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1 SUMMARY

DV0002 is a multicenter, open-label, randomized substudy in adult subjects with moderate to
severe chronic plaque psoriasis (PSO) to evaluate the safe and effective use of 4 single-use
disposable self-injection investigational devices for the subcutaneous (sc) administration of
bimekizumab solution (the investigational medicinal product [IMP]). The 4 self-injection devices
to be tested are the 1mL bimekizumab safety syringe (bimekizumab-SS-1mL), the

ImL bimekizumab auto injector (bimekizumab-AlI-1mL), the 2mL bimekizumab safety syringé
(bimekizumab-SS-2mL), and the 2mL bimekizumab auto injector (bimekizumab-AI-2ml).

DVO0002 is a substudy of PS0014, which is a multicenter, open-label, long-term safety/study for
subjects with moderate to severe chronic plaque PSO who complete 1 of the Phas¢/3 teedcr:
studies (PS0008, PS0009, or PS0013). The PS0014 study will evaluate the long-ierm safoty,
tolerability, and efficacy of bimekizumab in subjects with PSO, and study personnelgualified in
sc injection technique will administer bimekizumab to subjects in a ImL, (Fyue Notth prefilled
syringe (referred to throughout this protocol as the 1mL PFS). In the B'V0002substudy, subjects
will self-administer bimekizumab at DV0002 Baseline and at DV(0802 Week '§.

During the Treatment Period of DV0002, subjects will receive.gither bitackizumab 320mg every
8 weeks (Q8W) or bimekizumab 320mg every 4 weeks (Q4V); based.on their assigned dosing at
Baseline of PS0014. The same interactive respgnsg technology (IRA) will be used for both
studies (DV0002 and PS0014). The dose regimen willwemaingstable for the entire Treatment
Period of DV0002.

In the DV0002 substudy, subjects wilkbe ‘assigtied to 1.0 the 4 self-injection devices and will
self-administer bimekizumab onlyatJoV0002 Baselitie’and at DV0002 Week 8 after training,
regardless of their assigned dogingregimenBimekizumab will be administered by study
personnel at DV0002 Week 4 and DV0O0B2 Weel 12 for subjects in the Q4W dosing arm and at
DV0002 Week 16 for both dosing atnis. A safety follow-up (SFU) telephone call will occur

1 week after the last self-adminisiration (at-DV0002 Week 9). After Week 16 in the DV0002
substudy, subjects will contintie/in PSG014.

The primary objective of-the DVR00GZ substudy is to evaluate, for each device, the ability of
subjects with moderaté to severe.chronic plaque PSO to safely and effectively self-inject
bimekizumab 8 weeks after training in the self-injection technique. The primary outcome
variable is the percentage ot subjects able to self-administer safe and effective injections using
the bimekizumab-SS:4'wil, bimekizumab-Al-1mL, bimekizumab-SS-2mL, or
bimekizun@p-Al-2:0l device 8 weeks after training in self-injection technique (DV0002
Week 8.

Safé.and effective self-injection will be evaluated by the study personnel and is defined as:

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

e No adverse device effects (ADEs) that would preclude continued use of the device for
self-injection (ie, no serious ADEs [SADEs] and/or ADEs leading to withdrawal from the
DV0002 substudy)
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The secondary study objectives and other study objectives are provided in Section 3.2 and
Section 3.3, respectively. Of note, one of the other study objectives is to assess trough
pharmacokinetic (PK) levels associated with self-injection using the investigational device,
injection by study personnel, injection site (abdomen or thigh), and body mass index (BMI)
category (by tertile). The secondary outcome variable, other outcome variables, and the other
safety variable are listed in Section 4.1.2, Section 4.1.3.1, and Section 4.1.3.3, respectively.

The DV0002 substudy consists of 2 cohorts. The 1mL device cohort will evaluate 2 different
self-injection investigational devices: the bimekizumab-SS-1mL and the bimekizumab-Ad=imL.
The 2mL device cohort will also evaluate 2 different self-injection investigational devices: the
bimekizumab-SS-2mL and the bimekizumab-AI-2ml. The data for each cohort will‘'be analyzed
and reported separately.

1mL Device Cohort

Subjects who enroll in the ImL device cohort of DV0002 will begin the(ZV 0002 substudy and
the PS0014 study at the same time, and as such, the Baseline visit and. all subgegquent study visits
(up to Week 16) will be the same.

To compensate for subjects who have different study treatmentc\betweotn-the feeder studies and
DV0002, the ImL device cohort of the DV0002 substudy ignlanned.to enroll approximately
200 subjects (100 subjects per device arm) to_ehsure that\approxiiviately 50 subjects per device
arm are evaluable for steady state trough PK\level andlyses. Within each device arm, subjects
will be divided into tertiles by BMI; ther¢ will be approximately 33 subjects per tertile, which is
expected to yield approximately 16 to.]l7 subjeetsyper tartiic who are evaluable for steady state
trough PK level analyses.

In the DV0002 substudy 1mL d&vice conort, the:320mg bimekizumab dose will be administered
as two 160mg injections with either-Z&imekizumab-SS-1mL devices or 2 bimekizumab-Al-1mL
devices. Each self-injection will beyevaluatéd by study personnel for safety and effectiveness
using the above criteria. The eadpoint.gfisafe and effective self-injection will be met only if both
self-injections are determined-to besaie and effective.

2mL Device Cohort

Subjects who particivated in the 1mL device cohort are not eligible to participate in the

2mL device cohdért. To aliaw flexible enrollment, subjects may be randomized in the 2mL device
cohort at the£S9014 "NVeek 24, Week 28, or Week 32 visit for subjects receiving bimekizumab
Q4W or th&’PS0014 WWeek 24 or Week 32 visit for subjects receiving bimekizumab Q8W.

For evaltiation(o} the 2mL device, it is planned to enroll approximately 100 subjects; each device
arm. (bimelkizuinab-SS-2mL or bimekizumab-AI-2mL) will consist of approximately 50 subjects.

In the DV0002 substudy, for the 2ml devices, the 320mg bimekizumab dose will be
self-administered as 1 injection with either 1 bimekizumab-SS-2mL or 1 bimekizumab-AI-2mL
device. Each self-injection will be evaluated for safety and effectiveness by study personnel
using the above criteria. The endpoint of safe and effective self-injection will be met if the single
self-injection is determined to be safe and effective.
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2 INTRODUCTION

Psoriasis is a common, chronic inflammatory disease characterized by a series of linked cellular
changes in the skin. Bimekizumab (UCB4940; the IMP) is an engineered, humanized full length
monoclonal antibody of immunoglobulin G1 subclass that selectively and potently inhibits the
activity of interleukin (IL)-17A and IL-17F in vitro. Interleukin-17A and IL-17F are key
proinflammatory cytokines believed to play important roles in autoimmune and inflammatory
diseases. Bimekizumab is being developed for the treatment of patients with inflammatory
diseases such as psoriatic arthritis, PSO, and axial spondyloarthritis.

It is important for patients who may use bimekizumab for the treatment of moderate tQ-severe
chronic plaque PSO to have options for the self-injection of bimekizumab that fit their necds-and
preferences. Whilst some patients may prefer to manually regulate various tasks somprisisig the
self-injection process (eg, needle visibility, skin penetration by needle, spesd of self-iyjection),
others may prefer a more automated process (eg, do not wish to see the nécdle, desSire an
automatic injection). UCB therefore intends to provide patients with difierent.options to
self-inject bimekizumab.

The DV0002 study is a substudy of the PS0014 study, PS0014.will evaivate the long-term safety,
tolerability, and efficacy of bimekizumab in subjecis with muoderate. o, severe chronic plaque
PSO; study personnel will administer bimekizumab in axd mi PFS(Fhe DV0002 substudy will
evaluate 4 self-injection investigational devites; the bintekizumab-SS-1mL, the
bimekizumab-Al-1mL, the bimekizumabsSS-2mL, and the tirnhekizumab-Al-2ml. Full
descriptions of the 4 devices are provided in Sectteq 7.1k Section 7.1.2, Section 7.1.3 and
Section 7.1.4, respectively.

The proposed substudy is planreato demonstrate-that adult subjects with moderate to severe
chronic plaque PSO can safely and efféctively t¢!T-inject bimekizumab using the bimekizumab-
SS-1mL, bimikizumab-AI-1mL, bimeKizunias-SS-2mL, or bimekizumab-AI-2mL device.

For subjects in the ImL device-gohort, stibjects will be randomly assigned in a 1:1 ratio to
perform self-injection using&ither thé\bimekizumab-SS-1mL or the bimekizumab-Al-1mL.
Subjects who participated.in the tmiZ device cohort of DV0002 are not eligible to enroll in the
2mL device cohort.

Once the ImL devigi cohert lias finished enrolling, the 2mL device cohort will start enrolling.
Subjects in this cehort wiil'be randomly assigned in a 1:1 ratio to perform self-injection using
either the bithekizumae-SS-2mL or bimekizumab-AI-2mL device.

3 JuDY OBJECTIVES
3.1 Frimary objective

THe primary objective of the study is to evaluate, for each device, the ability of subjects with
moderate to severe chronic plaque PSO to safely and effectively self-inject bimekizumab
8 weeks after training in the self-injection technique.

3.2 Secondary objective

The secondary objective of the study is to evaluate, for each device, the ability of subjects with
moderate to severe chronic plaque PSO to safely and effectively self-inject bimekizumab
immediately after training in self-injection technique using the devices.
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3.3 Other objectives
Other objectives of the study are to evaluate the following:

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

e Trough PK (trough bimekizumab) levels associated with self-injection using the
investigational devices, injection by study personnel, injection site (abdomen or thigh), and
BMI category (by tertile).

e The structural and mechanical integrity of the investigational devices after complieiion of
self-injection.

e The overall safety and tolerability of self-injections using the investigational-<ceviees

4 STUDY VARIABLES
4.1 Outcome variables
411 Primary outcome variable

The primary outcome variable is the percentage of.subjectsable to.self-administer safe and
effective injections using the bimekizumab-SS-lniL, birtickizumab<Al-1mL,
bimekizumab-SS-2mL, or bimekizumab-AI-2mL, 8 vierks after training in self-injection
technique. Safe and effective self-injectién will bg-evaluatedby the study personnel and is
defined as:

e Complete dose delivery: Subiect self-injocts the-complete dose of bimekizumab as confirmed
by a visual inspection of thiedevice which shdws that the IMP is delivered completely
(ie, container is empty), and

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

In the DV0002 substudy{ ior thecimL devices, the 320mg bimekizumab dose will be
administered as two L60ing injections with either 2 bimekizumab-SS-1mL devices or

2 bimekizumab-A7iiL deviees. Each self-injection will be evaluated for safety and
effectiveness by stidy, peisonnel using the above criteria. The endpoint of safe and effective
self-injection(Wwiil be.(net only if both self-injections are determined to be safe and effective.

For the 2ral deviees, the 320mg bimekizumab dose will be administered as 1 injection with either
1 biriekizumay=SS-2mL or 1 bimekizumab-AI-2mL device. Each self-injection will be evaluated
ok safety and effectiveness by study personnel using the above criteria. The endpoint of safe and
¢itective self-injection will be met if the single self-injection is determined to be safe and
effective.

4.1.2 Secondary outcome variable

The secondary outcome variable is the percentage of subjects able to self-administer safe and
effective injections using the bimekizumab-SS-1mL, bimekizumab-AI-1mL,
bimekizumab-SS-2mL, or 1 bimekizumab-AI-2mL at DV0002 Baseline (the first self-injection
visit, immediately after training in self-injection technique). Safe and effective self-injection will
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be evaluated by study personnel and is defined as for the primary outcome variable (see
Section 4.1.1).

41.3 Other variables

41.31 Outcome variables

The other outcome variables are:

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

Whenever SIAQ is assessed, version 2.0 of the SIAQ will be used to assess
bimekizumab-SS-1mL and bimekizumab-SS-2mL and version 2.1 of the STAQ wilt be used
to assess bimekizumab-Al-1mL and bimekizumab-AI-2mL (see Section 9.1).

e Responses to post-injection SIAQ (versions 2.0 and 2.1) by visit following seif-inicetion
using the assigned device at DV0002 Baseline and Week 8.

e Injection site pain (using a VAS; 100mm) by visit after self-injection using.the assigned
device at DV0002 Baseline and Week 8.

e Percentage of used devices identified as having structural erimechanical integrity issues after
completion of self-injection. This is based on 4 visual examinatior.of the device that shows
clear evidence of damage and/or compromiSed structarai or mechanical integrity.

41.3.2 Pharmacokinetic variaple

The PK variable is trough PK (bimekizuniab) lévels assOeiated with self-injection using the
investigational device, injection by.stdy personnel, dnicction site (abdomen or thigh), and BMI
category (by tertile). Trough leveis-will bewassessed-at DV0002 Baseline, Week 4, Week 8, and
Week 12 for subjects who receive bimekizuma®(y4W and trough levels will be assessed at
DV0002 Baseline, Week 8, and Week-16 forsubjects who receive bimekizumab Q8W.

4.1.3.3 Safety variabls

The other safety variable is th¢ occurience of ADEs. Additional safety and tolerability variables
will be collected as descftibed in ¢hie PS0014 study protocol.

5 STLIDY DEJIGN
5.1 Study description

DV0002 is@,Fhase.3 spen-label, randomized, noncomparator, North America-only substudy to
PS0014.RS0014.wiil evaluate the long-term safety, tolerability, and efficacy of bimekizumab in
subjetts'with-migderate to severe chronic plaque PSO, and study personnel will administer
bimeKizund@v o subjects in a ImL PFS. In the DV0002 substudy, the safe and effective use of
thZ bimekizumab-SS-1mL, bimekizumab-Al-1mL, bimekizumab-SS-2mL, or the
bimekizumab-AI-2mL for the sc self-injection of bimekizumab solution by subjects with PSO
will be evaluated.

Subjects from selected sites in the PS0014 feeder studies PS0008, PS0009, and PS0013 will be
eligible for the DV0002 substudy. At DV0002 Baseline, each subject will be provided with
training in self-injection and will receive the instructions for use (IFU) and any other applicable
training materials.
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1mL Device Cohort

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

During the 16-week Treatment Period of DV0002, subjects will receive either bimekizumab
320mg Q8W or bimekizumab 320mg Q4W, based on their assigned dosing at Baseline

(Table 5-1). Baseline for DV0002 and Baseline for PS0014 will occur at the same time, andtlie
same interactive response technology (IRT) will be used for both studies. The 320mg
bimekizumab dose will be administered as two 160mg injections, and both injections. will be
either self-administered using the investigational device (at Baseline and Week 8)/or
administered by study personnel using the ImL PFS (at Week 4 and Week 12 fOi subjecisin the
Q4W dosing arm and at Week 16 for both dosing arms). This dose regimen wili rematn Stable for
the entire 16-week Treatment Period of DV0002, as per PS0014 design. THe'DV2042 substudy
will evaluate 2 self-injection investigational devices: the bimekizumab-5S-1mL and the
bimekizumab-Al-1mL.

Eligible subjects (PS0014 entry criteria and Section 6, DV0002 entry crit¢ria) will be randomly
assigned in a 1:1 ratio to perform self-injection using ¢ither the bimekizimab-SS-1mL or the
bimekizumab-Al-1mL (see Section 7.10). Regardloss of thé-assigngd dose regimen, subjects will
perform self-injection with the assigned deviCe oiily at-Raseline (Corresponding to the Baseline
Visit of PS0014) and at Week 8 (corresperiding to Week 8 of 7S0014).

Table 5-1: Bimekizumab administration schidule visits in DV0002 substudy
1mL device cohait

Dose Regimen Baseline Week 4 Week 8 Week 12 Week 16
320mg Q8W S WA | S NA Sp
320mg Q4W S SP S SP Sp

w_ . A

bimekizumab-Al-1mL=1mL bimekizumad auto-injector; bimekizumab-SS-1mL=1mL bimekizumab safety
syringe; NA=not applicable; @4W=every 4 weeks; Q8 W=every 8 weeks; S=subject performing self-injection
using the investigational device; Sfstudy personnel performing injection using the 1mL pre-filled syringe

Note: For S injections, the 320mg Sinekizumab dose will be administered as two 160mg injections (using
2 bimekizumab-SS-iinL or2vbimekizumab-Al-1mL). For SP injections, the 320mg bimekizumab dose will be
administered gs two 169nigyinjections (using prefilled syringes). Both injections will be administered in the
same mannef (g, both"seit-administered injections or both study personnel-administered injections), but each
injection Will be admibistered at a separate injection site and rotation between injection sites should be
observed,

NotexFor the LrtLidevice cohort, visits in the DV0002 substudy correlate with the same visit in the PS0014 study
(o, the DVOQ02 Baseline Visit is the PS0014 Baseline Visit). Dose regimen will be assigned at Baseline, and
the same 1iteractive response technology will be used for both studies.

The bimekizumab administration schedule optimizes the collection of PK trough level data
within the constraints of a short treatment period and a Q4W and Q8W dosing regimen. At
Weeks 4, 12, and 16, subjects on the Q4W dosing regimen will be injected by study personnel
with 2 injections each of 160mg bimekizumab using a ImL PFS (ie, the same device as that used
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in PS0014). For these subjects, the Q4W administration schedule will provide PK trough data
associated with injection by:

o Study personnel using the ImL PFS from PK samples collected (before self-injection) at
Baseline and Week 8 (ie, PK data from 2 timepoints)

o Subject self-injection using the assigned device from PK samples collected (before
injection by study personnel) at Week 4 and Week 12 (ie, PK data from 2 timepoints)

At Baseline and Week 8, subjects on the Q8W dosing regimen will self-inject 2 injectiens. cach
of 160 mg bimekizumab using the assigned device (ie, bimekizumab-SS-1mL or the
bimekizumab-Al-1mL). For these subjects, the Q8W administration schedule will'providéPK
trough data associated with injection by:

o Study personnel using the ImL PFS from PK samples collected (befose selfdiyjection) at
Baseline (ie, PK data from 1 timepoint)

o Subject self-injection using the assigned device from PK sanipies colieeied (before
self-injection) at Week 8 and (before injection by study pérsonnel}.ar Week 16 (ie, PK
data from two timepoints)

In addition to self-injections, DV0002 substudy-specificvassessmetrits (eg, study personnel
evaluation, SIAQ responses, VAS for injection site pdit), and EK analyses; see Section 5.2) will
be performed from Baseline through We¢k 16 (inclusive). An/SFU telephone call will occur

1 week after the last self-administratien (at Weeky5).

After Week 16 in the DV0002 substudy, sutjects wiil eontinue in PS0014 (the next visit after
DV0002 completion will be the JVeek 20 Vasit inl2S0014). Studies DV0002 and PS0014 will
share a common database/electronic €as¢ Repddt' form (eCRF) system (including common
adverse event [AE] reporting) and.&oommen/iRT.

Subjects who are withdrawn fiom DVGA02 but continue their PS0014 study participation will be
required to perform an SEU telephone call 1 week after their final DV0002 dosing visit (see
Section 6.3). Subjects wlig are withdrawn from bimekizumab treatment (PS0014 study) during
the course of DV0002will als¢ be required to follow the PS0014 withdrawal procedures.

2mL Device Cchort

To allow flexibie enrelititent, subjects may be randomized in the 2mL device cohort at the
PS0014 Week 24, Week 28, or Week 32 visit for subjects receiving bimekizumab Q4W or the
PS0014(Week 24.of Week 32 visit for subjects receiving bimekizumab Q8W.

For.the 2mL device cohort, subjects will perform self-injections at DV0002 Baseline with a
subsequent ‘self-injection 8 weeks after training. The 2mL device cohort will evaluate
2 self-injection devices: the bimekizumab-SS-2mL and the bimekizumab-AI-2mL.

During the Treatment Period of DV0002, subjects will receive either bimekizumab 320mg Q8W
or bimekizumab 320mg Q4W, based on their assigned dosing at Baseline of PS0014 (Table 5-3).
In the 2mL device cohort, Baseline for DV0002 will occur at the PS0014 Week 24, Week 28, or
Week 32 visit for subjects receiving bimekizumab Q4W or the PS0014 Week 24 or Week 32
visit for subjects receiving bimekizumab Q8W. The same IRT will be used for both studies. The
320mg bimekizumab dose will either be self-administered as 1 injection using the assigned
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investigational device (at DV0002 Baseline and Week 8) or administered as 2 injections by study
personnel using the ImL PFS (at DV0002 Week 4 and Week 12 for subjects in the Q4W dosing
arm and at DV0002 Week 16 for both dosing arms). This dose regimen will remain stable for the
entire 16-week Treatment Period of DV0002, per the PS0014 design.

Eligible subjects (PS0014 entry criteria and Section 6 DV0002 entry criteria) who have not
participated in the ImL device cohort, will be randomly assigned in a 1:1 ratio to perform
self-injection using either the bimekizumab-SS-2mL or the bimekizumab-AI-2mL (see

Section 7.10). Regardless of the assigned dose regimen, subjects will perform self-injection‘with
the assigned devices only at DV0002 Baseline and at DV0002 Week 8.

Table 5-2: Bimekizumab administration schedule visits in DV0002 ¢ubstudly
2mL device cohort

DV0002 Visits ~ o
Dose Regimen Baseline Week 4 Week 8 ‘N:eek 12 i Week 16
320mg Q8W S NA S \ NA N SP
320mg Q4W S SPp S | Sp SPp

bimekizumab-Al-2mL=2mL bimekizumab auto-injector;-himekizumad*SS-2nin=2mL bimekizumab safety
syringe; IRT = interactive response technology; NA=kot/applicibie; Q4 W=every 4 weeks; Q§W=every
8 weeks; S=subject performing self-injection using.th2 investigational ¢evice; SP=study personnel performing
injection using the ImL prefilled syringe

Note: For S injections, the 320mg bimekizumat\dose wilhbe adminisiered as a single injection (using the
bimekizumab-SS-2mL or bimekizumabA1:2mL defises). ForSP injections, the 320mg bimekizumab dose will
be administered as two 160mg injections\sing 2-pretilled-syringes). The injections will be administered in the
same manner (eg, both self-admipiSiered injectraris or bsth-5SP-administered injections), but each injection will
be administered at a separate injeciion site énd rotatigi?between injection sites should be observed.

