This document has been reviewed and approved per the Review and Approval of Clinical
Documents Standard Operating Procedures. Signatures indicate that the final version of the
Statistical Analysis Plan (SAP) or amended SAP is released for execution.
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