Note: For the 2mL device cohort, Baseline %f DV(QC02.-will occur at PS0014 Week 24, Week 28, or Week 32 for
subjects receiving bimekizumab Q4W-orat PSG(i4 Week 24 or Week 32 for subjects receiving bimekizumab
Q8W. Dose regimen will be assigned ‘at Baseline of the PS0014 study, and the same IRT will be used for both
the PS0014 and DV0002 studigs:

The bimekizumab admiinistratien schedule optimizes the collection of PK trough data within the
constraints of a shoti-ireatmerit period and a Q4W and Q8W dosing regimen. At Weeks 4, 12,
and 16, subjects 611 the Q4W dosing regimen will be injected by study personnel with

2 injections_¢ach of 160'mg bimekizumab using a ImL PFS (ie, the same device as that used in
PS0014).£61 thesé subjects, the Q4W administration schedule will provide PK trough data
associated with-itijection by:

o Study.personnel using the ImL PFS from PK samples collected (before self-injection) at
DV0002 Baseline and Week 8 (ie, PK data from 2 timepoints)

o Subject self-injection using the assigned device from PK samples collected (before
injection by study personnel) at Week 4 and Week 12 (ie, PK data from 2 timepoints)

At DV0002 Baseline and Week 8, subjects on the Q8W dosing regimen will self-inject 1
injection using the assigned 2mL device (bimekizumab-SS-2mL or the 1 bimekizumab-AI-2mL).
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For these subjects, the Q8W administration schedule will provide PK trough data associated with
injection by:

o Study personnel using the ImL PFS from PK samples collected (before self-injection) at
DV0002 Baseline (ie, PK data from 1 timepoint)

o Subject self-injection using the assigned device from PK samples collected (before
self-injection) at DV0002 Week 8 and (before injection by study personnel) at DV005Z
Week 16 (ie, PK data from 2 timepoints)

In addition to self-injections, DV0002 substudy-specific assessments (eg, study persennel
evaluation, SIAQ responses, VAS for injection site pain, and PK analyses; see Secpnion 5.23 will
be performed from DV0002 Baseline through Week 16 (inclusive). An SFU telephone call will
occur 1 week after the last self-administration (at DV0002 Week 9).

After Week 16 in the DV0002 substudy, subjects will continue in PS0Q14¢-Studics, DV0002 and
PS0014 will share a common database/eCRF system (including commen AE @&porting) and a
common IRT.

Subjects who are withdrawn from DV0002 but contiriue their 250014 sttidy participation will be
required to perform an SFU telephone call 1 weeK after theix final DV9002 dosing visit (see
Section 6.3). Subjects who are withdrawn from bimekiztimab treatient (PS0014 study) during
the course of DV0002 will also be required ta_fbllow €he' PS0€14 withdrawal procedures.

5.1.1 Study duration per supicct

The maximum DV0002 substudy daration wiiitbe 16 @eeks for each subject. Subjects will then
continue to receive treatment in.RS0014 faithe duration of the PS0014 study.

The end of the DV0002 substudy is deiined as tie date on which the last subject completes
his/her Week 16 Visit or withdraw<{5om the'study.

5.1.2 Planned numaber of stibjects and sites

For evaluation of the 1mlw.device, i{43 planned to enroll approximately 200 subjects; each device
arm (bimekizumab-SS-1wL, binieikizumab-Al-1mL) will consist of approximately 100 subjects.

Once the 1mL devj<e cohort’has finished enrolling, the 2mL device cohort will start enrolling.
For evaluation of thi¢ 2mE device, it 1s planned to enroll approximately 100 subjects; each device

”

arm (bimekizumab-SS*2mL or bimekizumab-AI-2mL) will consist of approximately 50 subjects.
It 1s anticipated that this study will involve up to 80 sites in North America.

5.1.3 Anticipated regions and countries

This substudy will be conducted in North America.

5.2 Schedule of study assessments

The schedule of assessments in presented in Table 5-3 for the ImL device cohort. For subjects in
the ImL device cohort, Baseline for DV0002 corresponds to Baseline in PS0014, and the
subsequent study visits are the same in both studies. Table 5-3 includes assessments performed
specifically in the DV0002 substudy and assessments performed as part of the PS0014 study,
inclusive. Assessments specific to the DV0002 substudy are labeled for clarity.

Confidential Page 19 of 115



UCB 28 Oct 2019
Clinical Study Protocol Bimekizumab DV0002

For subjects in the 2mL device cohort, Baseline for DV0002 can correspond to the PS0014
Week 24, Week 28, or Week 32 visits for subjects receiving bimekizumab Q4W and to the
PS0014 Week 24 or Week 32 visits for subjects receiving bimekizumab Q8W. The schedule of
assessments for the PS0014 Week 24 through Week 48 visits is presented in Table 5-4. The
additional assessments to be performed for the DV0002 substudy in the 2mL device cohort
specifically are presented in Table 5-5.
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Table 5-3: Schedule of assessments for the PS0014 study and DV0002 substudy (1mL devicé cohort)
Visit ? DV0002 Treatment Period
Week Visit 1 Visit 2 Visit 3 Visit 34 Visit 4 Visit 5
Telephane Call
(DV6962-SFI))
Procedures Baseline/Feeder Week 4 Week 8 Week'9 Week 12 Week 16
Study Final Visit
_.I. —
Informed consent for DV0002 and X
PS0014 assessments
Inclusion/exclusion X '
Physical exam " X I X
Body weight X
Vital signs ¢ X | X X X
<, T
Hematology and chemistry X X X X
Urinalysis X X X X
G X
Urine drug screen X
ECG X
. o8
Pregnancy testing ° X X X X X
TB questionnaire X X
Blood sample for bimekizumab X X¢# X X ¢ Xh
plasma concentrations f (DV0002-
specific for Weeks 4, 8, and 12)
Blood sample for anti-bimekizximab X X
antibodies *
PASI X X X X X
Percentage of BSA X X X X X

Confidential

Page 21 of 115



UCB
Clinical Study Protocol

Bimekizumab

28 Oct 2019
DV0002

Table 5-3:

Schedule of assessments for the PS0014 study and DV0002 substudy (1mL devicé cohort)

Visit ?
Week

Procedures

DV0002 Treatment Period

Visit 1

Visit 2

Visit 3

Visit 3o
Telephane Call
(DVGI62-SFI)

Visit 4

Visit 5

Baseline/Feeder
Study Final Visit

Week 4

Week 8

Week'9

Week 12

Week 16

IGA

X

X

DLQI

PHQ-9

eC-SSRS

mNAPSI!

Scalp IGAJ

pp-IGA K

EQ-5D-3L

SF-36

PGA of PSO

PASE

PGADA !

WPAI-SHP v2.0

Concomitant medication
(DV0002-specific for Week 9)

sl et sl R SR Rl Rl Ral Rl Rl Rl Rl Rl e

Adverse events ™ (DV0002sspecifiq
for Week 9)

=

Confidential

Page 22 of 115



UCB 28 Oct 2019
Clinical Study Protocol Bimekizumab DV0002
Table 5-3: Schedule of assessments for the PS0014 study and DV0002 substudy (1mL devicé cohort)
Visit ? DV0002 Treatment Period
Week Visit 1 Visit 2 Visit 3 Visit 35 Visit 4 Visit 5
Telephane Call
(DVGI62-SFT)
Procedures Baseline/Feeder Week 4 Week 8 Week'9 Week 12 Week 16
Study Final Visit
_.I. —
Random assignment to device X
(DV0002-specific)
IRT contact X X X | X X
Subject training for VAS and SIAQ X
Questionnaire (DV0002-specific)
Pre-injection SIAQ Questionnaire " X
(DV0002-specific)
Subject training for self-injection X
(DV0002-specific)
Bimekizumab administration by study Ke X¢e X
personnel using the PFS °
Subject self-injection of bimekizumab X X
using the assigned device® P
(DV0002-specific)
Study personnel evaluation of X X
self-injection (DV0002-specific)
Study personnel evaluation of X X
post-use device for
structural/mechanical integtity
(DV0002-specific)
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Table 5-3: Schedule of assessments for the PS0014 study and DV0002 substudy (1mL devicé cohort)

Visit ? DV0002 Treatment Period
Week Visit 1 Visit 2 Visit 3 Visit 34 Visit 4 Visit 5
Telephane Call
(DVGI62-SFT)
Procedures Baseline/Feeder Week 4 Week 8 Week'9 Week 12 Week 16
Study Final Visit
_.I. —
VAS for injection site pain X X
(DV0002-specific)
Post-injection SIAQ Questionnaire " X X '
(DV0002-specific)
Drug and device accountability X X X Xe X
(DV0002-specific)

bimekizumab-Al-1mL=1mL bimekizumab auto-injector; bimekizimab-SS- b= mL, Sirekizumab safety syringe; BSA=body surface area;
DLQI=Dermatology Life Quality Index; ECG=electrocardiogrénz; eC-SSRS=electrenic Columbia Suicide Severity Rating Scale; EQ-5D-3L=Euro-Quality
of Life 5-Dimensions 3-level; IGA=Investigator’s GlobalAssessment; IR T=interdstive response technology; mNAPSI=modified Nail Psoriasis Severity
Index; PASE=Psoriatic Arthritis Screening and EvaluatitQ; PASIssoriasisArea Severity Index; PGA=Patient Global Assessment; PGADA=Patient’s
Global Assessment of Disease Activity; PHQ-9=Patient Health (Zuestionnaire’9; pp-IGA=palmoplantar Investigator’s Global Assessment; PSO=psoriasis;
Q4W=every 4 weeks; Q8W=every 8 weeks; SF-36=Short Farin)36-iter» Health Survey; SFU=safety follow-up; STAQ=Self-injection Assessment
Questionnaire; TB=tuberculosis; VAS=visual analog scale;"WPAI-SHFr=Work Productivity and Activity Impairment Questionnaire-specific health problem

 Visit windows of +7 days from the first dose at all visits@xcept ¥isit)3a (SFU telephone call). The SFU telephone call window is 7 days from the last dose in
the DV0002 substudy, +3 days.

® Includes evaluation of signs and symptoms of acfive TB andrisk for exposure to TB.

¢ The physical exam will include examination.0f tiie folloWwing systems: eyes, hair, and skin; respiratory; cardiovascular; and gastrointestinal.

4 Vital signs (sitting systolic and diastolic binod pressuré/pulse rate, and temperature) are to be measured prior to blood sampling, and prior to dosing, where
applicable.

¢ Pregnancy testing will consist of uriite pregnancyziests at all visits. Pregnancy test results must be negative prior to administering investigational medicinal
product.

' All blood samples will be takefiwiior to.dosing.

¢ This will only be done for, subjects wiiy receive bimekizumab Q4W.

" This will only be done for subjects'who receive bimekizumab Q8W.

! The mNAPSI will b assessed orfly in subjects with nail involvement at Baseline in the feeder studies.

J The scalp IGA will tnly be assessed for those subjects with scalp involvement (scalp IGA score >0) at Baseline in the feeder studies.
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Table 5-3: Schedule of assessments for the PS0014 study and DV0002 substudy (1mL devicé cohort)
Visit ? DV0002 Treatment Period
Week Visit 1 Visit 2 Visit 3 Visit 34 Visit 4 Visit 5
Telephane Call
(DV6962-SFI3)
Procedures Baseline/Feeder Week 4 Week 8 Week'9 Week 12 Week 16
Study Final Visit

/13

K The pp-IGA will only be assessed in subjects with palmoplantar involvement (pp-IGA score >0) at{Baselineiinthe feeder studies.
! The PGADA is assessed only for subjects with psoriatic arthritis at Baseline in the feeder studies.
™ Adverse events not related to the investigational devices will be reported in PS00T#and adveise device gifects and device deficiencies will be reported in

DVO0002. A single safety database will be used for both studies.
" Version 2.0 of the SIAQ will be used to assess bimekizumab-SS-1mL, while version 2.3 will be.used to assess bimekizumab-Al-1mL (see Section 9.1).

° The dosing window is +7 days relative to the scheduled dosing visit.

P The 320mg bimekizumab dose will be administered as two 160mg irfjections (using 2 bimekizumab-SS-1mL devices or 2 bimekizumab-Al-1mL devices).
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Table 5-4:

Schedule of assessments for the PS0014 study (2mL device cohort)

Week
Procedures

Week 24*

Week 28°

Week 32°

Week 36

Week 40

Week 44

Week 48

Physical exam®®

Body weight

Vital signs¢

Hematology and chemistry

b

Urinalysis

ECG

Pregnancy testing®

IGRA TB test

TB questionnaire

Blood sample for bimekizumab plasma
concentrations’

=

T T I Il I I el e el e

Blood sample for anti-bimekizumab antibodies®

PASI

Percentage of BSA

<

<

<

IGA

el R RS

DLQI

PHQ-9

<

eC-SSRS

mNAPSI#

Scalp IGA"

Tl Il Il Il Il el e el e
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Table 5-4: Schedule of assessments for the PS0014 study (2mL device cohort)

Week Week 24° | Week 28* | Week 32° | Week 36 W wk_40 Week 44 | Week 48

Procedures
pp-IGA! X >~ X
EQ-5D-3L X > 4 X
SF-36 X ) X
PGA of PSO X \ X
PASES > X
PGADA/ X \¢ > X
WPAI-SHP V2.0 X ) ) X
TSQM-9 N - X
Concomitant medication X _X_ o X X X X X
Adverse events ; _X T A ’ X X X X X
IRT X - _X X X X X X
Bimekizumab administration®"! X )X X X X X X
Subject training on home self-injection™ i X X

BSA=body surface area; DLQI=Dermatology Life QualityNindex; ECG<lectrocardiogram; eC-SSRS=electronic Columbia Suicide Severity Rating Scale; EQ-5D-3L=Euro-
Quality of Life 5-Dimensions 3-level; IGA=Investigatar’s Globa! Assessment; IGR A=interferon-gamma release assay; IMP=investigational medicinal product;
IRT=interactive response technology; mNAPSI=mgoditied NainPsoriasis Severity Index; PASE=Psoriatic Arthritis Screening and Evaluation; PASI=Psoriasis Area Severity
Index; PGA=Patient Global Assessment; PGARA=Patient’s((Giobal Assessment of Disease Activity; PHQ-9=Patient Health Questionnaire-9; pp-IGA=palmoplantar
Investigator’s Global Assessment; PsA=psafiaiic arthritis;\PSO=psoriasis; Q4W=every 4 weeks; Q8 W=every 8 weeks; SF-36=Short Form 36-item Health Survey;
TB=tuberculosis; TSQM-9=Treatment Satistictior (uestionnaire for Medication; WPAI-SHP=Work Productivity and Activity Impairment Questionnaire-specific health

problem

Note: Starting at Week 48 of the FS0014 Treatrnent Period, subjects may self-inject IMP at home; self-injection training will be provided to the

subject/caregivers by qualified(site perstninet (refer to PS0014 protocol).

* For the 2mL device cohort, Baselineof)DV0002 can occur at PS0014 Week 24, Week 28, or Week 32 for subjects receiving bimekizumab Q4W and at
PS0014 Week 24 or Week!32 forsubjects receiving bimekizumab Q8W.

® Includes evaluation &t'signs and &ymptoms of active TB and risk for exposure to TB.

¢ The physical examiriation will be performed as per the PS0014 protocol Section 9.3.5.
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Table 5-4: Schedule of assessments for the PS0014 study (2mL device cohort)

Week Week 24* | Week 28* | Week 322 Week 36 Week 40 | Week 44 | Week 48
Procedures |

4 Vital signs (sitting systolic and diastolic blood pressure, pulse rate, and temperature) are to be measured prior to,biodsd sampiirig, and prior to dosing, where
applicable.

¢ Urine pregnancy testing will be performed at all visits. Pregnancy test results must be negative prior to admjifisteringAN?.

' All blood samples taken prior to dosing.

¢ The mNAPSI will be assessed only in subjects with nail involvement at Baseline in the feeder studies’

B The scalp IGA will only be assessed for those subjects with scalp involvement (scalp IGA score >2) ‘st Baseline in the feeder studies.

i The pp-IGA will only be assessed in subjects with palmoplantar involvement (pp-IGA score >0) adBaselifie'$il the feeder studies

i The PGADA and the PASE are assessed only for subjects with PsA at Baseline irrthe feedercfidies.

k The dosing window is =7 days relative to the scheduled dosing visit.

! Only subjects receiving IMP Q4W are dosed on Week 28, Week 36, and Week 44,

™ Subject training on at-home self-injection is to be performed as described insthe PSQ8.14 protocol Section 7.2. Starting at Week 48 of the PS0014 Treatment
Period, subjects may self-inject IMP at home.
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Table 5-5: Schedule of assessments for the DV0002 substudy (2mL device cohort)
Visit? DV0002 Treatment Period
Week Visit 1 Visit 2 Visit 3 Visit 36 Visit 4 Visit 5
Telephane Call |
(Device SFU)
Procedures Baseline® Baseline + Baseline + Raseline, + Baseline + Baseline +
4 weeks 8 weeks 9 vreeks 12 weeks 16 weeks
_.I. N
Informed consent for DV0002 X
Random assignment to device X |
(DV0002-specific)
IRT contact X X N X X X
Blood sample for bimekizumab X X4 M x4 Xe
plasma concentrations® (DV0002-
specific for Weeks 4, 8, and 12) l
Subject training for VAS and SIAQ X
Questionnaire (DV0002-specific)
Pre-injection SIAQ Questionnaire® X
(DV0002-specific)
Subject training for self-injection X
(DV0002-specific)
Bimekizumab administration by study X4 X4 X
personnel using the PFS# |
Subject self-injection of bimekizumaab X X
using the assigned device®"
(DV0002-specific) |
Study personnel evaluation)of X X
self-injection (DV0002:specifiz)
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Table 5-5: Schedule of assessments for the DV0002 substudy (2mL device cohort)

Visit? DV0002 Treatment Period
Week Visit 1 Visit 2 Visit 3 Visit 34 Visit 4 Visit 5
Telephane Call |
(Device SFU)
Procedures Baseline” Baseline + Baseline + Baseline, + Baseline + | Baseline +
4 weeks 8 weeks 9 weeks 12 weeks 16 weeks
_.I. _—

VAS for injection site pain X X
(DV0002-specific)
Post-injection SIAQ Questionnaire’ X X '
(DV0002-specific)
Study personnel evaluation of X X
post-use device for
structural/mechanical integrity |
(DV0002-specific)
Drug and device accountability X x4 X x4 X
(DV0002-specific) ?
Concomitant medication X
Adverse Events! i X

IR T=interactive response technology; Q4W=every 4wecks; Q8Wr=every 8 weeks; SFU=safety follow-up; SIAQ=Self-injection Assessment Questionnaire;
VAS=visual analog scale

2 Visit windows of +7 days from the first dose-asail visits\except Visit 3a (SFU telephone call). The SFU telephone call window is 7 days from the last dose in
the DV0002 substudy, +3 days.

® For subjects in the 2mL device cohort, Baséline for BV0002 corresponds to PS0014 Week 24, Week 28, or Week 32 for subjects receiving bimekizumab
Q4W and to PS0014 Week 24 or Wekk 32 far sehjects receiving bimekizumab Q8W. Refer to Table 5-4 for PS0014 study assessments.

¢ All blood samples will be taken prior'to dogings For detail on PK sampling in the 2mL device cohort, refer to Table 10-1 in Section 10.

4 This will only be done for subjects'whe 1€ceive bimekizumab Q4W.

¢ This will only be done for silajects whoteceive bimekizumab Q8W.

f Version 2.0 of the SITAQ-will be used o assess bimekizumab-SS-2mL, while version 2.1 will be used to assess bimekizumab-AI-2mL (see Section 9.1).

¢ The dosing window,ig=/-days r€lstive to the scheduled dosing visit.

" The 320mg bimekiZuinab dose will be administered as 1 injection using the bimekizumab-SS-2mL device or bimekizumab-AI-2mL device.
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Table 5-5: Schedule of assessments for the DV0002 substudy (2mL device cohort)
Visit? DV0002 Treatment Period
Week Visit 1 Visit 2 Visit 3 Visit 36 Visit 4 Visit 5
Telephane Call
(Device SFU)
Procedures Baseline® Baseline + Baseline + Baseline + Baseline + Baseline +

4 weeks

8 weeks

9 vreeks

12 weeks

16 weeks

I Adverse events not related to the devices will be reported in PS0014 and adverse device effects and d4vice deiiciencies will be reported in DV0002. A single

safety database will be used for both studies.
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5.3 Schematic diagram

The study schematic diagram for DV0002 1 mL device cohort is presented in Figure 5-1, and the
2mL device cohort is presented in Figure 5-2.

Figure 5-1: Schematic diagram for the 1mL device cohort

Wk 9
BL Wk8 SFU
Self- Self-  phone PS0014
inject Wk 4 inject  call Wk12  WwWk16 Wk 20

DV0002 (16 weeks)

Feeder PS0014
studies

BL=Baseline; Q4W=every 4 weeks; Q8 W=every 8 weeks; self-inject=self-injection:'\SFU=safaty follow-up;
Wk=week

Note: Phase 3 feeder studies include PS0008, PS0009, and PS0013.

Note: Subjects will receive 320mg bimekizumab either Q4W arQ8W. Binteirizumabywiil be self-administered only
at Baseline and at Week 8 (study personnel will administér bimekizymab at othérwisits, as applicable).

Note: For the ImL device cohort, subjects will begin the/DV 06002 substudy and tiie PS0014 study at the same time;
therefore, Baseline for DV0002 corresponds to Baséline=ior PSGQ14.

Figure 5-2: Schematic diagram'for the-2niL device cohort

VKRG
BL MKBy \GFU
Self- Self~~Phone

Inject’ WS Injéct  call WEL2 WEKIG

L ol 1 L 1 /IVV\_
DVO002 (16 weeks)

PSO014 (i PS0014
< > /NN

BL=Baseline;.Q4 W=every ¥4 weeks; Q8 W=every 8 weeks; self-inject=self-injection; SFU=safety follow-up;
WK=weel

Note: Subicets willieveive 320mg bimekizumab either Q4W or Q8W. Bimekizumab will be self-administered only
at DVQ502 Baselie and 8 weeks after training (study personnel will administer bimekizumab at other visits).

2 Fox the 2mDxdevice cohort, subjects will not begin the DV0002 substudy and the PS0014 study at the same time.
Raseline for DV0002 corresponds to the PS0014 Week 24, Week 28, or Week 32 visit for subjects receiving
bimekizumab Q4W and to the PS0014 Week 24 or Week 32 visit for subjects receiving bimekizumab Q8W.

54 Rationale for study design and selection of dose

DV0002 is a Phase 3, randomized, multicenter, open-label study for subjects with moderate to
severe chronic plaque PSO who will self-inject bimekizumab. DV0002 is a substudy of PS0014;
PS0014 is a multicenter, open-label, long-term study to evaluate the safety, tolerability, and
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efficacy of bimekizumab in subjects with moderate to severe chronic plaque PSO who complete
1 of the Phase 3 feeder studies (PS0008, PS0009, or PS0013).

It is expected that most individuals who will use commercial bimekizumab for the treatment of
moderate to severe chronic plaque PSO will self-inject bimekizumab and also that these
individuals will prefer to have options for the self-administration of their medication. DV0002
will therefore evaluate the safe and effective use of 4 different self-injection investigational
devices in 2 cohorts: the 1mL device cohort and the 2mL device cohort. The ImL device cohort
will evaluate the bimekizumab-SS-1mL and bimekizumab-Al-1mL investigational devicgs,*The
2mL device cohort will evaluate the bimekizumab-SS-2mL and bimekizumab-AI-2m!
investigational devices. In addition, DV0002 will assess trough PK levels associated.with
self-injection using the investigational device, injection by study personnel using tiie 1miPFES,
injection site (abdomen or thigh), and BMI category (by tertile).

6 SELECTION AND WITHDRAWAL OF SUBJEZCTS
6.1 Inclusion criteria
To be eligible for DV0002, subjects must meet all of the following additignal criteria:

1. An Institutional Review Board (IRB) approved written Iiitorined (ensent form (ICF) for
DV0002 is signed and dated by the subject.

2. Subject fulfills all inclusion criteria for the ’S0014 study.

Subject is considered reliable and capabie ofiadhering’to the DV0002 protocol (eg, able to
understand and complete questigpriaites, able’'to usevrivestigational device according to the
IFU, and able to adhere to the visit sche&ayle) ageording to the judgment of the Investigator.

4. Subject is willing to self-inject.

6.2 Exclusion criteria

Subjects are not permitted to-eiroll inl®V0002 if any of the PS0014 study exclusion criteria are
met. Subjects who participated in thé/imL device cohort of DV0002 are not eligible to enroll in
the 2mL device cohort:

6.3 Witihdrawal'Criteria

Since DV0002<is a substudy of PS0014, all DV0002 withdrawal criteria are captured in the
PS0014 pretocol. Thigre are no additional DV0002-specific withdrawal criteria beyond those that
are described inREC014. Subjects are free to withdraw from DV0002 at any time, without
prejudiee to théin continued care. Subjects who withdraw from DV0002 but remain eligible for
PSO8Y4 (iessevjects who have a medical condition or personal preference that precludes further
self-injection) may continue in PS0014. These subjects must perform an SFU telephone call

1 week after their final DV0002 dosing visit.

Subjects who are withdrawn from bimekizumab treatment (PS0014 study) during DV0002 will
also be required to follow the PS0014 withdrawal procedures.
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7 INVESTIGATIONAL MEDICINAL PRODUCT AND
INVESTIGATIONAL DEVICE

In the DV0002 substudy, the term IMP refers to the bimekizumab drug product. The term
investigational device refers to 4 different self-injection investigational devices
(bimekizumab-SS-1mL, bimekizumab-Al-1mL, bimekizumab-SS-2mL, and
bimekizumab-AlI-2mL) that are comprised of drug product (IMP) associated with a functional
secondary packaging.

71 Description of investigational devices

At DV0002 Baseline, each subject will be provided with self-injection training ang,t¥U feér the
appropriate device.

711 Bimekizumab-SS-1mL

The bimekizumab-SS-1mL, shown in Figure 7-1, consists of the naked\PES (priinary packagin
containing bimekizumab drug product for all Phase 3 studies) and a ¢u stomi,vcd“
safety syringe for sc bimekizumab administration.

The naked PFS is a glass, ImL long, primary contaiier with satall reund tlange and a 27G
half-inch staked needle containing 1mL of bimekizumab. Tha“ safety syringe is a
single-use platform device with a passive needle.stick satety mechahism. To enhance the device

usability, \/ O
O)

Figure 7-1: Bimekizumab-SS# il

bimekizumab-SS-1mL=1mL bimekizumab safety syringe; SnS=Safe’n’Sound

7111 Instruction for use of bimekizumab-SS-1mL

The bimekizumab-SS-1mL is used to administer an sc injection in either the right or left lateral
abdominal wall or the right or left outer thigh without massage. Each injection should be
administered at a separate injection site, and rotation between the injection sites should be
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observed. Treatment of the injection site with an anesthetic cream prior to dosing is not
permitted.

During the study (at Baseline and Week 8), 2 bimekizumab-SS-1mL devices will be used to
administer 160mg injections of bimekizumab (320mg total). To use the bimekizumab-SS-1mL,
the overcap is removed and the plunger rod is fully depressed, which empties the syringe
contents through the needle. When the plunger rod reaches its final position the needle safety
retraction mechanism is activated, which retracts the sleeve, syringe, and plunger rod and helds
the needle safely within the body molding.

Additional instructions for device use, including the injection angle, are provided in ttie TFU.
7.1.2 Bimekizumab-Al-1mL

The bimekizumab-AI-1mL, shown in Figure 7-2, consists of the naked PFS (priraryhackaging
containing bimekizumab drug product used for all Phase 3 studies and in @i
bimekizumab-SS-1mL) and a customized auto-injector. The PFS volunit-will be'edministered
from the same primary container, a ImL long glass syringe, with a sl round/flange and a 27G
half-inch stacked needle. The bimekizumab-Al-1mL is a single dase, disposable, nonsterile
combination product. To enhance the device usability, UCB cuictomized the auto-injector by
adding a ring-pull cap and an external envelope.

Figure 7-2: Bimekizumab-Al-1mL

Housing

— -
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Sub ."\ﬁf.-_t.-"l\i}-'_ Drive <2

. x M
and Syringe Unit ™
enclosed /
C ap Y grger device qgr ip areq

i ] |
with additional grip
|

;Jr'1|'_1|'_-|_-:1' fo :r._m,_. I(;-fj..._
, Rir (2] ‘r)!;'.-' w(th soft arip
Ngiernal oNs

bimekizumab-Ahd mE=1ml{bimekizumab auto-injector

7.1.21 Instruction for use of bimekizumab-Al-1mL

The binyekizurhab-Al-1mL is used to administer an sc injection in either the right or left lateral
abdominal watl or the right or left outer thigh without massage. Each injection should be
daministered at a separate injection site, and rotation between the injection sites should be
observed. Treatment of the injection site with an anesthetic cream prior to dosing is not
permitted.

During the study (at Baseline and Week 8), 2 bimekizumab-Al-1mL devices will be used to
administer 160mg injections of bimekizumab (320mg total). To use the bimekizumab-AI-1mL,
the ring-pull cap is removed and the device is depressed on the injection site. The auto-injector
provides needle insertion, dose delivery, and needle protection through an extending and locking
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shroud. Needle protection is performed by a shroud that will deploy should the auto-injector lose
contact with the skin during an injection.

Additional instructions for device use, including the injection angle, are provided in the IFU.
713 Bimekizumab-SS-2mL

The bimekizumab-SS-2mL, shown in Figure 7-3, consists of the primary container (a glass
syringe filled with 2mL of bimekizumab drug product) and a safety syringe.

The bimekizumab-SS-2mL is a single-use syringe with a passive safety feature.

Figure 7-3: Bimekizumab-SS-2mL

7.1.31 Instruction for us2’o1 bime«<izuman-SS-2mL

The bimekizumab-SS-2mL is xskdto administer.@'s¢ injection in either the right or left lateral
abdominal wall or the right or left outerthighwwvithout massage. Treatment of the injection site
with an anesthetic cream prior to désing is 20t permitted.

During the study (at DV0002 Baseline.and Week 8), 1 bimekizumab-SS-2mL device will be
used to administer a 320mg ‘in,ectionof bimekizumab. To use the bimekizumab-SS-2mL, the
rigid needle shield (RNS)1s'remgved, and the plunger rod is fully depressed, which empties the
syringe contents throughthe néedle. When the plunger rod reaches its final position the needle
safety retraction mechanism i activated, which retracts the sleeve, syringe, and plunger rod and
holds the needle sately within the body molding.

Additional instructigns-for device use, including the injection angle, are provided in the IFU.

7.1.4 Bimekizumab-Al-2mL

The'bimekizemab-AI-2mL, shown in Figure 7-4, consists of the primary container (a glass
syringe filled with 2mL of bimekizumab drug product) and an auto injector. The
bimekizumab-AI-2mL is a single use auto injector with a passive needle stick safety mechanism.
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Figure 7-4: Bimekizumab-Al-2mL

Ypsomed platform,
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bimekizumab-Al-2mL=2mL bimekizumab auto-injector

7.1.41 Instruction for use of bimekizumai-Al-2mi

The bimekizumab-Al-2mL is used to adrhinister a-se.njection’'in either the right or left lateral
abdominal wall or the right or left outer thigh witheut massage. Treatment of the injection site
with an anesthetic cream prior to désing is notpermitied:

During the study (at DV0002 Bascline and-Week 3); 1 bimekizumab-Al-2mL device will be
used to administer a 320mg injectionoi-bimekizuimab. To use the bimekizumab-Al-2mL, the cap
is removed, and the device is depressed onthzinjection site. The auto injector provides needle
insertion, dose delivery, and needie protection through an extending and locking shroud. Needle
protection is performed by astiroud that will deploy should the auto-injector lose contact with
the skin during an injectich.

Additional instructions. for device use, including the injection angle, are provided in the IFU.
7.2 Treatmert to be administered

The IMP used i this etudy is bimekizumab. Bimekizumab will be supplied at a concentration of
160mg/mIi{5SmM:-sodium acetate, 220mM glycine, 0.04% polysorbate 80 at pH 5.0) for sc
injectioi,

1mL Device Cohort

ior the ImL device cohort, IMP will be supplied in 2 investigational devices:
bimekizumab-SS-1mL or the bimekizumab-AI-1mL.

The IMP will be administered according to the schedule shown in Table 5-1. Subjects will be
assigned to the use of 1 device and will receive the following doses of IMP based on their
established dosing regimen in PS0014:

e 320mg bimekizumab, Q8W or
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e 320mg bimekizumab, Q4W.

Regardless of the assigned dose regimen, subjects will perform self-injection with the assigned
device only at Baseline and at Week 8. For the ImL device cohort, the 320mg bimekizumab dose
will be administered as two 160mg injections with either 2 bimekizumab-SS-1mL or

2 bimekizumab-Al-1mL devices. At all visits except Baseline and Week 8, the

320mg bimekizumab dose will be administered as two 160mg injections in a I1mL PFS by stuay
personnel (ie, the same administration manner and device used in PS0014).

The investigational devices will be used as described in the IFU. Subjects will be obsgived onsite
for 30 minutes after self-injection with bimekizumab for any AEs. Subjects will be asked to
contact the designated site personnel in case any AEs occur outside of the site visits. Of nate,
reported AEs related to IMP will be assessed within PS0014 and reported ADREs-énd dévice
deficiencies will be assessed within DV0002.

2mL Device Cohort

For the 2mL device Cohort, IMP will be supplied in 2 investigaticial-devicos:
bimekizumab-SS-2mL or bimekizumab-AI-2mL.

The IMP will be administered according to the schiedule shgwn in Table 5-2. Subjects will be
assigned to the use of 1 device and will receivelthe following dose<.0f IMP based on their dosing
regimen in PS0014:

e 320mg bimekizumab, Q8W or
e 320mg bimekizumab, Q4W.

Regardless of the assigned dosefregimeis, subjests,will perform self-injection with the assigned
device only at DV0002 Baseline and % weekg atier training with the investigational device. For
the 2mL device cohort, 320mg biekizunmap 'dose will be administered as 1 injection with either
the bimekizumab-SS-2mL devize or the.bimekizumab-AI-2mL device. For subjects who receive
bimekizumab Q4 W, the binmiekizumab.dose at Week 4 will be administered as

two 160mg injections in@amL PES by study personnel (ie, the same administration manner used
in PS0014).

The devices will be‘lised as.described in the [FU. Subjects will be observed onsite for 30 minutes
after self-injectiorr with (bimekizumab for any AEs. Subjects will be asked to contact the
designated site"persgnticl in case any AEs occur outside of the site visits. Of note, reported AEs
related ta 1ViP will be assessed within PS0014 and reported ADEs and device deficiencies will
be assessed within DV0002.

7.3 Packaging

The site will receive uniquely-numbered investigational devices (bimekizumab-SS-1mL,
bimekizumab-Al-1mL, bimekizumab-SS-2mL, and bimekizumab-AI-2mL) for use in the
DV0002 substudy.

7.4 Labeling

Clinical drug and investigational device supplies will be labeled in accordance with the current
International Council for Harmonisation (ICH) guidelines on Good Clinical Practice (GCP) and
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Good Manufacturing Practice and will include any locally required statements. If necessary,
labels will be translated into the local language.

7.5 Handling and storage requirements

The investigational devices that house IMP must be securely stored at 2°C to 8°C (ie, in a
refrigerator), that is either in a locked room or in the pharmacy. Appropriate storage conditions
must be ensured by controlling refrigerator temperature by using either an automated
temperature monitoring and recording system or a minimum/maximum thermometer and
completing a daily temperature log in accordance with local requirements. If an out-of-range
temperature is noted, the Sponsor or designee must be notified so that a determination‘can be
made whether the product should be used or not.

The Investigator or hospital pharmacist is responsible for the appropriate storage and
accountability of the investigational device at the site, as well as, for the ddctentafion of
appropriate storage and accountability. Refer to the IMP Handling Maauai-for additional
information on handling and storage requirements.

7.6 Drug and device accountability

The Investigator will receive numbered treatments-that will berassigried o eligible subjects by an
IRT at Baseline. All IMP administrations will b€ avserved by the Iriyestigator or his/her
appropriately trained designee.

Appropriate accountability forms that reflect the receipt and wse of the IMP and the
investigational devices will be supplied t¢ the investigatianal site. Details of any loss of the
self-injection investigational devic¢s(due to breakage ©0p wastage, non-use, destruction at the
study site, or return to the Sponsor.or desigirde musiZalso be recorded on these forms. All
supplies and pharmacy documeitation imust bednade available throughout the study for UCB (or
designee) to review.

The Investigator (or designee) is responsible for retaining all used, unused, and partially used
IMP and investigational dewites untilreturned to UCB. Used or partially used devices are to be
stored at room temperaturt.in a secured area and may only be destroyed following UCB’s
instruction. Devices with fioted-aeiiciencies are to be returned to UCB immediately. The
Investigator may agsign somé&’of the Investigator’s duties for drug accountability at the study site
to an appropriate plarmacist/designee.

The IMP and investigational devices intended for the study cannot be used for any other purpose
than that deséribed ifr'this protocol.

1.7 Procedures for monitoring subject compliance

Puring the Wreatment Period of this study, IMP administration (either self-administration or
study personnel-administration) will be performed in the clinic and observed by the Investigator
or his/her designee. Subject compliance will be reported in the PS0014 study.

7.8 Concomitant medications/treatments

Any specifications given in PS0014 regarding permitted and prohibited concomitant medications
must be followed.
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7.8.1 Permitted concomitant treatments (medications and therapies)

Unless otherwise specified in PS0014, subjects are permitted to continue their prescribed
medical therapy for the disease in accordance with the instructions of their treating physician.
Concomitant medications and therapies, including over-the-counter products and supplements,
must be recorded in the subject’s notes (source documentation) and provided on the eCRF. This
record should include the name of the drug, the dose, the route and date(s) of administration, azid
the indication for use.

7.8.2 Prohibited concomitant treatments (medications and therapies)

In addition to the prohibited treatments described in PS0014, subjects are not permittod to, use
topical analgesics at the injection site at Baseline or Week 8§ in the DV0002 substudy.

7.9 Blinding
This is an open-label substudy.

710 Randomization and numbering of subjects

The same unique 5-digit identification number used in the feeder studys#«ii’be used in PS0014
and in substudy DV0002. This subject number will-bowsed todentify dlie subject throughout
PS0014 and DV0002 and to maintain subject centidentiality) At steqy visits, an IRT will assign
the applicable subject kits of IMP. Further insiriietions wiil be previded in the IRT manual.

The IRT will generate individual assignnients for the self-injection investigational devices.
Eligible subjects will be assigned to the 1avestigatienal d¢vices based on a predetermined
production randomization and/or pécikaging s¢hedulepiovided by UCB (or designee). In the

ImL device cohort, all eligible stibjects will be randornly assigned to perform self-injection using
either the bimekizumab-SS-1m¥, or the;timekizitmab-Al-1mL at a 1:1 ratio. The IRT will
allocate kit numbers to the subject baged on.the-subject number during the study.

Once the 1mL device cohort has Tiriished errolling, the 2mL device cohort will start enrolling.
Eligible subjects in the 2ml device catiort will be randomly assigned to perform self-injection
using either the bimekizutnab-SS-2mL or bimekizumab-Al-2mL device at a 1:1 ratio. The IRT
will allocate kit numberso thesubject based on the subject number during the study.

Subject numbers ama kit numbers will be tracked via the IRT.

8 STUDY_PROCEDURES BY VISIT

A generaiaverview of the study assessments for the DV0002 substudy 1mL device cohort is
providearin Tabig'5-3. Although Table 5-3 contains assessments for both DV0002 and PS0014, it
alselirdicatesawhich assessments are specific to the DV0002 substudy. The lists of procedures at
¢achi study visit for the ImL device cohort are described in Section 8.1.

For subjects in the 2mL device cohort, Baseline for DV0002 can correspond to the PS0014
Week 24, Week 28, or Week 32 visits for subjects receiving bimekizumab Q4W or to the
PS0014 Week 14 or Week 32 visits for subjects receiving bimekizumab Q8W. For the

2mL device cohort, the schedule of assessments for PS0014 is presented in Table 5-4. The
additional assessments to be performed for the DV0002 substudy specifically are presented in
Table 5-5 and the list of procedures at each study visit is described in Section 8.2.
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Of note, DV0002 and PS0014 will share a common database/eCRF system (including common
AE reporting) and a common IRT.

The following visit windows are permitted:

e AsinPS0014, a 7-day visit window on either side of the scheduled dosing is permitted,
however, the Investigator should try to keep the subjects on the original dosing schedule.
Changes to the dosing schedule outside of the 7-day window must be discussed with the
Medical Monitor.

e The SFU telephone call should occur within 7 days after the last dose in the DV0Q82
substudy, +3 days.
8.1 Treatment Period for the 1mL Device Cohort

The DV0002 substudy will include all PS0014 study assessments from Bas¢iinetgnWeek 16
(inclusive). For subjects in the 1mL device cohort, Baseline for DV00OZ corresponds to Baseline
in PS0014.

8.1.1 Visit 1 (Baseline)

The following procedures/assessments will be pertermed:

e Obtain written informed consent (may be-obtained grior to Visit 1).
e Verification of inclusion/exclusion criteria.

e Physical examination (including-evaluation et signs and symptoms of tuberculosis [TB] and
risk of exposure to TB).

e Body weight.

e Vital signs (sitting systolic blogzspressute{BP], diastolic BP, pulse rate, and body
temperature).

e Collection of blood and urine samples for the following clinical laboratory tests should be
obtained prior to dosinig:

— Hematologyand chemistry.
— UrinalysiS.
— Urire\drug sgreen.
— Uhkine prognancy test.
Bimelzzumab plasma concentration.

— Anti-bimekizumab antibodies.

e Electrocardiogram (ECQ).

e TB questionnaire.

e Psoriasis Area Severity Index (PASI).
e Percentage of body surface area (BSA).
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Investigator’s Global Assessment (IGA).

Dermatology Life Quality Index.

Patient Health Questionnaire 9 (PHQ-9).

Electronic Columbia Suicide Severity Rating Scale (eC-SSRS).

Modified Nail Psoriasis Severity Index for subjects with nail involvement at Baseline in the
feeder study.

Scalp IGA for subjects with scalp involvement at Baseline in the feeder study.

Palmoplantar Investigator’s Global Assessment for subjects with palmoplantar/involvement
at Baseline in the feeder study.

Euro-Quality of Life 5-Dimensions 3-level.

Short Form 36-item Health Survey.

Patient Global Assessment of PSO.

Psoriatic Arthritis Screening and Evaluation.

Patient Global Assessment of Disease Actiyity (only fotf-subjetty with psoriatic arthritis).
Work Productivity and Activity Impairment Questionnairgsspecific health problem v2.0.
Concomitant medication.

Recording of AEs.

IRT contact.

Random assignment to self-injeetich invesiigational device (DV0002-specific).

Subject training for VAS and STAQ Questionnaire (DV0002-specific).

Complete the pre-injection SIAQQuestionnaire (version 2.0 for bimekizumab-SS-1mL and
version 2.1 for bimeKizumabsAI-1mL) (DV0002-specific).

Subject training for self-imjection (DV0002-specific).
Subject self-injectiomrof bimekizumab (DV0002-specific).
Study personnel/gyaluation of self-injection (DV0002-specific).

Study perseninel evaluation of post-use device for structural/mechanical integrity (DV0002-
gpecific)

Complete the VAS for injection site pain (DV0002-specific).

Complete the post-injection SIAQ Questionnaire (version 2.0 for bimekizumab-SS-1mL and
version 2.1 for bimekizumab-AI-1mL) (DV0002-specific).

Drug and device accountability (DV0002-specific).
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8.1.2 Visit 2 (Week 4)
The following procedures/assessments will be performed:
e Vital signs (sitting systolic BP, diastolic BP, pulse rate, and body temperature).

e Collection of blood and urine samples for the following clinical laboratory tests should be
obtained prior to dosing:

— Hematology and chemistry.
— Urinalysis.
— Urine pregnancy test.
— Bimekizumab plasma concentration (for subjects with bimekizumab Q4W) dositzg)
(DV0002-specific).
e PASL
e Percentage of BSA.

o [GA.
e PHQ-9.
e ¢cC-SSRS.

e Concomitant medication.
e Recording of AEs.
e IRT contact.

e Study personnel administrationi dimeKizumab using a ImL PFS (for subjects with
bimekizumab Q4W dosing).

e Drug and device accountability £V 0002-specific).

8.1.3 Visit 3((Week3)
The following profedures/asseéssments will be performed:
e Vital sigpe {sitting systolic BP, diastolic BP, pulse rate, and body temperature).

e Collection of lilood and urine samples for the following clinical laboratory tests should be
obtained priorto dosing:

" Hemadlogy and chemistry.
— Urinalysis.
— Urine pregnancy test.

— Bimekizumab plasma concentration (DV0002-specific).

e PASIL
e Percentage of BSA.
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o [GA.

e PHQ-9.

e ¢C-SSRS.

e Concomitant medication.

e Recording of AEs.

e |RT contact.

e Subject self-injection of bimekizumab (DV0002-specific).

e Study personnel evaluation of self-injection (DV0002-specific).

e Study personnel evaluation of post-use device for structural/mechanical integrity.\LvV0002-
specific).

e Complete the VAS for injection site pain (DV0002-specific).

e Complete the post-injection SIAQ Questionnaire (version 2.0%46r birn¢kizumab-SS-1mL and
version 2.1 for bimekizumab-AI-1mL) (DV0002-5pecific)

e Drug and device accountability (DV0002-speeific).

8.1.4 Visit 3a (Week 9; safety-foiiow-uji-telepinone call)

Visit 3a (Week 9) will occur in the DV0092 substidy, buiot in the PS0014 study. The
following procedures/assessments ¥z be perraimed:

e (Concomitant medication (I7V(602-speeitic).

e Recording of AEs and ADEs (DV{002-speeific).

8.1.5 Visit 4 (Week12)
The following proceduresf/assessmenits will be performed:

e Physical examinatiOn (includirig evaluation for signs and symptoms of TB and risk of
exposure to TB).

e Collectiomofslood and urine samples for the following clinical laboratory tests should be
obtained prior tolesing:

— Unne pregriancy test.
L) Bime¢kizumab plasma concentration (for subjects with bimekizumab Q4W dosing)
(DV9002-specific).

e TB questionnaire.

e PASIL
e Percentage of BSA.
e IGA.
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e Concomitant medication.
e Recording of AEs.
e IRT contact.

e Study personnel administration of bimekizumab using a ImL PFS (for subjects with
bimekizumab Q4W dosing).

e Drug and device accountability (DV0002-specific).

8.1.6 Visit 5 (Week 16)
The following procedures/assessments will be performed:
e Vital signs (sitting systolic BP, diastolic BP, pulse rate, and body tempgeréture).

e Collection of blood and urine samples for the following clinical laboretory tests'should be
obtained prior to dosing:

— Hematology and chemistry.

— Urinalysis.

— Urine pregnancy test.

— Bimekizumab plasma concentratien f6¢’subicets on bitiekizumab Q8W dosing.

— Anti-bimekizumab antibody plasina concetitratica tor subjects on Q4W and Q8W dosing.

e PASL

e Percentage of BSA.
e IGA.

e PHQ-9.

e ¢C-SSRS.

e Concomitant medication

e Recording of AEs.

e |RT contact.

o Studywersontiei administration of bimekizumab using a ImL PFS.
e _Drug and.device accountability (DV0002-specific).

.2 Treatment Period for 2mL Device Cohort

For the 2mL device cohort, DV0002 Visit 1 (Baseline) will occur at PS0014 Week 24, Week 28,
or Week 32 for subjects receiving bimekizumab Q4W or Week 24 or Week 32 for subjects
receiving bimekizumab Q8W.
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8.21 Visit 1 (Baseline)

For DV0002 Visit 1 (Baseline) study assessments, refer to Table 5-4 and perform the
assessments for the week that the subject starts the DV0002 substudy (PS0014 Week 24,

Week 28, or Week 32 for bimekizumab Q4W or Week 24 or Week 32 for bimekizumab Q8W).
In addition to the PS0014 study assessments, the following assessments will be performed at the
Baseline visit of DV0002 (Table 5-5):

¢ Informed consent for DV0002.

¢ Random assignment to device (DV0002-specific).

e |RT contact.

e Blood sample for bimekizumab plasma concentrations.

e Subject training for VAS and SIAQ Questionnaire (version 2.0 for birpekizumat=SS-2mL
and version 2.1 for bimekizumab-AI-2mL) (DV0002-specific).

e Complete the pre-injection SIAQ Questionnaire (DV0002-spe<iiic).

e Subject training for self-injection (DV0002-speeiiic).

e Subject self-injection of bimekizumab using the assigned device,(DV0002-specific).
e Study personnel evaluation of self-injection’ (DVCUD2-spegific).

e Complete the VAS for injection site'pain (DV0O002-spiegific).

e Complete the post-injection SIAD)Questiornaire (viersion 2.0 for bimekizumab-SS-2mL and
version 2.1 for bimekizumab-Al-2m[3 {DVO0QCZ3specific).

e Study personnel evaluation of deyice for séraitural/mechanical integrity (DV0002-specific).
e Drug and device accountabilityy(DV0042-specific).
8.2.2 Visit 2 (Baselinie + 4 weeks)

For PS0014 study assessin¢nts, refer to Table 5-4. In addition, perform the following DV0002
substudy assessments:

e IRT contact

e Blood sample forhiniekizumab plasma concentrations (DV0002-specific)—only done for
subjectywho recéve bimekizumab Q4W

e Bimekizuniab administration by study personnel using the PFS—only done for subjects who
receivehimiekizumab Q4W.

+~ Drug and device accountability (DV0002-specific)—only done for subjects who receive
bimekizumab Q4W.

8.2.3 Visit 3 (Baseline + 8 weeks)

For PS0014 study assessments, refer to Table 5-4. In addition, perform the following DV0002
substudy assessments:

e IRT contact.
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¢ Blood sample for bimekizumab plasma concentrations (DV0002-specific).

e Subject self-injection of bimekizumab using the assigned device (DV0002-specific).
e Study personnel evaluation of self-injection (DV0002-specific).

e Complete the VAS for injection site pain (DV0002-specific).

e Complete the post-injection SIAQ Questionnaire (version 2.0 for bimekizumab-SS-2mL and
version 2.1 for bimekizumab-AI-2mL) (DV0002-specific).

e Study personnel evaluation of device for structural/mechanical integrity (DV0002-specific).
e Drug and device accountability (DV0002-specific).
8.24 Visit 3a (Baseline + 9 weeks; safety follow-up telepheticicall)

Visit 3a (Week 9) will occur in the DV0002 substudy but not in the PS00i4 study~ite following
procedures/assessments will be performed:

e Concomitant medications.
e Adverse events.
8.25 Visit 4 (Baseline + 12 weeks)

For PS0014 study assessments, refer to Table 534. In additionygperform the following DV0002
substudy assessments:

e IRT contact.

¢ Blood sample for bimekizuniab plasma.concenzations (DV0002-specific)—only done for
subjects who receive bimekizumabQ4W.

e Bimekizumab administration by-study peisonnel using the PFS—only done for subjects who
receive bimekizumab Q4W.

e Drug and device accountability £4,V0002-specific).
8.2.6 Visit 5 (Rzseline)+ 16 weeks)

For PS0014 study assessmerits) refer to Table 5-4. In addition, perform the following DV0002
substudy assessnierits:

e IRT contact.

¢ Blodd.sampietor bimekizumab plasma concentrations (DV0002-specific)—only done for
sdaiects whe receive bimekizumab Q8W.

Q,

Bimekizamab administration by study personnel using the PFS. (If this visit coincides with
Week 48 of PS0014, subjects will have the option to self-inject; refer to the PS0014
protocol.)

e Drug and device accountability (DV0002-specific).
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9 ASSESSMENT OF SELF-INJECTION

Evaluation of dose delivery and safe self-injection will be performed as described for the primary
outcome variable (Section 4.1.1).

9.1 Assessment of self-injection experience by SIAQ
The SIAQ will be used to assess the subject’s self-injection experience.

The SIAQ was developed by UCB to assess the perceived advantages and the potential
limitations of self-injection of an sc medication (Keininger and Coteur, 2011). The pre-itijection
SIAQ is composed of 7 items grouped into 3 domains (feelings about injection, self-eonfidence,
and satisfaction with the current mode of administration). The post-injection SIA@/is composed
of 21 items grouped into 6 domains (feelings about injection, self-image, self-coifidenes;
injection site reactions, ease of use, and satisfaction with self-injection). The pre-injection SIAQ
will be completed at Visit 1, and the post-injection SIAQ will be completed withia*s0 minutes
after self-injection (ie, at Visit 1 and Visit 3). For the 1mL device cohért; the SIAQ will be
completed within 30 minutes of completing the second injection. Eetithe 2nilvdevice cohort, the
SIAQ will be completed within 30 minutes of completing the singl¢ injeetion.

Version 2.0 and version 2.1 of the SIAQ are identical, ‘except.for Question 11. In version 2.0 of
the SIAQ, Question 11 discusses the use of a pluriger, whilé4n version 2.1 of the SIAQ,
Question 11 discusses depression of the device, Versign'2.0 will therefore be used to assess
bimekizumab-SS-1mL and bimekizumab<SS-2mL.while vetsion 2.1 will be used to assess
bimekizumab-Al-1mL and bimekizumat-A1-2m{;

9.2 Assessment ofidjection site pain

A VAS will be used to assess éyerall injection pairt due to self-injection at DV0002 Baseline and
at 8 weeks after training. Subjects wiil’be requited to indicate their injection pain by placing a
mark on a 100mm line from 0 (no'p2in) to *00 (worst possible pain).

1mL Device Cohort

In the 1mL device cohort.6f the BV@002 substudy, the 320mg bimekizumab dose will be
administered as two 16011 sc injections with either 2 bimekizumab-SS-1mL or 2 bimekizumab-
Al-1mL devices. To‘evaluaté/njection pain for both self-injections, the VAS will be assessed
immediately (withiia' 15 mariutes) after completion of the second self-injection. The subject will
complete the VVAS prior¢o completion of the post-injection SIAQ (refer to Section 9.1 for
details).

2mL Device Conort

Inhe2ml device cohort, the 320mg bimekizumab dose will be administered as 1 sc injection
vith either the bimekizumab-SS-2mL or bimekizumab-AI-2mL device. To evaluate injection
pain for the self-injection, the VAS will be assessed immediately (within 15 minutes) after
completion of the self-injection. The subject will complete the VAS prior to completion of the
post-injection SIAQ (refer to Section 9.1 for details).
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9.3 Evaluation of post-use structural and mechanical integrity of
self-injection investigational devices

The visual inspection of the used devices will check for structural/mechanical integrity and
damage (ie, clear evidence of damage/compromised structural integrity and not any superficial,
cosmetic imperfections). All evaluations will be performed by appropriately trained site staff.
Any device with structural/mechanical integrity issues will be returned to UCB for further
evaluation. Superficial, cosmetic imperfections which have no impact on structural or
mechanical integrity are to be ignored.

Used devices that functioned as intended and which had no post-use structural or meetianical
integrity issues (as determined by the post-use site evaluation) will also be returnec’to UCR for
further evaluation.

10 ASSESSMENT OF PHARMACOKINETIC VARIABLES
1mL Device Cohort

Blood samples for measurement of trough bimekizumab PK (Sectiot: 4.1.7+2) will be collected at
the time points specified in the schedule of study assc¢ssments {Table 5-3.):

At dosing visits, blood samples will be drawn priGr'to dosidg{at the'same time of the sampling
for clinical laboratory tests). The time and date'of’collection will be'recorded in the eCRF.

Instructions pertaining to sample collectigii, procesging, storage, labeling, and shipping are
provided in the laboratory manual for this'study..Detailedzaformation on sample analysis will be
provided in a bioanalytical report.

2mL Device Cohort

For subjects who participate in the 2ngi-devige €dhort, blood samples for measurement of trough
bimekizumab PK levels (Section 4473.2 ) sv1ii be collected at the timepoints specified in
Table 10-1.
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Table 10-1: DV0002 substudy 2mL device cohort PK sample collection time

points
DV0002 Visits

Dose PS0014 Week Visit 1 Visit 2/ Visit 3/ Visit 4/ Visit 5/
Regimen that subject starts | (Baseline)/ | Week 4 Week 8 Week 12 | Week 16,

DV0002 Week 0

Week 24 X X X X X*
320mg Q4W Week 28 X X X X? il NA

Week 32 X X X X X

Week 24 X? NA X NA: | X
320mg Q8W N A

Week 32 X NA X? | NA X

NA=not applicable; PK=pharmacokinetics; Q4 W=every 4 weeks; Q8W=every 8 weeks

Note: For the 2mL device cohort, the DV0002 Baseline visit will be PS0014 Weels 24, Week 28, or Week 32 for
subjects receiving bimekizumab 320mg Q4W or PS0014 Week 24 or Week\32 for, suaiects receiving
bimekizumab 320mg Q8W.

2 PK sample taken per the PS0014 schedule.

At dosing visits, blood samples will be drawh prior to{dosing {at the same time of the sampling
for clinical laboratory tests). The time an{ date of,coliection'w/ill be recorded in the eCRF.

Instructions pertaining to sample coligetion, prosessing;.siorage, labeling, and shipping are
provided in the laboratory manual f0wthis stady. Detaited information on sample analysis will be
provided in a bioanalytical repdrk.

11 ASSESSMENT C¥ SAFETY
1.1 Adverse events (investigational device)

All AEs (including serious adverse gvents [SAEs]) will be reported in a common database for
PS0014 and DV0002, butpnly ADEs, SADEs, and device deficiencies will be summarized in the
DV0002 substudy. Spocifically, only those AEs related to the use of the investigational medical
devices (based on thg Investigator’s judgement) will be assessed. All AEs (including SAEs)
which are not assessed tobe related to the investigational devices will be summarized separately
in the report«{orthe niaia study, PS0014; please refer to the PS0014 protocol for information on
reporting.aiid recocding AEs (including SAEs).

11.1.4 Definitions (investigational device)
14711 Adverse device effect (investigational device)

An ADE is an AE related to the use of an investigational device. An ADE must meet 1 or more
of the following criteria:

e Adverse event resulting from insufficiencies or inadequacies in the IFU, the deployment, the
implantation, the installation, the operation, or any malfunction of the investigational medical
device.
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e Adverse event that is a result of a use error or intentional misuse of the investigational
device.

11.1.1.1.1  Unanticipated adverse device effect

An unanticipated ADE is an ADE which by its nature, incidence, severity, or outcome has not
been previously identified.

11.1.1.2 Serious adverse device effects

A SADE is an ADE that has resulted in any of the consequences characteristic of an SAT:
An SAE (and therefore a SADE) must meet 1 or more of the following criteria:

e Death

e Life-threatening

(Life-threatening does not include a reaction that might have caused death-had it occurred in
a more severe form.)

e Significant or persistent disability/incapacity
e Congenital anomaly/birth defect (including that occurririg'in a £5tus)

¢ Important medical event that, based upori appropriate medical judgment, may jeopardize the
patient or subject and may require medical or surgical intervention to prevent 1 of the other
outcomes listed in the definition of serious

(Important medical events may.idclude hut’are notiimited to, potential Hy’s Law, allergic
bronchospasm requiring intensive treaitient inan emergency room or at home, blood
dyscrasias that do not result'in inpatient hognitalization, or the development of drug
dependency or drug abuse.)

e Initial inpatient hospitalization or prolongation of hospitalization

(A patient admitted to,a hiospital /even if he/she is released on the same day, meets the
criteria for the initialinpatierit hospitalization. An emergency room visit that results in
admission to the si9spital sveuld also qualify for the initial inpatient hospitalization criteria.
However, emefgency raotn visits that do not result in admission to the hospital would not
qualify forthese criteima and, instead, should be evaluated for 1 of the other criteria in the
definitioil 0t serigus'[eg, life-threatening adverse experience, important medical event].

Hospitalizations for reasons not associated with the occurrence of an AE [eg, preplanned
surgery orolective surgery for a pre-existing condition that has not worsened or manifested
itran unusual or uncharacteristic manner] do not qualify for reporting. For example, if a
subject has a condition recorded on his/her medical history and later has a preplanned surgery
for this condition, it is not appropriate to record the surgery or hospitalization as an SAE,
since there is no AE upon which to assess the serious criteria. Please note that, if the
pre-existing condition has worsened or manifested in an unusual or uncharacteristic manner,
this would then qualify as an AE and, if necessary, the seriousness of the event would need to
be determined.)
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11.1.1.21 Anticipated and unanticipated serious adverse device effects

An anticipated SADE is a SADE which by its nature, incidence, severity, or outcome has been
identified in the risk analysis report (ISO 14155).

An unanticipated serious adverse device effect (USADE) is a SADE which by its nature,
incidence, severity, or outcome has not been identified in the current version of the risk analysis
report.

The Sponsor will determine if a SADE qualifies as an USADE. The Sponsor will also evaluate
all SADEs to ensure that expedited reporting requirements are met according to UCB Standard
Operating Procedures (SOPs) and applicable country-specific regulatory requirements. for,the
investigational device.

11.11.3 Device deficiency (investigational device)

A device deficiency is an inadequacy of a medical device with respect.to s identity, quality,
durability, reliability, safety, or performance. Device deficiencies inclide malfunctions, use
errors, and inadequate labeling.

11.1.2 Procedures for reporting and rec¢ording-adverse device effects and
device deficiencies

The subject will be given the opportunity to repart ADES;SADES, and device deficiencies
spontaneously. A general prompt will also be-given ateach study visit to detect AEs that qualify
as ADEs, SADEs, and device deficiencics, Below(is an example prompt:

“Did you notice anything urUsidl abo&tthe injection?”
11.1.21 Reporting of adverse aavice gifects

All ADEs and SADEs will be capturéa,on the'€€RF. The eCRF will allow Investigators to
specify whether an AE or SAE is device-regiaied and will clarify which investigational device is
associated with the ADE or SADE:

An Investigator Adverse Device Efféct and Device Deficiency form will be provided to the
Investigator. The Investi@ator Adverse Device Effect and Device Deficiency form must be
completed in English:

The Investigator {otdesighee) shall report all SADEs and device deficiencies that might have led
to an SAE (if sujtable action had not been taken, if intervention had not been made, or if
circumstanczs had been less fortunate) to UCB within 24 hours after knowledge of the event
using the\appropriate forms in the electronic data capture system. When required by national or
local.tegsulations; the Investigator shall also notify the IRB and regulatory agencies of all
repoitable gvents according to national regulations in acceptable timely conditions and may also
berrequested by the IRBs to provide annual reports.

11.1.2.2 Reporting of device deficiencies

If a device deficiency related to the identity, quality, durability, reliability, safety, or performance
of the investigational device is reported (even if the investigational device was not used), UCB
must be informed within 1 business day (within 24 hours, as a rule) of receipt of this information
by the site. The Investigator must forward to UCB (or designee) a duly completed Investigator
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Adverse Device Effect and Device Deficiency form provided by UCB, even if the data are
incomplete or if it is obvious that more data will be needed to draw any conclusions.

An Investigator Adverse Device Effect and Device Deficiency form will be provided to the
Investigator. The Investigator Adverse Device Effect and Device Deficiency form must be
completed in English.

It is important for the Investigator, when completing the Investigator Adverse Device Effect and
Device Deficiency form, to include an assessment and documentation of whether the device
deficiency could have led to an SAE if any of the following occurred:

e Suitable action had not been taken, or
e Intervention had not been made, or

e Circumstances had been less fortunate.
All defective devices must be returned to UCB according to standard-troceduies.

11.1.2.3 Reporting of serious adverse deyice effects including device
deficiencies with risk of serious-adverge event

If a device deficiency that could have led to an SAE (if suitable actibn had not been taken, or
intervention had not been made, or circumstinces had-seen legs fortunate) is reported, UCB must
be informed within 24 hours of receipt of this inforiation b{z ihe site (see contact information for
SAE reporting listed in the Serious Adverse EventiReportiiig section at the front of the protocol).
The Investigator must forward to UCR {or designee) aduly completed “Investigator SAE Report
Form for Investigational Medical.Devices’ Iprovided by UCB, even if the data are incomplete, or
if it is obvious that more data will be needed to draw any conclusions. Information recorded on

this form will be entered into the globa! safety catabase.

An Investigator SAE Report Forrinfor Invesiigational Medical Devices will be provided to the
Investigator. The Investigator ¥AE Repoit Form for Investigational Medical Devices must be
completed in English.

Additional informatiow {€g, autopsy or laboratory reports) received by the Investigator must be
provided within 24-heurs. All/@iocuments in the local language must be accompanied by a
translation in English, or.the relevant information included in the same document must be
summarized jin the Inuéstigator SAE Report Form for Investigational Medical Devices.

The Investizator-i< specifically requested to collect and report to UCB (or designee) any ADEs
or SAREs up tg~completion of the follow-up visit/telephone call for each subject, and to also
infolm participaiing subjects of the need to inform the Investigator of any ADEs or SADEs
wathin this period. Serious AEs that the Investigator thinks may be associated with the device
must be reported to UCB regardless of the time between the event and the end of the study.

Upon receipt of the Investigator SAE Report Form for Investigational Medical Devices, UCB
will perform an assessment of whether the SADE is anticipated based on the current version of
the risk analysis report.
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11.1.24 Rule for repetition of an adverse device effect, serious adverse
device effect, and/or device deficiency

An increase in the intensity of an ADE or SADE should lead to the repetition of the ADE or
SADE being reported with:

e The outcome date of the first ADE or SADE that is not related to the natural course of the
disease being the same as the start date of the repeated ADE or SADE, and the outcome of
“worsening.”

e The ADE or SADE verbatim term being the same for the first and repeated ADE 9 SADE,
so that the repeated ADE or SADE can be easily identified as the worsening of the tirst one.

11.1.3 Follow up of adverse device effects and serious adverss device
effects

All ADEs and SADEs should be followed until they have resolved, hav<-stable sequelae, the
Investigator determines that they are no longer clinically significant/ gy the sutaect is lost to
follow up.

If an ADE or SADE is ongoing at the end of the stuty.for a sahject, f6livw up should be
provided until resolution/stable level of sequelassiachievéd) or umitirthe Investigator no longer
deems that it is clinically significant, or untilthe-subject 15 lost tefollow up. If no follow up is
provided, the Investigator must provide ajustification:

Information on SADESs obtained after. clinical datatase lack will be captured through the Patient
Safety (PS) database without limita€ion 0f timic:

11.2 Pregnancy

All events of pregnancy or partner pregnancy wiil be followed and documented as described in
the PS0014 protocol.

1.3 Suspected trznsmission of an infectious agent

For the purposes of reporting, any: suspected transmission of an infectious agent via medicinal
products (device or IMF) shou!d.ve considered as an SAE or SADE; such cases must be reported
immediately, recorded in the Aidverse Event module of the eCRF, and followed as any other
SAE or SADE. Any orgaiiism, virus, or infectious particle (eg, prion protein transmitting
transmissible-cpongifaintencephalopathy), pathogenic or nonpathogenic, is considered an
infectious dgent.

There, is no evideice that there is a risk of transmission of an infectious agent with the
investigational device.

.4 Overdose of investigational medicinal product

Excessive dosing (beyond that prescribed in the protocol and including overdose) should be
recorded in the eCRF. Any SADE or nonserious ADE associated with excessive dosing must be
followed as any other SADE or nonserious ADE. These events are only considered ADEs or
SADE:s if there are associated clinical signs and symptoms or if the act of taking the excess
medicine itself is an ADE or SADE (eg, suicide attempt).
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There is no evidence that there is a risk of overdose with the IMP when used with the
investigational device.

11.5 Safety signal detection

Selected data from this study will be reviewed periodically to detect, as early as possible, any
safety concern(s) related to the IMP or the investigational device so that Investigators, clinical
study subjects, regulatory authorities, and IRBs will be informed appropriately and as early as
possible.

The Study Physician (or medically qualified designee/equivalent) will conduct an onggirig
review of SADEs and will perform ongoing SADE reconciliations in collaboration with the PS
representative. Serious AEs not related to a device will be reported in PS0014.

As appropriate for the stage of development and accumulated experience with, thé IMP “and the
investigational device, medically qualified personnel at UCB may identifiyradditional’safety
measures (ie, vital signs) for which data will be periodically reviewed.during the study.

11.6 Other safety measurements
11.6.1 Vital signs measurement

No vital sign assessments will be performed forthe. DV0002substtity. The vital sign
assessments presented in Table 5-3, Table 5-4; and Seciion 8 wiilbe captured as part of the
PS0014 study and are described in the PS2014protgosi.

12 EFFICACY ASSESSMENTS FCR PS0014

No efficacy assessments will be peiteimed for the DV 002 substudy. The efficacy assessments
presented in Table 5-3, Table §-4, @nd Section 8 Wili be captured as part of the PS0014 study and
are described in the PS0014 protocol

13 STUDY MANAGEME®T AND ADMINISTRATION

13.1 Adherenceio protocol

The Investigator should Aot deviate from the DV0002 protocol or the PS0014 protocol.
However, the Investigator shetild take any measure necessary, in deviation from or not defined
by the protocol, in/@sder te.protect clinical study subjects from any immediate hazard to their
health and safety~In thisgase, this action should be taken immediately, without prior notification
of the regulafory authority, IRB, or Sponsor.

After implementatieh of such measure, the Investigator must notify the Clinical Project Manager
of thexSponsoer'within 24 hours and follow any local regulatory requirements.
32 Monitoring

UCB (or designee) will monitor the study to meet the Sponsor’s monitoring SOPs, ICH-GCP
guidelines, and applicable regulatory requirements, and to ensure that study initiation, conduct,
and closure are adequate. Monitoring of the study may be delegated by UCB to a contract
research organization (CRO) or a contract monitor.

The Investigator and his/her staff are expected to cooperate with UCB (or designee) and to be
available during the monitoring visits to answer questions sufficiently and to provide any
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missing information. The Investigator(s)/institution(s) will permit direct access to source
data/documents for study-related monitoring, audits, IRB review, and regulatory inspection(s).

The Investigator will allow UCB (or designee) to periodically review all eCRFs and
corresponding source documents (eg, hospital and laboratory records for each study participant).
Monitoring visits will provide UCB (or designee) with the opportunity to evaluate the progress
of the study, verify the accuracy and completeness of eCRFs, ensure that all protocol
requirements, applicable authorities’ regulations, and Investigator’s obligations are being
fulfilled, and resolve any inconsistencies in the study records.

13.2.1 Definition of source data

All source documents must be accurate, clear, unambiguous, permanent, and capatile of being
audited. They should be made using some permanent form of recording (ink, Avping, pfpting,
optical disc). They should not be obscured by correction fluid or have tempQrary attaciiments
(such as removable self-stick notes).

Source documents are original records in which raw data are first re¢orded. Fhese may include
hospital/clinic/general practitioner records, charts, diaries, x-raysj.laboratary results, printouts,
pharmacy records, care records, ECG or other printaiits, comnieted scaies, or quality of life

questionnaires, for example. Source documents skiould be kent in a secure, limited access area.

Source documents that are computer generatgd and storea-electronically must be printed for
review by the monitor (eg, ECG reports). /Once printed; thesgcopies should be signed and dated
by the Investigator and become a permanent part apitiie subiect’s source documents. The
Investigator will facilitate the process for enabitisg the-fnonitor to compare the content of the
printout and the data stored in the Coriputer o ensureail data are consistent.

Electronic data records, such as¢Holtermonitorigeords or electroencephalogram records, must
be saved and stored as instructed by-WCB (a1 designee).

13.2.2 Source data verification

Source data verification ensires accytacy and credibility of the data obtained. During monitoring
visits, reported data are reviewedwith regard to being accurate, complete, and verifiable from
source documents (eg.‘stbjectf1ics, recordings from automated instruments, tracings [ECG],
x-ray films, laboratety notes)CAll data reported on the eCRF should be supported by source
documents, unleés otherwiise specified in Section 13.2.1.

13.3 Datahandling
13.3.1 Case Report form completion

This.study is‘performed using remote data capture; the same data capture is used for PS0014 and
BY0002. Tie Investigator is responsible for prompt reporting of accurate, complete, and legible
data in the eCRFs and in all required reports.

Any change or correction to the eCRF after saving must be accompanied by a reason for the
change.

Corrections made after the Investigator’s review and approval (by means of a
password/electronic signature) will be reapproved by the Investigator.

The Investigator should maintain a list of personnel authorized to enter data into the eCRF.
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Detailed instructions will be provided in the eCRF Completion Guidelines.
13.3.2 Database entry and reconciliation

Case Report forms/external electronic data will be entered/loaded into a validated electronic
database using a clinical data management system (CDMS). Computerized data cleaning checks
will be used, in addition to manual review, to check for discrepancies and to ensure consistency
of the data. The data are entered into the eCRFs once and are subsequently verified.

An electronic audit trail system will be maintained within the CDMS to track all data changes in
the database once the data have been saved initially into the system or electronically lsaded.
Regular backups of the electronic data will be performed.

13.3.3 Subject Screening and Enroliment log/Subject Identification Coile list

The subject’s screening and enrollment will be recorded in the Subject Scre¢ting anct
Enrollment log.

The Investigator will keep a Subject Identification Code list. This lisPwill renidin with the
Investigator and be used for unambiguous identification of each shigject.

The subject’s consent and enrollment in the study nia:t be recatded in'tire subject’s medical
record. These data should identify the study and-deCumentt)¢ dates of the subject’s
participation.

13.4 Termination of the study

UCB reserves the right to temporarily'suspend-srptemdtuiely discontinue this study either at a
single site, multiple sites, or at all s1ies at apy tilme ferreasons including, but not limited to,
safety or ethical issues, inaccurdie er incomplete aata recording, noncompliance, or
unsatisfactory enrollment with respect,so’quality or quantity.

The study may also be temporarily.Suspendec or prematurely terminated in either of the
following situations:

e Severe or serious injeetioi site feaction (eg, bleeding, bruising, pain) that, in the opinion of
the Investigator, the Gverseeiag IRB, or the Sponsor, is likely to be seen in other enrolled
subjects who havewiot yetbeen injected with bimekizumab.

e Unexpected device malfunction leading to a failed or incomplete injection, or resulting in an
SAE that~n-the opitiion of the Investigator, the overseeing IRB, or the Sponsor, is likely to
be seenlin other erirolled subjects who have not yet been injected with bimekizumab.

If the'stiady is-brematurely terminated or suspended, UCB (or designee) will inform the
Inyesiigatofs/iastitutions and the regulatory authority(ies) of the termination or suspension and
the reason(s) for the termination or suspension, in accordance with applicable regulatory
requirement(s). The IRB should also be informed and provided with reason(s) for the termination
or suspension by the Sponsor or by the Investigator/institution, as specified by the applicable
regulatory requirement(s). In addition, arrangements will be made for the return of all unused
IMP and other material in accordance with UCB procedures for the study.

Confidential Page 57 of 115



UCB 28 Oct 2019
Clinical Study Protocol Bimekizumab DV0002

13.5 Archiving and data retention

The Investigator will maintain adequate records for the study, including eCRFs, medical records,
laboratory results, informed consent documents, drug dispensing and disposition records, safety
reports, information regarding participants who discontinued, and other pertinent data.

All essential documents are to be retained by the Investigator until at least 2 years after the last
approval of a marketing application in an ICH region and until there are no pending or
contemplated marketing applications in an ICH region, or at least 2 years have elapsed sinéetne
formal discontinuation of clinical development of the IMP or investigational device. These
documents should be retained for a longer period; however, if required by the applicable
regulatory requirement(s) or by an agreement with UCB (CPMP/ICH/135/95, 2002,

[Section 4.9.5]). The Investigator will contact UCB for authorization prior to thieydestruciion of
any study records or in the event of accidental loss or destruction of any study.records. The
Investigator will also notify UCB should he/she relocate or move the stucysrelated tiies to a
location other than that specified in the Sponsor’s trial master file.

13.6 Audit and inspection

The Investigator will permit study-related audits mandated by=UCB, affet reasonable notice, and
inspections by domestic or foreign regulatory autiigrities.

The main purposes of an audit or inspection @re t0 corfizm that tiie rights and well-being of the
subjects enrolled have been protected, that-enrolledSubjects((ie; signing consent and undergoing
study procedures) are appropriate for thostady, atid’ that €iydata relevant for the evaluation of the
IMP and the investigational device liave’been@socessearand reported in compliance with the
planned arrangements, the protoeolyinivestiggtionalsite, and IRB SOPs, ICH GCP, and
applicable regulatory requirenieznts.

The Investigator will provide direct-aceess te aii study documents, source records, and source
data. If an inspection by a regulatony authc€ity is announced, the Investigator will immediately
inform UCB (or designee).

13.7 Good Clinical‘Practice

Noncompliance with-te protacoi, ICH-GCP, or local regulatory requirements by the
Investigator, institdtion, ipstitdtion staff, or designees of the Sponsor will lead to prompt action
by UCB to secure-compiiance. Continued noncompliance may result in the termination of the
site’s involvément inthe study.

14 STATISTICS

A déseription of'statistical methods follows and will be described in more detail in the Statistical
Anietysis Plen (SAP).

Once subjects in the 1mL device cohort complete DV0002, a final analysis for that cohort will be
performed, and a clinical study report will be prepared. A separate final analysis will be
performed for the 2mL device cohort.
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14.1 Definition of analysis sets
1mL Device Cohort

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

Two different Full Analysis Sets (FASs) will be generated (1 for each device type): the
bimekizumab-SS-1mL Full Analysis Set (FAS-s) and the bimekizumab-AI-1mL Full)Analysis
Set (FAS-a). Each FAS will consist of all subjects in the SS-s or SS-a who self-injéct at least

1 dose of bimekizumab using the given device and who have an assessment of.seif-injéction. All
self-injection related endpoints will be analyzed using the FAS-s and FAS-a.

For the PK analyses, 2 different Pharmacokinetic Per Protocol Sets (PKSFPS) wiil be generated
(1 for each device type): the bimekizumab-SS-1mL PK-PPS (PK-PF:s) angthe
bimekizumab-Al-1mL PK-PPS (PK-PPS-a). Each PK-PPS will carisist efiall subjects who
receive the same bimekizumab administration (frequency and.@gse) in‘the PS0014 feeder studies
as in the DV0002 substudy and who have at least‘l/evaluabie'PK assessment in the DV0002
substudy without important protocol deviations.that wouid affecttli¢ concentration.
Pharmacokinetic variables will be analyzed using the PK-PPS's and PK-PPS-a.

All PK assessments after baseline assessuients from teedé@study will be considered for the
requirement of at least 1 evaluable Pi{ assessrietit.

2mL Device Cohort
For the 2mL device cohort, the same atiatysisisets will be generated.
14.2 General statistical cofisiderations

This is an estimation study design witiino formal statistical hypothesis testing. The study will
estimate the true populatien proportion and/or mean of self-injection related endpoints for each
device separately. Sumaiary statistics for continuous variables will include: number of available
observations, mean, Standard Z¢viation, minimum, median, and maximum. For categorical
variables, the numtéer and(proportion of subjects, along with the 90% confidence interval (CI)
based on the Exact Bindniial method, will be presented.

The Baselite valug-1£-defined as the last nonmissing measurement prior to the first self-injection
at DV0E02 Visitiiv(Baseline). No imputation of missing data will be performed. All data
recorded in thie €CRF and questionnaires will be listed.

a3 Planned analyses of outcome variables

All statistical analyses will be descriptive in nature. No inferential statistical analyses are
planned.

All analyses will be performed separately for the 1mL device cohort and for the 2mL device
cohort. Once subjects in the ImL device cohort complete DV0002, a final analysis will be
performed for that cohort, and a clinical study report will be prepared. A separate final analysis
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will be performed for the 2mL device cohort once all data have been collected and will be
reported separately from the initial clinical study report.

14.3.1 Analysis of the primary outcome variable

The primary outcome variable is the percentage of all subjects able to self-administer safe and
effective injections using the given device at DV0002 Week 8 (8 weeks after training). Safe and
effective self-injection will be evaluated by the study personnel as defined in in Section 4.1.1,

The number and percentage of subjects with safe and effective self-injections will be tabuiated
separately for each device overall and within each device by dosing regimen using the\i¢ievant
FAS population (FAS-s or FAS-a). The 90% Cls based on the Exact Binomial method will be
reported as well.

14.3.2 Analysis of the secondary outcome variable

The secondary outcome variable is the percentage of subjects able to self*administer safe and
effective injections using the given device at DV0002 Baseline (first.seli-injegiion visit). Safe
and effective self-injection will be evaluated by the study personnsivas definied in Section 4.1.1.

The secondary outcome variables will be analyzed in'the same.tnanner-as-the primary outcome
variable (see Section 14.3.1).

14.3.3 Analysis of other outcome \ariablés

The other outcome variables are defined it Section4.1.3. Tlege variables will be summarized
using descriptive statistics and they will b¢tabulared sepdrately for each device overall and
within each device by dosing regimen-using thorelevani-FAS population (FAS-s or FAS-a).

14.4 Planned phaiimzacokinstic anzlyses

The statistical analyses of the PK daté’will be descriptive in nature and will be summarized using
the relevant device-specific population (PK*FPS-s or PK-PPS-a). Data will be analyzed overall
for each device by injection type (self-administered or study personnel-administered), by
injection site (abdomen or tiigh), and'by BMI category. Three BMI categories will be defined
based on tertiles derived Axem subiecis’ Baseline BMI values within the device-specific
population (PK-PPS-sor PK-RPS=a).

To allow for an aneiysis of PK trough levels for bimekizumab administration via self-injection or
via study persenticl adniinistration, pre-dose PK samples will be taken throughout the DV0002
substudy. Fot the Q4W-dose regimen, PK trough levels will be determined based on pre-dose PK
samplingrat-DVO0)2 Baseline and Week 8 for the study personnel administration and at DV0002
Week 4.and Week 12 for the self-administration trough levels, respectively. For the Q€W dose
regimen, PK'trough levels will be determined based on pre-dose PK sampling at DV0002
bLascline foirthe study personnel administration and at 8 weeks after training (DV0002 Week 8)
and DV0002 Week 16 for the self-administration trough levels, respectively. For the analysis of
PK trough levels by injection site (abdomen or thigh) and by BMI category (by tertile), only
self-administration PK trough levels will be used.
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14.5 Planned safety analyses

The safety variable is the occurrence of ADEs; additional safety and tolerability variables will be
collected in PS0014 (see Section 4.1.3.3). Analyses of safety data will be done separately for
each device overall and within each device by dosing regimen using the relevant SS population
(SS-s or SS-a).

All ADE data will be listed and no statistical testing will be performed. Only treatment-emergeas
ADEs will be included in the summary tables. All ADEs will be coded and classified by system
organ class, high level term, and preferred term according to the latest version of the Medical
Dictionary for Regulatory Activities. Adverse device effects will be summarized by the
frequency and percentage of subjects having 1 or more of the events in question. Additional
planned summaries include overall ADEs and SADE:s.

14.6 Planned efficacy analyses
No efficacy analyses are planned for the DV0002 substudy.
14.7 Handling of protocol deviations

Only subjects who had no important protocol deviaticns affeeting the prirnary outcome variable,
as confirmed during ongoing data cleaning meetifigs prior toydatabase 1ock, will be included in
the FAS-s or FAS-a. Important protocol deviations are deviations\{rom the protocol which could
potentially have a meaningful impact on the primary.ébjectiveof the study. The criteria for
identifying important protocol deviations.and the classification of important protocol deviations
will be defined within the project Data Cleaning Flan. To.the extent feasible, the rules for
identifying protocol deviations will ie’defined-without review of the data and without
consideration of the frequency ot escurreiice of such’/deviations. Whenever possible, criteria for
identifying important protocol Geviatiohs'will kg 1implemented algorithmically to ensure
consistency in the classification of @imjportantprotocol deviations across all subjects.

14.8 Handling of dropouts or missing data

There will be no special procedures’for handling missing data. All imputation of missing or
partial dates for safety ad¢sessmerity. will be detailed in the SAP.

14.9 Planned interim analysis and data monitoring

No interim analysis is.ptasined for the DV0002 study. No Data Monitoring Committee will be
established forthis study.

The subjects of 1DV6002 are ongoing subjects of PS0014. Data cut off for the ImL final analysis
will be jast subiect last Week 16 visit in DV0002 in the 1mL device cohort. Data cut off for the
2nit1inal anatysis will be last subject last Week 16 visit in DV0002 in the 2mL device cohort.
Data cut oft rules will be applied for ongoing ADEs and ongoing concomitant medication.

14.10 Determination of sample size

This study will not be powered with respect to any endpoint and sample size is based on practical
considerations.
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1mL Device Cohort

For the ImL device cohort, to maintain blinding in the PS0014 feeder studies, DV0002 will
recruit subjects who were administered bimekizumab 320mg (Q4W or Q8W) and subjects who
were administered placebo or ustekinumab in the PS0014 feeder studies. A total of 100 subjects
(50 subjects per device arm) are planned for PK trough level analyses, but these analyses can
only be performed on subjects who do not change their bimekizumab dose or dosing regimen

(ie, 320mg bimekizumab Q4W or Q8W) between the PS0014 feeder studies and in the DVQ0)2
substudy. The DV0002 substudy will therefore enroll approximately 200 subjects (to conipensate
for subjects with bimekizumab dose changes) to ensure that 100 subjects are available for PK
trough analysis.

Subjects who enroll in the DV0002 substudy ImL device cohort will be randomniiy assigried to
the bimekizumab-SS-1mL or the bimekizumab-Al-1mL device arms (each dovice arrn will
consist of approximately 100 subjects). Within each device arm, subjects(viii bevdivided into
tertiles by BMI; there will be approximately 33 subjects per tertile, which'is expected to yield
approximately 16 to 17 subjects per tertile who are evaluable for steady statgrough PK level
analyses.

2mL Device Cohort

Once the 1mL device cohort has finished enrolling, the 2ZmL devicé/cohort will start enrolling.
Subjects who participated in the ImL device\cohort of DV0OO0C2 are not eligible to enroll in the
2mL device cohort. For evaluation of the(2mL deyice, it is pianned to enroll approximately
100 subjects. All 100 subjects will hawe been or g Sonsistent bimekizumab dose regimen for at
least 16 weeks, and thus all will be evzluable ter the PK trough level analyses.

Subjects who enroll in the DVA(02 substudy 2m_device cohort will be randomly assigned to
the bimekizumab-SS-2mL or the bimekizumah<Al-2mL device arms (each device arm will
consist of approximately 50 subjecish. Withri each device arm, subjects will be divided into
tertiles by BMI; there will be approximately 16 to 17 subjects per tertile who are evaluable for
steady state trough PK level@analyses:

15 ETHICS AND REGULATORY REQUIREMENTS
15.1 Infeimied consent

Subject’s informed congent must be obtained and documented in accordance with local
regulations, ICH-GCHrequirements, and the ethical principles that have their origin in the
principles«s¥the-D€giaration of Helsinki.

Prior.to)obtaining informed consent, information should be given in a language and at a level of
coimbiexity milerstandable to the subject in both oral and written form by the Investigator (or
designee). Each subject will have the opportunity to discuss the study and its alternatives with
the Investigator.

Prior to participation in the study, the ICF should be signed and personally dated by the subject,
or his/her legal representative, and by the person who conducted the informed consent discussion
(Investigator or designee). The subject or his/her legal representative must receive a copy of the
signed and dated ICF. As part of the consent process, each subject must consent to direct access
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to his/her medical records for study-related monitoring, auditing, IRB review, and regulatory
inspection.

If the ICF is amended during the study, the Investigator (or the Sponsor, if applicable) must
follow all applicable regulatory requirements pertaining to the approval of the amended ICF by
the IRB and use of the amended form.

All studies conducted at centers in the US must include the use of a Health Insurance Portabilitg
and Accountability Act Authorization form.

The subject may withdraw his/her consent to participate in the study at any time. A suticct is
considered as enrolled in the study when he/she has signed the ICF. An eCRF must«otbe
started, nor may any study-specific procedure be performed for a given subject, without having
obtained his/her written consent to participate in the study.

15.2 Subject identification cards

Upon signing the ICF, the subject or legal representative will be proyided wit'i-a subject
identification card in the language of the subject. The Investigator-4viii fillii the subject
identifying information and medical emergency contact information. Theviivestigator will
instruct the subject to keep the card with him/her at\alitimes!

15.3 Institutional Review Boards

The study will be conducted under the auspices of aiik B, as-gefined in local regulations,
ICH-GCP, and in accordance with the ethical principies thiat have their origin in the Declaration
of Helsinki.

The Investigator/UCB will ensure that amappropriétoly constituted IRB, that complies with the
requirements of the current ICE-GCP vession ¢ applicable country-specific regulations, will be
responsible for the initial and continuing review and approval of the clinical study. Prior to
initiation of the study, the Investigator/UCHBwill forward copies of the protocol, ICF,
Investigator’s Brochure, Inves@igator’sieurriculum vitae (if applicable), advertisement (if
applicable), and all other subject-relatod documents to be used for the study to the IRB for its
review and approval.

Before initiating a stady, thediavestigator will have written and dated full approval from the
responsible IRB foiihe protocol.

The Investigaior will ‘also promptly report to the IRB all changes in the study, all unanticipated
problems.iavolving 13sks to human subjects or others, and any protocol deviations, to eliminate
immediate hazards to subjects.

The Investigator will not make any changes in the study or study conduct without IRB approval,
sxcept where necessary to eliminate apparent immediate hazards to the subjects. For minor
changes to a previously approved protocol during the period covered by the original approval, it
may be possible for the Investigator to obtain an expedited review by the IRB as allowed.

As part of the IRB requirements for continuing review of approved studies, the Investigator will
be responsible for submitting periodic progress reports to the IRB (based on IRB requirements),
at intervals appropriate to the degree of subject risk involved, but no less than once per year. The
Investigator should provide a final report to the IRB following study completion.
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UCB (or designee) will communicate safety information to the appropriate regulatory authorities
and all active Investigators in accordance with applicable regulatory requirements. The
appropriate IRB will also be informed by the Investigator or the Sponsor, as specified by the
applicable regulatory requirements in each concerned country. Where applicable, Investigators
are to provide the Sponsor (or designee) with evidence of such IRB notification.

15.4 Subject privacy

UCB staff (or designee) will affirm and uphold the subject’s confidentiality. Throughout tkis
study, all data forwarded to UCB (or designee) will be identified only by the subject nuniber
assigned at Visit 1.

The Investigator agrees that representatives of UCB, its designee, representatives ¢f the relevant
IRB, or representatives of regulatory authorities will be allowed to review thatsortion @f the
subject’s primary medical records that directly concerns this study (includiing; but not iimited to,
laboratory test result reports, ECG reports, admission/discharge summatics for ospital
admissions occurring during a subject’s study participation, and autepsy repotts for deaths
occurring during the study).

15.5 Protocol amendments

Protocol changes may affect the legal and ethicdigiatus of the studyyand may also affect the
statistical evaluations of sample size and the(lik¢iihood af the stuay fulfilling its primary
objective.

Significant changes to the protocol will only bevnidde ag an’amendment to the protocol and must
be approved by UCB, the IRB, and th¢ regulatery authdrities (if required), prior to being
implemented.

16 FINANCE, INSURANCE,AND PUBLICATION

Insurance coverage will be handlegraccoraing to local requirements.

Finance, insurance, and publication righits are addressed in the Investigator and/or CRO
agreements, as applicable

17 REFERENCES
CPMP/ICH/135/55"Note for guidance on Good Clinical Practice (EMEA) Jul 2002.

Keininger D{Coteur.G Assessment of self-injection experience in patients with rheumatoid
arthritis: ps¢¢homéuric validation of the Self-Injection Assessment Questionnaire (SIAQ).
Health«and Quaitsy of Life Outcomes. 2011;9:2.
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18 APPENDICES
18.1 Protocol Amendment 1

Rationale for the amendment

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

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

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

e The list of abbreviations was updated accordingly.

e Minor spelling, editorial, and formatting changes were made thiroughotit the document.
Specific changes:

Change #1

Section 1 Summary

DV0002 is a multicenter, open-label,. ranaomizod'substady in adult subjects with moderate to
severe chronic plaque psoriasis (PSE)/to evaludte the safe and effective use of 2 single-use
disposable self-injecting investigational devices for the subcutaneous (sc) administration of
bimekizumab solution (the investigational mediCinal product [IMP]). It is expected that
individuals with PSO will prefer tothave opiions for the self-administration of bimekizumab.
DV0002 will therefore evaluate 2 different'self-injection investigational devices: the 1mL
bimekizumab safety syringe (birhekizamab-SS-1mL) and the ImL bimekizumab auto-injector
(bimekizumab-AI-1mL).

DV0002 is a substudy‘t PSOCT#, which is a multicenter, open-label, long-term safety study for
subjects with modesate to severe chronic plaque PSO who complete 1 of the Phase 3 feeder
studies (PS0008,.PS0009; ot PS0013). The PS0014 study will evaluate the long-term safety,
tolerability, and-efficacy Of bimekizumab in subjects with PSO, and study personnel qualified in
sc injectioritechnigue/will administer bimekizumab to subjects in a ImL True North prefilled
syringe {referrea\te throughout this protocol as the ImL PFS). Subjects will begin the DV0002
substudy andthe PS0014 study at the same time. The DV0002 substudy will include all PS0014
stidly assesginents from Baseline to Week 16 (inclusive). However, subjects in the DV0002
substudy will self-administer bimekizumab at Baseline and at Week 8. Subjects will be randomly
assigned to either the bimekizumab-SS-1mL or the bimekizumab-AI-1mL device arm.

During the 16-week Treatment Period of DV0002, subjects will receive either bimekizumab
320mg every 8 weeks (Q8W) or bimekizumab 320mg every 4 weeks (Q4W), based on their
assigned dosing at Baseline. This dose regimen will remain stable for the entire 16-week
Treatment Period of DV0002. In the DV0002 substudy, subjects will be assigned to 1 of the
2 self-injection investigational devices and will self-administer bimekizumab only at Baseline
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and at Week 8, regardless of their assigned dosing regimen. For subjects in the bimekizumab
Q4W dosing arm, bimekizumab will be administered by study personnel at Week 4 and

Week 12; for all subjects, bimekizumab will be administered by study personnel at Week 16. A
safety follow-up (SFU) telephone call will occur 1 week after the last self-administration (at
Week 9). After Week 16 in the DV0002 substudy, subjects will continue in PS0014 (the next
visit after DV0002 completion will be the Week 20 Visit in PS0014).

To compensate for subjects who have different study treatments between the feeder studies dra
DV0002, DV0002 is planned to enroll approximately 200 subjects (100 subjects per device arm)
to ensure that approximately 50 subjects per device arm are evaluable for steady statediough
pharmacokinetic (PK) level analyses. Within each device arm, subjects will be divided into
tertiles by body mass index (BMI); there will be approximately 33 subjects per tertiie, which is
expected to yield approximately 16 to 17 subjects per tertile who are evaluablo.for steddy state
trough PK level analyses.

The primary objective of the DV0002 substudy is to evaluate for eachcvice the ability of
subjects with moderate to severe chronic plaque PSO to safely and eftectiveiy.self-inject
bimekizumab 8 weeks after training in the self-injection technique, tisingthe
bimekizumab-SS-1mL or the bimekizumab-Al-1mE=The priniaiy outcyriie variable is the
percentage of subjects able to self-administer safé\ind effetive inigotions using the
bimekizumab-SS-1mL or the bimekizumab-AJl\1mL, respectively, dt Week 8.

Safe and effective self-injection will be exaluated by ihie study personnel and is defined as:

e Complete dose delivery: Subject self-injects.thc coniplete dose of bimekizumab as confirmed
by a visual inspection of the biti¢kizumab-5S-1nilor the bimekizumab-Al-1mL, which
shows that the IMP is delivesed.compieicly (ie, Container is empty), and

e No adverse device effects (ADEsjitiat wouid preclude continued use of the device for
self-injection (ie, no serious AlJEs [SADEs] and/or ADEs leading to withdrawal from the
DV0002 substudy)

In the DV0002 substudy,.the 32C0mgbimekizumab dose will be administered as two 160mg
injections with either 2-airnekizumab-SS-1mL devices or 2 bimekizumab-Al-1mL devices. Each
self-injection will be\evaluated-by study personnel for safety and effectiveness using the above
criteria. The endpoint of sate and effective self-injection will be met only if both self-injections
are determined\fo be sate-and effective.

The secongary study‘objectives and other study objectives are provided in Section 3.2 and
Section 3.3, respoctively. Of note, one of the other study objectives is to assess trough PK levels
assoCigted with Self-injection using the test device, injection by study personnel using the 1mL
PRES] injection site (abdomen or thigh), and BMI category (by tertile). The secondary outcome
variable, other outcome variables, and the other safety variable are listed in Section 4.1.2,
Section 4.1.3, and Section 4.1.3.3, respectively.

Has been changed to:

DV0002 is a multicenter, open-label, randomized substudy in adult subjects with moderate to
severe chronic plaque psoriasis (PSO) to evaluate the safe and effective use of 24 single-use
disposable self-injection investigational devices for the subcutaneous (sc) administration of
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blmeklzumab solutron (the 1nvest1gatlonal medlcmal product [IMP]) It—rs—@epeeted—that

(brmekr%umabﬂ%l—lmH—The 4 self-anectlon devices to be tested are the lmL blmeklzumab
safety syringe (bimekizumab-SS-1mL), the ImL bimekizumab auto injector
(bimekizumab-AI-1mL), the 2mL bimekizumab safety syringe (bimekizumab-SS-2ml.);
and the 2mL bimekizumab auto injector (bimekizumab-AI-2ml).

DV0002 is a substudy of PS0014, which is a multicenter, open-label, long-term safety study for
subjects with moderate to severe chronic plaque PSO who complete 1 of the Phase. 3. feeder
studies (PS0008, PS0009, or PS0013). The PS0014 study will evaluate the long=terin safciy;
tolerability, and efficacy of bimekizumab in subjects with PSO, and study persoinel galified in
sc injection technique will administer bimekizumab to subjects in a ImL Tiue North/nrefilled
syrlnge (referred to throughout this protocol as the lmL PES). Subjeets-2rt-begiv the BDVOBO2
ey : - dbstody wilh v lude all PSO014
study—asses&ments—frmn—Baseﬁn&to%%eHé—&neluﬁve)—Hewewf wsabjeets In the DV0002
substudy, subjects will self-administer bimekizumab 4t DV0002 Baselicerand at DV0002

Week 8. Subeetswil-berandombeasstonedto-er o tre- b ok b -SS—hnk-orthe
bimekizamab-Adtml-device-arm-

During the +6-week Treatment Period of DVQQ02, subaiects will receive either bimekizumab
320mg every 8 weeks (Q8W) or bimekizaumab 320wig every 4 weeks (Q4W), based on their
assigned dosing at Baseline of PS0014, The sain¢ interaciive response technology (IRT) will
be used for both studies (DV0002 “rd PS0014). Thedose regimen will remain stable for the
entire Treatment Period of DV6Q02:

In the DV0002 substudy, subjects wiiFbe assigticd to 1 of the 24 self-injection nvestigational
devices and will self-administer bimiekizurab only at DV0002 Baseline and at DV0002 Week 8

after training, regardless of their assigned dosing regimen. Fersubjeetsin-the bimekizumab
Q4W dosing arm. bimekizu e b will ce administered by study personncl at Week 4 and

Week 12: for all subjecte. vimekiumnab will be administered by study personnel at Week 16,
Bimekizumab will beladminisiéred by study personnel at DV0002 Week 4 and DV 0002
Week 12 for subjecis in the {(4W dosing arm and at DV0002 Week 16 for both dosing
arms. A safety follow-un(SFU) telephone call will occur 1 week after the last
self-administraiton (at ¥V 0002 Week 9). After Week 16 in the DV0002 substudy, subjects will

contrnue it 2S0014 (rae next visit after DV0O002 completion will be the Week 20 Visit in

The primary objective of the DV0002 substudy is to evaluate, for each device, the ability of
subjects with moderate to severe chronic plaque PSO to safely and effectively self-inject
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bimekizumab 8 weeks after training in the self-injection technique. The primary outcome
variable is the percentage of subjects able to self-administer safe and effective injections using
the bimekizumab-SS-1mL, bimekizumab-Al-1mL, bimekizumab-SS-2mL, or
bimekizumab-AI-2mL device 8 weeks after training in self-injection technique (DV0002 at
Week 8).

Safe and effective self-injection will be evaluated by the study personnel and is defined as:

e Complete dose delivery: Subject self-injects the complete dose of bimekizumab as condiitiied
by a visual inspection of the bimekizamab-SS—Iml-or-the bimekizamab-Ad1tmE device,
which shows that the IMP is delivered completely (ie, container is empty), and

e No adverse device effects (ADEs) that would preclude continued use of the detice for
self-injection (ie, no serious ADEs [SADEs] and/or ADEs leading to withdtawal frgmn the
DV0002 substudy)

The secondary study objectives and other stydy, sbdjectives are provided in Section 3.2 and
Section 3.3, respectively. Of note, one of the other sttidy objectives is to assess trough
pharmacokinetic (PK) levels associated with seifzinjectien using the test investigational
device, injection by study personnel;jiriiéctionsssic (abdomien or thigh), and body mass index
(BMI) category (by tertile). The secondary(oputcome.variable, other outcome variables, and the
other safety variable are listedan’ Section 4:1.2, Section 44-34.1.3.1, and Section 4.1.3.3,
respectively.

The DV0002 substudy consists afiZ coho<fs. The 1mL device cohort will evaluate 2 different
self-injection investigational ‘@evices: ihye bimekizumab-SS-1mL and the
bimekizumab-Al-1mL. The-2mL @gvice cohort will also evaluate 2 different self-injection
investigational devices: the binickizumab-SS-2mL and the bimekizumab-AI-2ml. The data
for each cohort will-he analyzed and reported separately.

1mL Device Cohort

Subjects who enrollin'the ImL device cohort of DV0002 will begin the DV0002 substudy
and the PSa)14 stugly at the same time, and as such, the Baseline visit and all subsequent
study vsiés (up-to Week 16) will be the same.

Te-cemperizate for subjects who have different study treatments between the feeder studies
and DV0002, the 1ImL cohort of the DV0002 substudy is planned to enroll approximately
200 subjects (100 subjects per device arm) to ensure that approximately 50 subjects per
device arm are evaluable for steady state trough PK level analyses. Within each device
arm, subjects will be divided into tertiles by BMI; there will be approximately 33 subjects
per tertile, which is expected to yield approximately 16 to 17 subjects per tertile who are
evaluable for steady state trough PK level analyses.
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In the DV0002 substudy 1mL device cohort, the 320mg bimekizumab dose will be
administered as two 160mg injections with either 2 bimekizumab-SS-1mL devices or

2 bimekizumab-AI-1mL devices. Each self-injection will be evaluated by study personnel
for safety and effectiveness using the above criteria. The endpoint of safe and effective
self-injection will be met only if both self-injections are determined to be safe and effective.

2mL Device Cohort

Subjects who participated in the 1ImL device cohort are not eligible to participate in the
2mL device cohort. To allow flexible enrollment, subjects may be randomized in th¢.2mL
device cohort at the PS0014 Week 24, Week 28, or Week 32 visit for subjects reeciving
bimekizumab Q4W or the PS0014 Week 24 or Week 32 visit for subjects recevving
bimekizumab Q8W.

For evaluation of the 2mL device, it is planned to enroll approximately.i90 sukijects; each
device arm (bimekizumab-SS-2mL or bimekizumab-AI-2mL) will .coiisist of approximately
50 subjects.

In the DV0002 substudy, for the 2ml devices, the 320mg bimekizumah-dose will be
self-administered as 1 injection with either 1 bimekizuma®b-SS-2mlor 1
bimekizumab-AI-2mL device. Each self-injeciion will bé evaluated for safety and
effectiveness by study personnel using the@absve criteria. The-endpoint of safe and effective
self-injection will be met if the single self-injectiefiis determined to be safe and effective.

Change #2
Section 2 Introduction, paragrapn/3 ana4

The DV0002 study is a substudy of the RS0014-study. PS0014 will evaluate the long-term safety,
tolerability, and efficacy of bimekizuwab in_gtbjects with moderate to severe chronic plaque
PSO; study personnel will administer bimékizumab in a ImL PFS. The DV0002 substudy will
evaluate 2 self-injection investigationakdevices: the ImL bimekizumab-SS-1mL and the 1mL
bimekizumab-Al-1mL. Full*déscriptions of the 2 devices are provided in Section 7.1.1 and
Section 7.1.2, respectively

The proposed study {S'wlanned to demonstrate that adult subjects with moderate to severe chronic
plaque PSO can sdfety ang-effectively self-inject bimekizumab using the bimekizumab-SS-1mL
or the bimekizamab-Al{limL.

Has been ¢lianged- to:

The DV.8002 stugy is a substudy of the PS0014 study. PS0014 will evaluate the long-term safety,
toletability,.and efficacy of bimekizumab in subjects with moderate to severe chronic plaque
PSG; study'personnel will administer bimekizumab in a ImL PFS. The DV0002 substudy will
evaluate 24 self-injection investigational devices: the +mE-bimekizumab-SS-1mL and, the tmb
bimekizumab-Al-1mL, the bimekizumab-SS-2mL, and the bimekizumab-AI-2ml. Full
descriptions of the 24 devices are provided in Section 7.1.1, Section 7.1.2, Section 7.1.3 and
Section 7.1.4, respectively.

The proposed stadysubstudy is planned to demonstrate that adult subjects with moderate to
severe chronic plaque PSO can safely and effectively self-inject bimekizumab using the
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bimekizumab-SS-1mL er-the; bimikizumab-Al-1mL, bimekizumab-SS-2mL, or
bimekizumab-AI-2mL device.

For subjects in the 1ImL device cohort, subjects will be randomly assigned in a 1:1 ratio to
perform self-injection using either the bimekizumab-SS-1mL or the bimekizumab-AI-1mL.
Subjects who participated in the 1mL device cohort of DV0002 are not eligible to enroll in
the 2mL device cohort.

Once the 1mL device cohort has finished enrolling, the 2mL device cohort will start
enrolling. Subjects in this cohort will be randomly assigned in a 1:1 ratio to perferm:
self-injection using either the bimekizumab-SS-2mL or bimekizumab-AI-2mL d¢vice.

Change #3
Section 3.1 Primary objective

The primary objective of the study is to evaluate for each device the abilicof suticcts with
moderate to severe chronic plaque PSO to safely and effectively self-ini¢ct birnekizumab

8 weeks after training in the self-injection technique using the bim¢kiZzumab:SS-1mL or the
bimekizumab-Al-1mL.

Has been changed to:

The primary objective of the study is to evaluate,ior eatli-deviceithe ability of subjects with
moderate to severe chronic plaque PSO to.safely and-efrectiyely self-inject bimekizumab 8
weeks after training in the self-injectiontechniqué-tsmetie-brimekizumab-SS—tml-or-the

Change #4
Section 3.2  Secondary objective

The secondary objective of the stua¥/is to gvaluate the ability of subjects with moderate to severe
chronic plaque PSO to safely and effectively self-inject bimekizumab immediately after training
in self-injection technique uding the bimiekizumab-SS-1mL or the bimekizumab-Al-1mL.

Has been changed to:

The secondary objective of thostudy is to evaluate, for each device, the ability of subjects with
moderate to sevefe chronic plaque PSO to safely and effectively self-inject bimekizumab
immediately alter training in self-injection technique using the bimekizumab-SS—tml-or-the
bimelkizureo-Alt+2t. devices.

Change#5
Section 3.2) < Other objectives
Gther objectives of the study are to evaluate the following:

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

e Trough PK (trough bimekizumab) levels associated with self-injection using the test device,
injection by study personnel using the ImL PFS, injection site (abdomen or thigh), and BMI
category (by tertile).
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e The structural and mechanical integrity of the bimekizumab-SS-1mL and the
bimekizumab-Al-1mL after completion of self-injection.

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

e Subject experience of self-injection using the investigational devices as assessed by tli¢\yain
visual analog scale (VAS) and the Self injection Assessment Questionnaire (SIAQ)

e Trough PK (trough bimekizumab) levels associated with self-injection using thetest
devieeinvestigational devices, injection by study personnel using-the HmlEPES] injection
site (abdomen or thigh), and BMI category (by tertile).

e The structural and mechanical integrity of the bimekizaomab-SS—tmb-@rdthe
bimekizamab-Al-+mEinvestigational devices after completion ofstii-injection.

e The overall safety and tolerability of self-injections using theinvestigational devices.
Change #6
Section 4.1.1 Primary outcome variable

The primary outcome variable is the percentage of subjects abie to self-administer safe and
effective injections using the bimekizumab-SS-1mIior the bimekizumab-Al-1mL, respectively,
at Week 8. Safe and effective self-injection will begwevaluated by the study personnel and is
defined as:

e Complete dose delivery: Subject sef-mJects thie'Complete dose of bimekizumab as confirmed
by a visual inspection of the bimesizumab-8S-1mL or the bimekizumab-Al-1mL which
shows that the IMP is delivered-complefely (ie, container is empty), and

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

In the DV0002 substudy; the 328mg bimekizumab dose will be administered as two 160mg
injections with eithor2 bimekizumab-SS-1mL devices or 2 bimekizumab-AI-1mL devices. Each
self-injection will be evaluaied for safety and effectiveness by study personnel using the above
criteria. The gadpoint«fsafe and effective self-injection will be met only if both self-injections
are determined to besafe and effective.

Has héen charged to:

Tleprimary)outcome variable is the percentage of subjects able to self-administer safe and
ofiective injections using the bimekizumab-SS-1mL er-the; bimekizumab-Al-1mL, respeetively;
at-Week bimekizumab-SS-2mL, or bimekizumab-AI-2mL, 8 weeks after training in self-

injection technique. Safe and effective self-injection will be evaluated by the study personnel
and is defined as:

e Complete dose delivery: Subject self-injects the complete dose of bimekizumab as confirmed
by a visual inspection of the bimekizamab-SS—tml-or-the bimekizamab-AltmbEdevice
which shows that the IMP is delivered completely (ie, container is empty), and
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e No ADEs that would preclude continued use of the device for self-injection (ie, no SADEs
and/or ADEs leading to withdrawal from the DV0002 substudy).

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

For the 2ml devices, the 320mg bimekizumab dose will be administered as 1 injection'with
either 1 bimekizumab-SS-2mL or 1 bimekizumab-AI-2mL device. Each self-injectzon will
be evaluated for safety and effectiveness by study personnel using the above ¢yiteria. The
endpoint of safe and effective self-injection will be met if the single self-injéction is
determined to be safe and effective.

Change #7
Section 4.1.2 Secondary outcome variable

The secondary outcome variable is the percentage of subjects able'to self*administer safe and
effective injections using the bimekizumab-SS-1mi, 0s the bimekizumalh-Al-1mL at Baseline
(the first self-injection visit, immediately after traifiing in séli-injeCtion technique). Safe and
effective self-injection will be evaluated by gtudy’persannel and'is defined as for the primary
outcome variable (see Section 4.1.1).

Has been changed to:

The secondary outcome variable iS\the pergentage ef\subjects able to self-administer safe and
effective injections using the binieKizumab-SS- 141i!:; er-the bimekizumab-Al-1mL,
bimekizumab-SS-2mL, or 1 bimekiztiznab-AZ-2mL at DV0002 Baseline (the first
self-injection visit, immediately aftentraining in self-injection technique). Safe and effective
self-injection will be evaluated bystudypersonnel and is defined as for the primary outcome
variable (see Section 4.1.1):

Change #8

Section 4.1.3.1 Cutcomevariables

The other outcorhie variahies are:

e Responsés to presipyjection SIAQ (versions 2.0 and 2.1) at Baseline.

Wheitiever STAQ is assessed, version 2.0 of the STAQ will be used to assess
biinckizumab-SS-1mL and version 2.1 of the SIAQ will be used to assess
pimekizumab-Al-1mL (see Section 9.1).

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

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

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

Has been changed to:
The other outcome variables are:
e Responses to pre-injection SIAQ (versions 2.0 and 2.1) at DV0002 Baseline.

Whenever SIAQ is assessed, version 2.0 of the SIAQ will be used to assess
bimekizumab-SS-1mL and bimekizumab-SS-2mL and version 2.1 of the SIAQ wili.be used
to assess bimekizumab-Al-1mL and bimekizumab-AI-2mL (see Section 9.1).

e Responses to post-injection SIAQ (versions 2.0 and 2.1) by visit following self=injection
using the assigned device at DV0002 Baseline and Week 8.

e Injection site pain (using a VAS; 100mm) by visit after self-injection @, usingAlic’ assigned
device at DV0002 Baseline and Week 8.

e Percentage of used bimekizomab-SS—tml-and-bimekizumab- A% +rmE doyices identified as
having structural or mechanical integrity issues after completion of's¢li=injection. This is
based on a visual examination of the device that sthows clear ‘eviderice of damage and/or
compromised structural or mechanical integritys

Change #9
Section 4.1.3.2 PharmacoKkinetic vaxiable

The PK variable is trough PK (bimékiztimab)“evels associated with self-injection using the test
device, injection by study persornebusing the ImLCEFS, injection site (abdomen or thigh), and
BMI category (by tertile). Trough levels'\will be-assessed at Baseline, Week 4, Week 8, and
Week 12 for subjects who receive biriskizumab Q4W and trough levels will be assessed at
Baseline, Week 8, and Week 16 fos subjedtsywho receive bimekizumab Q8W.

Has been changed to:

The PK variable is troughPX (bimekizumab) levels associated with self-injection using the
testinvestigational device, injection by study personnel using-theHmEPES, injection site
(abdomen or thigh);.and BMI(category (by tertile). Trough levels will be assessed at DV0002
Baseline, Week 4, Week-3, and Week 12 for subjects who receive bimekizumab Q4W and
trough levelswill be assessed at DV0002 Baseline, Week 8, and Week 16 for subjects who
receive binckizumab /Q8W.

Change #10

Secuion 5.7/, “Study description, paragraph 1 through the paragraph immediately
rollowing Table 5-1

DV0002 is a Phase 3 open-label, randomized, noncomparator, North America-only substudy to
PS0014. PS0014 will evaluate the long-term safety, tolerability, and efficacy of bimekizumab in
subjects with moderate to severe chronic plaque PSO, and study personnel will administer
bimekizumab to subjects in a ImL PFS. In the DV0002 substudy, the safe and effective use of
the bimekizumab-SS-1mL or the bimekizumab-Al-1mL for the sc self-injection of bimekizumab
solution by subjects with PSO will be evaluated.
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Subjects from selected sites in the PS0014 feeder studies PS0008, PS0009, and PS0013 will be
eligible for the DV0002 substudy. The DV0002 substudy will maintain all study assessments of
the main PS0014 study from Baseline to Week 16 (inclusive). However, only subjects in the
DV0002 substudy will self-administer bimekizumab. At DV0002 Baseline, each subject will be
provided with training in self-injection and will receive the instructions for use (IFU) and any
other applicable training materials. Subjects in the DV0002 substudy will perform self-injections
at Baseline (corresponding to the Baseline Visit of PS0014) with a subsequent self-injection 4t
Week 8 (corresponding to Week 8 of PS0014).

During the 16-week Treatment Period of DV0002, subjects will receive either bimekizamab
320mg Q8W or bimekizumab 320mg Q4W, based on their assigned dosing at Baseline

(Table 5-1). Baseline for DV0002 and Baseline for PS0014 will occur at the same time, @nd the
same interactive response technology (IRT) will be used for both studies. The"s20mg
bimekizumab dose will be administered as two 160mg injections, and both itjectiofnswill be
either self-administered using the test device (at Baseline and Week 8)dradministered by study
personnel using the ImL PFS (at Week 4 and Week 12 for subjects inthe Q4W)dosing arm and
at Week 16 for both dosing arms). This dose regimen will remaingstable. ferthe entire 16-week
Treatment Period of DV0002, as per PS0014 design. The DVQ002 substudy will evaluate 2
self-injection investigational devices: the bimekizdtab-SS-imiand th¢ bimekizumab-Al-1mL.

Eligible subjects will be randomly assigned in.a.1:1 ratioto perfaitii self-injection using either
the bimekizumab-SS-1mL or the bimekizumab*Al- ltall (see-Section 7.10). Regardless of the
assigned dose regimen, subjects will perforrh selfs<injection with the assigned device only at
Baseline (corresponding to the Baseline Visit ofFS0014)dnd at Week 8 (corresponding to
Week 8 of PS0014).

Table 5-1: Bimekizumak.admiaistraticn schedule

Dose Regimen Baseline W ;e_k 4 ! ~ Week 8 Week 12 Week 16
320mg Q8W S 2 NA S NA Sp
320mg Q4W N S SP SP

bimekizumab-Al-1mL=14}, bimekiznimab auto-injector; bimekizumab-SS-1mL=1mL bimekizumab safety
syringe; NA=not applicable; Q4 >=every 4 weeks; Q8 W=every 8 weeks; S=subject performing self-injection
using the test device’ )SP=study personnel performing injection using the 1mL pre-filled syringe

Note: For S injections, the 529mg bimekizumab dose will be administered as two 160mg injections (using
2 bimekizuniab=3S-1nif, ‘or 2 bimekizumab-Al-1mL). For SP injections, the 320mg bimekizumab dose will be
administe(ed as twe-100mg injections (using prefilled syringes). Both injections will be administered in the
same mianner (eg.heth self-administered injections or both study personnel-administered injections), but each
injectipn will ¥e hdministered at a separate injection site and rotation between injection sites should be
obsérved.

Nete: Visits an'the DV0002 substudy correlate with the same visit in the PS0014 study (ie, the DV0002 Baseline
Visit is the PS0014 Baseline Visit). Dose regimen will be assigned at Baseline, and the same interactive
response technology will be used for both studies

The bimekizumab administration schedule optimizes the collection of PK trough data within the
constraints of a short treatment period and a Q4W and Q8W dosing regimen. At Weeks 4 and 12,
subjects on the Q4W dosing regimen will be injected by study personnel with two injections
each of 160 mg bimekizumab using a ImL PFS (i.e., the same device as that used in PS0014).
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For these subjects, the Q4W administration schedule will provide PK trough data associated with
injection by:

Has been changed to:

DVO0002 is a Phase 3 open-label, randomized, noncomparator, North America-only substudy to
PS0014. PS0014 will evaluate the long-term safety, tolerability, and efficacy of bimekizumab in
subjects with moderate to severe chronic plaque PSO, and study personnel will administer
bimekizumab to subjects in a ImL PFS. In the DV0002 substudy, the safe and effective us¢ o7
the bimekizumab-SS-1mL, bimekizumab-Al-1mL, bimekizumab-SS-2mL, or the
bimekizumab-AI-2mL for the sc self-injection of bimekizumab solution by subjects. with PSO
will be evaluated.

Subjects from selected sites in the PS0014 feeder studies PS0008, PS0009, apd-P500 13 will be
ehglble for the DV0002 substudy W@G@Q—s&bﬁb}dy—wﬂ—mﬁam—d}kﬁ% wasments of

he-main ady-from-Ba } C ever-crby-suectsinthe
seline, edch subject will be
provided with training in self-injection and will receive the 1nstruf‘»1uns forase (IFU) and any
other applicable training materials.

1mL Device Cohort

For the 1mL device cohort, subjects in the FV8002 substudy will perform self-injections at
Baseline (corresponding to the Baseline Visit'of PS6&14) wiiiy'a subsequent self-injection at
Week 8 (corresponding to Week 8 of PSGQ14).

During the 16-week Treatment Periodot DVGaD2, subjects will receive either bimekizumab
320mg Q8W or bimekizumab 320mg Q4%W,.based ‘@i their assigned dosing at Baseline

(Table 5-1). Baseline for DV0(02 and Baseling~f6r PS0014 will occur at the same time, and the
same interactive response technology4IRT).wili be used for both studies. The 320mg
bimekizumab dose will be adminisicted asdawo 160mg injections, and both injections will be
either self-administered using fig testinivestigational device (at Baseline and Week 8) or
administered by study personnel usifigrthe ImL PFS (at Week 4 and Week 12 for subjects in the
Q4W dosing arm and at Wieek 16or both dosing arms). This dose regimen will remain stable for
the entire 16-week Treatient.P’eriod of DV0002, as per PS0014 design. The DV0002 substudy
will evaluate 2 self-iftjection investigational devices: the bimekizumab-SS-1mL and the
bimekizumab-Al'mL.

Eligible subjocts (P53014 entry criteria and Section 6 DV0002 entry criteria) will be
randomly: assigned+na a 1:1 ratio to perform self-injection using either the bimekizumab-SS-1mL
or the'bitnekizamab-Al-1mL (see Section 7.10). Regardless of the assigned dose regimen,
subjeets with perform self-injection with the assigned device only at Baseline (corresponding to
th» Baseline Visit of PS0014) and at Week 8 (corresponding to Week 8 of PS0014).
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Table 5-1:  Bimekizumab administration schedule visits in DV0002 substudy 1mL
device cohort

Dose Regimen Baseline Week 4 Week 8 Week 12 Week 16
320mg Q8W S NA S NA SP 1
320mg Q4W S SP S SP SP

bimekizumab-Al-1mL=1mL bimekizumab auto-injector; bimekizumab-SS-1mL=1mL bimekizumab safety
syringe; NA=not applicable; Q4W=every 4 weeks; Q8 W=every 8 weeks; S=subject performing self-injeclion
using the test investigational device; SP=study personnel performing injection using the 1mL pre-filied syringe

Note: For S injections, the 320mg bimekizumab dose will be administered as two 160mg injections\(using
2 bimekizumab-SS-1mL or 2 bimekizumab-AI-1mL). For SP injections, the 320mg bimekizumb dose sill be
administered as two 160mg injections (using prefilled syringes). Both injections will be adrfunistered-in e
same manner (eg, both self-administered injections or both study personnel-administeréd injections), but each
injection will be administered at a separate injection site and rotation between injectign sites shelid be
observed.

Note: For the 1mL cohort, visits in the DV0002 substudy correlate with the same, visit in thesPS0014 study (ie,
the DV0002 Baseline Visit is the PS0014 Baseline Visit). Dose regimen will(be'dssigned at Baseline, and the
same interactive response technology will be used for both studies.

The bimekizumab administration schedule optimizgs the coliection of PK trough data within the
constraints of a short treatment period and a Q4'W\and Q8W-dosirgregimen. At Weeks 4;-and
12, and 16, subjects on the Q4W dosing regimeir willbe. injected oy study personnel with twe

2 injections each of 160mg bimekizumabrusing a 1:L. PFS (+-ie, the same device as that used
in PS0014). For these subjects, the Q4 Wiadminisiz2tion schedule will provide PK trough data
associated with injection by:

Change #11
Section 5.1  Study description, Addivion of ZxaL device cohort

The following text was added at th¢®nd of-Section 5.1 and appears before Section 5.1.1:
2mL Device Cohort

To allow flexible enrollnient, subjécts may be randomized in the 2mL device cohort at the
PS0014 Week 24, Weck-28, o Week 32 visit for subjects receiving bimekizumab Q4W or
the PS0014 Week 24 or Weei:'32 visit for subjects receiving bimekizumab Q8W.

For the 2mL devite cohort, subjects will perform self-injections at DV0002 Baseline with a
subsequent seli=zinjection 8 weeks after training. The 2mL device cohort will evaluate
2 self-injection devices: the bimekizumab-SS-2mL and the bimekizumab-AI-2mL.

Duringthe Treatment Period of DV0002, subjects will receive either bimekizumab 320mg
Q8Wor bimexizumab 320mg Q4W, based on their assigned dosing at Baseline of

P30014 (Table 5-3). In the 2mL device cohort, Baseline for DV0002 will occur at the
PS0014 Week 24, Week 28, or Week 32 visit for subjects receiving bimekizumab Q4W or
the PS0014 Week 24 or Week 32 visit for subjects receiving bimekizumab Q8W. The same
IRT will be used for both studies. The 320mg bimekizumab dose will either be self-
administered as 1 injection using the assigned investigational device (at DV0002 Baseline
and Week 8) or administered as 2 injections by study personnel using the ImL PFS (at
DV0002 Week 4 and Week 12 for subjects in the Q4W dosing arm and at DV0002 Week 16
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for both dosing arms). This dose regimen will remain stable for the entire 16-week
Treatment Period of DV0002, per the PS0014 design.

Eligible subjects (PS0014 entry criteria and Section 6 DV0002 entry criteria) who have not
participated in the 1mL device cohort, will be randomly assigned in a 1:1 ratio to perform
self-injection using either the bimekizumab-SS-2mL or the bimekizumab-AI-2mL (see
Section 7.10). Regardless of the assigned dose regimen, subjects will perform self-injection
with the assigned devices only at DV0002 Baseline and at DV0002 Week 8.

Table 5-2: Bimekizumab administration schedule visits in DV0002 substudy
2mL device cohort

DV0002 Visits
Dose Regimen Baseline Week 4 Week 8 Week 12_ ——‘;J;ek 16
320mg Q8W S NA S N: g N SP
320mg Q4W S SP S > SP - SP

bimekizumab-AI-2mL=2mL bimekizumab auto-injector; bimekizumab-SS-2m¥=2iL bimekizumab safety
syringe; IRT = interactive response technology; NA=nai-anplicables Q4 W=every 4 weeks; Q8W=every
8 weeks; S=subject performing self-injection using theinvestigational device; SP=study personnel
performing injection using the 1mL prefilled syrirge

Note: For S injections, the 320mg bimekizumab dos¢ will be-administerea as a single injection (using the
bimekizumab-SS-2mL or bimekizumab-AI-ZmL deviceS); For SE 1h)jections, the 320mg bimekizumab
dose will be administered as two 160mg injections (using 2 preiilled syringes). The injections will be
administered in the same manner (eg, both self-adinilistered isjections or both SP-administered
injections), but each injection will be adrainistered-at a separate injection site and rotation between
injection sites should be observed,

Note: For the 2mL device cohort;\Baseline *or DV0002.will occur at PS0014 Week 24, Week 28, or Week 32
for subjects receiving bimekizumab Q4Vi or at FS¢014 Week 24 or Week 32 for subjects receiving
bimekizumab Q8W. Dose regimen wtlibe assicned at Baseline of the PS0014 study, and the same IRT
will be used for both the PS0014 aiid DV0002<scudies.

The bimekizumab administratisn schedule optimizes the collection of PK trough data
within the constraints of a short treatment period and a Q4W and Q8W dosing regimen. At
Weeks 4, 12, and 4§, subjects on the Q4W dosing regimen will be injected by study
personnel with 2.injectians each of 160 mg bimekizumab using a 1mL PFS (ie, the same
device as thavuised iic. #50014). For these subjects, the Q4W administration schedule will
provide Piirongi @ata associated with injection by:

o .« Siudy veisonnel using the ImL PFS from PK samples collected (before self-injection)
at BV9002 Baseline and Week 8 (ie, PK data from 2 timepoints)

o Subject self-injection using the assigned device from PK samples collected (before
injection by study personnel) at Week 4 and Week 12 (ie, PK data from 2
timepoints)

At DV0002 Baseline and Week 8, subjects on the Q8W dosing regimen will self-inject 1
injection using the assigned 2mL device (bimekizumab-SS-2mL or the 1 bimekizumab-Al-
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2mL). For these subjects, the Q8W administration schedule will provide PK trough data
associated with injection by:

o Study personnel using the ImL PFS from PK samples collected (before self-injection)
at DV0002 Baseline (ie, PK data from 1 timepoint)

e Subject self-injection using the assigned device from PK samples collected (before
self-injection) at DV0002 Week 8 and (before injection by study personnel) at
DV0002 Week 16 (ie, PK data from 2 timepoints)

In addition to self-injections, DV0002 substudy-specific assessments (eg, study personnel
evaluation, SIAQ responses, VAS for injection site pain, and PK analyses; se¢ Sectioir 5.2)
will be performed from DV0002 Baseline through Week 16 (inclusive). AnSFU telephone
call will occur 1 week after the last self-administration (at DV0002 WeeK\9).

After Week 16 in the DV0002 substudy, subjects will continue in PS0&14. Studies DV0002
and PS0014 will share a common database/eCRF system (including comnisn AE reporting)
and a common IRT.

Subjects who are withdrawn from DV0002 but continue their PS0614 study participation
will be required to perform an SFU telephone ¢2il 1 wegiz after their final DV0002 dosing
visit (see Section 6.3). Subjects who are withdrawn fram bimékizumab treatment (PS0014
study) during the course of DV0002 will aiso’be required td follow the PS0014 withdrawal
procedures.

Change #12
Section 5.1.2 Planned number of subjects’and sites

It is planned to enroll approximately 260’subjetiy; each device arm will consist of approximately
100 subjects. It is anticipated that thig Study;vill involve up to 80 sites in North America.

Has been changed to:

For evaluation of the 1mL Gevice; ir1s planned to enroll approximately 200 subjects; each
device arm (bimekizumab-SS-1mL, bimekizumab-AI-1mL) will consist of approximately
100 subjects.

Once the 1ImL device coiort has finished enrolling, the 2mL device cohort will start
enrolling. Fexr evaluatici of the 2mL device, it is planned to enroll approximately
100 subjects; each-device arm (bimekizumab-SS-2mL or bimekizumab-AI-2mL) will
consist O approxtinately S0 subjects.

It is anticipated that this study will involve up to 80 sites in North America.
Cliange #13
Section 5.2  Schedule of study assessments

The schedule of assessments in presented in Table 5-2 and includes assessments performed
specifically in the DV0002 substudy and assessments performed as part of the PS0014 study.
Assessments specific to the DV0002 substudy are labeled for clarity.
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Table 5-2: Schedule of study assessments

Visit ? Visit 1 Visit 2 Visit 3 Visit 3a Visit 4 Visit 5
Week Telephone Cak
(Device SFU)
Baseline/Feeder Week 4 Week 8 Week™9 Week 12 Week 16

Procedures Study Final Visit

Informed consent for DV0002 and X

PS0014 assessments

Inclusion/exclusion X

— AN JO

Physical exam " X X

Body weight X B

Vital signs ¢ X X X X

Hematology and chemistry X & S X X

Urinalysis X X X X

Urine drug screen X

ECG X

Pregnancy testing © X X X X X

TB questionnaire X X

Blood sample for bimekizumab X Xe X X Xh

plasma concentrations f (DV0002-

specific for Weeks 4, 8, and 12)

Blood sample for anti-bimekizundab X X

antibodies f

PASI X X X X X

Percentage of BSA X X X X X

IGA X X X X X
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Table 5-2:

Schedule of study assessments

Visit ?
Week

Visit 1

Visit 2

Visit 3

Visit 3a
Telephone Cak
(Device SFU)

-

Visit 4

Visit 5

Procedures

Baseline/Feeder
Study Final Visit

Week 4

Week 8

Week9

Week 12

Week 16

DLQI

PHQ-9

eC-SSRS

mNAPSI!

Scalp IGA J

pp-IGA ¥

EQ-5D-3L

SF-36

PGA of PSO

PASE

PGADA'!

WPAI-SHP v2.0

Concomitant medication
(DV0002-specific for Week 9)

><><|w<><><><><><><><><><><

Adverse events ™ (DV0002-specific
for Week 9)

I\ P
Random assignment to device

(DV0002-specific)

IRT contact
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Table 5-2: Schedule of study assessments
Visit ? Visit 1 Visit 2 Visit 3 Visit 3a Visit 4 Visit 5
Week Telephone Cali
(Device SFU)
Baseline/Feeder Week 4 Week 8 Week0 I Week 12 Week 16
Procedures Study Final Visit
Subject training for VAS and SIAQ X
Questionnaire (DV0002-specific)
Pre-injection SIAQ Questionnaire " X
(DV0002-specific)
Subject training for self-injection X
(DV0002-specific)
Bimekizumab administration by study Xs X¢ X
personnel using the PFS °© i I
Subject self-injection of bimekizumab X X
using the assigned device ?
(DV0002-specific)
Study personnel evaluation of X X
self-injection (DV0002-specific) N
Study personnel evaluation of X X
post-use device for
structural/mechanical integrity
(DV0002-specific)
VAS for injection site pain X X
(DV0002-specific)
Post-injection SIAQ Questionnaire " P X X
(DV0002-specific)
Drug and device aciountability X X X X X
(DV0002-specific)
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Table 5-2: Schedule of study assessments

Visit 2 Visit 1 Visit 2 Visit 3 Visit 3a Visit 4 Visit 5
Week Telephone Cak
(Device SFU)
Baseline/Feeder Week 4 Week 8 Week I Week 12 Week 16
Procedures Study Final ViSit

bimekizumab-Al-1mL=1mL bimekizumab auto-injector; bimekizumab-SS-1mL=1mL bimekizumab safe y gyringe; BgA:body surface area;
DLQI=Dermatology Life Quality Index; ECG=electrocardiogram; eC-SSRS=electronic Columbia Suifide Seyerity Rating Scale; EQ-5D-3L=Euro-Quality
of Life 5-Dimensions 3-level; IGA=Investigator’s Global Assessment; IGRA=interferon-gamma <eiease assay); IR T=interactive response technology;
mNAPSI=modified Nail Psoriasis Severity Index; PASE=Psoriatic Arthritis Screening and Evaiuation; PASI=Psoriasis Area Severity Index; PGA=Patient
Global Assessment; PGADA=Patient’s Global Assessment of Disease ActivityyRHQ-9=Patient Health Questionnaire 9; pp-IGA=palmoplantar
Investigator’s Global Assessment; PSO=psoriasis; Q4 W=every 4 weeks; Q&W=tvery 8 weeks; SE£36=Short Form 36-item Health Survey; SFU=safety
follow-up; STAQ=Self-injection Assessment Questionnaire; TB=tuberculesic; ¥ AS=visual analeg\scale; WPAI-SHP=Work Productivity and Activity
Impairment Questionnaire-specific health problem

 Visit windows of +7 days from the first dose at all visits except Visi{ 3ay(SFU telenhone call)/The SFU telephone call window is 7 days from the last dose in
the DV0002 substudy, +3 days.

® Includes evaluation of signs and symptoms of active TB and riSizfef expofingto TRB:

¢ The physical exam will include examination of the following ‘systems; €ygs, hairzaind skin; respiratory; cardiovascular; and gastrointestinal.

4 Vital signs (sitting systolic and diastolic blood pressuregpulse ratepand-tempefaiire) are to be measured prior to blood sampling, and prior to dosing, where
applicable.

¢ Pregnancy testing will consist of urine pregnancy tests at all \ds:ts. Pregiiency test results must be negative prior to administering investigational medicinal
product.

" All blood samples will be taken prior to dosing.

& This will only be done for subjects who receive bimeiizumabQa4W.

" This will only be done for subjects who receive bintekizuniab (J8W.

! The mNAPSI will be assessed only in subjects With naildhyvolvement at Baseline in the feeder studies.

J The scalp IGA will only be assessed for thase subjects/th scalp involvement (scalp IGA score >0) at Baseline in the feeder studies.

K The pp-IGA will only be assessed in subjeets with(palmoplantar involvement (pp-IGA score >0) at Baseline in the feeder studies.

! The PGADA is assessed only for subiects with psoriatic arthritis at Baseline in the feeder studies.

™ Adverse events not related to the-itivestigatiOnai devices will be reported in PS0014 and adverse device effects and device deficiencies will be reported in
DV0002. A single safety datalvase’will hé used for both studies.

" Version 2.0 of the SIAQ will'he used-ta‘assess bimekizumab-SS-1mL, while version 2.1 will be used to assess bimekizumab-AI-1mL (see Section 9.1).

° The dosing window is + days relstiyeito the scheduled dosing visit.

P The 320mg bimekizuinab dose wilk be administered as two 160mg injections (using 2 bimekizumab-SS-1mL devices or 2 bimekizumab-Al-1mL devices).
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Has been changed to:

The schedule of assessments in presented in Fable-5-2 Table 5-3 for the 1mL device cohort.
For subjects in the 1ImL device cohort, Baseline for DV0002 corresponds to Baseline in
PS0014, and the subsequent study visits are the same in both studies. Fable 5-2-Table 5-3
includes assessments performed specifically in the DV0002 substudy and assessments performed
as part of the PS0014 study, inclusive. Assessments specific to the DV0002 substudy are labgled
for clarity.

For subjects in the 2mL device cohort, Baseline for DV0002 can correspond to thi £S0014
Week 24, Week 28, or Week 32 visits for subjects receiving bimekizumab Q4W and fo the
PS0014 Week 24 or Week 32 visits for subjects receiving bimekizumab Q8W.{ he schiedule
of assessments for the PS0014 Week 24 through Week 48 visits is presented-in Tabie 5-4.
The additional assessments to be performed for the DV0002 substudy in'the 2ro2i. device
cohort specifically are presented in Table 5-5.
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Table 5-3:  Schedule of study-assessments for the PS0014 study and DV0002 substudy (1mL dévice cohort)

Visit ? DV0002 Treatment Period
Week Visit 1 Visit 2 Visit 3 Visit 34 Visit 4 Visit 5
Telephgrig Call
(DVGI62-SFU)
Procedures Baseline/Feeder Week 4 Week 8 WeekQ Week 12 Week 16
Study Final Visit
_.I. —
Informed consent for DV0002 and X
PS0014 assessments
Inclusion/exclusion X |
Physical exam " X I X
Body weight X
Vital signs ¢ X Al X 5 X X
Hematology and chemistry X X X X
Urinalysis X X X X
G X
Urine drug screen X
ECG X
. o4
Pregnancy testing ° X X X X X
TB questionnaire X X
Blood sample for bimekizumab X X¢# X X ¢ Xh
plasma concentrations f (DV0002-
specific for Weeks 4, 8, and 12)
Blood sample for anti-bimekizximab X X
antibodies *
PASI X X X X X
Percentage of BSA X X X X X
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Table 5-3:  Schedule of study-assessments for the PS0014 study and DV0002 substudy (1mL dévice cohort)

Visit ?
Week

Procedures

DV0002 Treatment Period

Visit 1

Visit 2

Visit 3

Visit 34
Telephgrig Call
(DVGI62-SFU)

Visit 4

Visit 5

Baseline/Feeder
Study Final Visit

Week 4

Week 8

Week'Q

Week 12

Week 16

IGA

DLQI

PHQ-9

eC-SSRS

mNAPSI!

Scalp IGAJ

pp-IGA K

EQ-5D-3L

SF-36

PGA of PSO

PASE

PGADA !

WPAI-SHP v2.0

Concomitant medication
(DV0002-specific for Week 9)

sl et sl R SR Rl Rl Ral Rl Rl Rl Rl Rl e

Adverse events ™ (DV0002sspecifiq
for Week 9)

<
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Table 5-3:  Schedule of study-assessments for the PS0014 study and DV0002 substudy (1mL dévice cohort)

Visit ? DV0002 Treatment Period
Week Visit | Visit 2 Visit 3 Visit 36 Visit 4 Visit 5
Telephgrig Call
(DV6962-SFU)
Procedures Baseline/Feeder Week 4 Week 8 Week'Q Week 12 Week 16
Study Final Visit
_.I. —
Random assignment to device X
(DV0002-specific)
IRT contact X X X | X X
Subject training for VAS and SIAQ X
Questionnaire (DV0002-specific)
Pre-injection SIAQ Questionnaire " X
(DV0002-specific)
Subject training for self-injection X
(DV0002-specific)
Bimekizumab administration by study Kt Xze X
personnel using the PFS °
Subject self-injection of bimekizumab X X
using the assigned device® P
(DV0002-specific)
Study personnel evaluation of X X
self-injection (DV0002-specific)
Study personnel evaluation of X X
post-use device for
structural/mechanical integtity
(DV0002-specific)
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Table 5-3:  Schedule of study-assessments for the PS0014 study and DV0002 substudy (1mL dévice cohort)

Visit ? DV0002 Treatment Period
Week Visit 1 Visit 2 Visit 3 Visit 34 Visit 4 Visit 5
Telephgrig Call |
(DVE6I62-SFLA
Procedures Baseline/Feeder Week 4 Week 8 WeekQ Week 12 Week 16
Study Final Visit
_.I. —
VAS for injection site pain X X
(DV0002-specific)
Post-injection SIAQ Questionnaire " X X '
(DV0002-specific)
Drug and device accountability X X X Xe X
(DV0002-specific)

bimekizumab-Al-1mL=1mL bimekizumab auto-injector; bimekizmnimab-SS- ml~=ImL birekizumab safety syringe; BSA=body surface area;
DLQI=Dermatology Life Quality Index; ECG=electrocardiogién:; eC-SSRS=electrenic Columbia Suicide Severity Rating Scale; EQ-5D-3L=Euro-Quality
of Life 5-Dimensions 3-level; IGA=Investigator’s GlobalAssessment; 1GR A=iti€feron-gamma release assay; IRT=interactive response technology;
mNAPSI=modified Nail Psoriasis Severity Index; PASE¥Psoriati¢ Arthritig-Soreening and Evaluation; PASI=Psoriasis Area Severity Index; PGA=Patient
Global Assessment; PGADA=Patient’s Global Assessment of Diisease Agtivity; PHQ-9=Patient Health Questionnaire 9; pp-IGA=palmoplantar
Investigator’s Global Assessment; PSO=psoriasis; Q4 W=evearv 4 weeks; (I8 W=every 8 weeks; SF-36=Short Form 36-item Health Survey; SFU=safety
follow-up; STAQ=Self-injection Assessment Questionnaire;*¥ B=tuberculosis; VAS=visual analog scale; WPAI-SHP=Work Productivity and Activity
Impairment Questionnaire-specific health problem

 Visit windows of +7 days from the first dose at all,visi¢s except’}/isit 3a (SFU telephone call). The SFU telephone call window is 7 days from the last dose in
the DV0002 substudy, +3 days.

® Includes evaluation of signs and symptoms of‘aciive TR(and risk for exposure to TB.

¢ The physical exam will include examinatjsniot the foilowing systems: eyes, hair, and skin; respiratory; cardiovascular; and gastrointestinal.

4 Vital signs (sitting systolic and diastoli¢ bivod pregstre, pulse rate, and temperature) are to be measured prior to blood sampling, and prior to dosing, where
applicable.

¢ Pregnancy testing will consist ofurine preghancy tests at all visits. Pregnancy test results must be negative prior to administering investigational medicinal
product.

' All blood samples will be taken priorta‘dosing.

€ This will only be done for stbjects{whe receive bimekizumab Q4W.

" This will only be ddné.for subjetis'who receive bimekizumab Q8W.

! The mNAPSI will be-assessed only in subjects with nail involvement at Baseline in the feeder studies.
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Table 5-3:  Schedule of study-assessments for the PS0014 study and DV0002 substudy (1mL dévice cohort)

Visit ? DV0002 Treatment Period
Week Visit 1 Visit 2 Visit 3 Visit 34 Visit 4 Visit 5
Telephgtie Call
(DVGIG2-SFU
Procedures Baseline/Feeder Week 4 Week 8 Week'Q Week 12 Week 16
Study Final Visit

J The scalp IGA will only be assessed for those subjects with scalp involvement (scalp IGA score >0) at Baselitie in the feeder studies.
K The pp-IGA will only be assessed in subjects with palmoplantar involvement (pp-IGA score >0) atBaselitiein the feeder studies.

! The PGADA is assessed only for subjects with psoriatic arthritis at Baseline in the-ieeder studies
™ Adverse events not related to the investigational devices will be reported in PS8414 and adverse desiee effects and device deficiencies will be reported in

DV0002. A single safety database will be used for both studies.

" Version 2.0 of the SIAQ will be used to assess bimekizumab-SS-1mL, whilé versioa 2.1 will fie used to assess bimekizumab-Al-1mL (see Section 9.1).

°® The dosing window is +7 days relative to the scheduled dosing visit.

P The 320mg bimekizumab dose will be administered as two 160mg tiiections {using 2 hinitkizumab-SS-1mL devices or 2 bimekizumab-Al-1mL devices).
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Table 5-4:

Schedule of assessments for the PS0014 study (2mL device cohort)

Week
Procedures

Week 242

Week 28

Week 327

Week 36

Week 40

Week 44

Week 48

Physical exam™*

Body weight

Vital signs?

Hematology and chemistry

s

Urinalysis

ECG

Pregnancy testing®

IGRA TB test

TB questionnaire

Blood sample for bimekizumab plasma
concentrations’

s

AR R AR A R A R A R A R R R e

Blood sample for anti-bimekizumab antibodies’

PASI

Percentage of BSA

s

s

s

IGA

AR R

DLQI

PHQ-9

s

e¢C-SSRS

s

mNAPSI®

Scalp IGA"

T I I e e o e e e
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Table 5-4: Schedule of assessments for the PS0014 study (2mL device cohort)

Week Week 24* | Week 28* | Week 32 | Week 36 W wk_40 Week 44 | Week 48

Procedures
pp-IGA! X >~ X
EQ-5D-3L X \> o X
SF-36 X ) X
PGA of PSO X N X
PASE N X
PGADA/ X \ > X
WPAI-SHP V2.0 X ) ) X
TSQM-9 N - X
Concomitant medication X _X_ o X X X X X
Adverse events i _X \ x 0 X X X X X
IRT ) X X X X X X
Bimekizumab administration®! _X ) X X X X X X
Subject training on home self-injection™ i X X

BSA=body surface area; DLQI=Dermatology Life Quaiity Index; E_’iG=electr0cardi0gram; eC-SSRS=electronic Columbia Suicide Severity Rating Scale;

EQ-5D-3L=Euro-Quality of Life 5S-Dimensions 3-'¢vel; IGA=nyestigator’s Global Assessment; IGRA=interferon-gamma release assay; IMP=investigational
medicinal product; IRT=interactive response technology;.1aNAPSI=modified Nail Psoriasis Severity Index; PASE=Psoriatic Arthritis Screening and Evaluation;
PASI=Psoriasis Area Severity Index; PGA=2atient Global Assessment; PGADA=Patient’s Global Assessment of Disease Activity; PHQ-9=Patient Health
Questionnaire-9; pp-IGA=palmoplantar imvestigate’s\Global Assessment; PsA=psoriatic arthritis; PSO=psoriasis; Q4W=every 4 weeks; Q8W=every 8 weeks;
SF-36=Short Form 36-item Health Sunvey; TB=tuberculosis; TSQM-9=Treatment Satisfaction Questionnaire for Medication; WPAI-SHP=Work Productivity and

Activity Impairment Questionnaire-specific heaith problem

Note: Starting at Week 48 of thé 250014,/ 1eatment Period, subjects may self-inject IMP at home; self-injection training will be provided to the
subject/caregivers by qualifi¢a.site persearimel (refer to PS0014 protocol).
? For the 2mL device cohoxtyBaselitie 5 DV0002 can occur at PS0014 Week 24, Week 28, or Week 32 for subjects receiving bimekizumab Q4W and
at PS0014 Week 24 o= Wkeek 32.1ar subjects receiving bimekizumab Q8W.
b Includes evaluatiorro£signs and’symptoms of active TB and risk for exposure to TB.
¢ The physical examiiiation will be performed as per the PS0014 protocol Section 9.3.5.

Confidential

Page 90 of 115



UCB 28 Oct 2019
Clinical Study Protocol Bimekizumab DV0002

Table 5-4: Schedule of assessments for the PS0014 study (2mL device cohort)

Procedures |

Week Week 24 | Week 28* | Week 322 Week 36 Week 40 | Week 44 | Week 48

4 Vital signs (sitting systolic and diastolic blood pressure, pulse rate, and temperature) are to be measured priolyto bl¢gedsampling, and prior to
dosing, where applicable.

¢ Urine pregnancy testing will be performed at all visits. Pregnancy test results must be negative prior @ administcring IMP.

f All blood samples taken prior to dosing.

¢ The mNAPSI will be assessed only in subjects with nail invelvement at Baseline in the feeder strifiies.

" The scalp IGA will only be assessed for those subjects with scalp involvement (scalp IGA scoze >0) at Baseiine in the feeder studies.

i The pp-IGA will only be assessed in subjects with palmoplantar involvement (pp-IGA score >0) atBasciine in the feeder studies

i The PGADA and the PASE are assessed only for subjects with PsA at Baseliwe'in the feader studies:

k The dosing window is +7 days relative to the scheduled dosing visit.

! Only subjects receiving IMP Q4W are dosed on Week 28, Week 36, and Wi¢k 44;

™ Subject training on at-home self-injection is to be performed as desc(ibed in the-¥'S0014 protocol Section 7.2. Starting at Week 48 of the PS0014
Treatment Period, subjects may self-inject IMP at home.
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Table 5-5: Schedule of assessments for the DV0002 substudy (2mL device cohort)
Visit ? DV0002 Treatment Period
Week Visit 1 Visit 2 Visit 3 Visit 34 Visit 4 Visit 5
Telephane Call
(Deyice SFU)
Procedures Baseline® Baseline + Baseline + Raseline, + Baseline + Baseline +
4 weeks 8 weeks 9 weeks 12 weeks 16 weeks
_.I. _—
Informed consent for DV0002 X
Random assignment to device X |
(DV0002-specific)
IRT contact X X i X X X
Blood sample for bimekizumab X X bt X X
plasma concentrations® (DV0002-
specific for Weeks 4, 8, and 12)
Subject training for VAS and SIAQ X
Questionnaire (DV0002-specific)
Pre-injection SIAQ Questionnaire' X
(DV0002-specific)
Subject training for self-injection X
(DV0002-specific)
Bimekizumab administration by x4 X X
study personnel using the PFS#
Subject self-injection of X X
bimekizumab using the assigned
device®" (DV0002-specific)
Study personnel evaluation of X X
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Table 5-5: Schedule of assessments for the DV0002 substudy (2mL device cohort)

Visit ? DV0002 Treatment Period
Week Visit 1 Visit 2 Visit 3 Visit 34 Visit 4 Visit 5
Telephane Call |
(Device SFU)
Procedures Baseline” Baseline + Baseline + Baseline, + Baseline + | Baseline +
4 weeks 8 weeks 9 weeks 12 weeks 16 weeks
_.I. _—
VAS for injection site pain X X
(DV0002-specific)
S o

Post-injection SIAQ Questionnaire' X X
(DV0002-specific)
Study personnel evaluation of X X
post-use device for
structural/mechanical integrity i
(DV0002-specific)
Drug and device accountability X X X X X
(DV0002-specific) }
Concomitant medication X
Adverse Events' i X

IRT=interactive response technology; Q4W=every 4 weeks; O5W=every 8 weeks; SFU=safety follow-up; SIAQ=Self-injection Assessment
Questionnaire; VAS=visual analog scale

2 Visit windows of +7 days from the first des¢\at all visits'except Visit 3a (SFU telephone call). The SFU telephone call window is 7 days from the last
dose in the DV0002 substudy, +3 days.

b For subjects in the 2mL device cohorg, Haseline.for DV0002 corresponds to PS0014 Week 24, Week 28, or Week 32 for subjects receiving
bimekizumab Q4W and to PS0014°Week 24.cx'Week 32 for subjects receiving bimekizumab Q8W. Refer to Table 5-4 for PS0014 study
assessments.

¢ All blood samples will be takenprior t6 dosing. For detail on PK sampling in the 2mL device cohort, refer to Table 10-1 in Section 10.

4 This will only be done forsuabjects »ho'receive bimekizumab Q4W.

¢ This will only be done for subjects\wio receive bimekizumab Q8W.

T Version 2.0 of the SIAOwill bésséd to assess bimekizumab-SS-2mL, while version 2.1 will be used to assess bimekizumab-AI-2mL (see
Section 9.1).

¢ The dosing windaw is =7 days relative to the scheduled dosing visit.
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Table 5-5: Schedule of assessments for the DV0002 substudy (2mL device cohort)

Visit ? DV0002 Treatment Period
Week Visit 1 Visit 2 Visit 3 Visit 34 Visit 4 Visit 5
Telephane Call
(Device SFU)
Procedures Baseline® Baseline + Baseline + Baseline + Baseline + Baseline +
4 weeks 8 weeks 9 vreeks 12 weeks 16 weeks

" The 320mg bimekizumab dose will be administered as 1 injection using the bimekizumab-SS-ZiL deyide 6r bimekizumab-AI-2mL device.
i Adverse events not related to the devices will be reported in PS0014 and adverse device effects and,device deficiencies will be reported in DV0002.
A single safety database will be used for both studies.
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Change #14
Section 5.3

Schematic diagram

The study schematic diagram for DV0002 is presented in Figure 5-1.

Figure 5-1:

Schematic diagram

Wk 9
BL Wk 8 SFU
Self- Self-  phone PS0014
inject Wk 4 inject  call Wk 12 Wk 16 Wk 20
| || | | A
Feeder DV0002 (16 weeks)
) PS0014

studies

BL=Baseline; Q4W=every 4 weeks; Q8 W=every 8 weeks; self-inject=self-injectionySFU=safely follow-up;
Wk=week

Note: Phase 3 feeder studies include PS0008, PS0009, and PS0Q13.

Note: Subjects will receive 320mg bimekizumab either Q4 W-o1-Q8W. Ritiaekizumaa/will be self-administered only
at Baseline and at Week 8 (study personnel will administerdimekizuiiab at ofhes, visits).

Has been changed to:

The study schematic diagram for DV0002 1ymL deyice cohort is presented in Figure 5-1, and
the 2mL device cohort is presented in Figure.S;z.

Figure 5-1: Schematic diagrar ¥or the,1mL aavice cohort
Wk 9
BL Wik'8 SFU
Self- Self- ghone PS0014
inject Wk 4 inject « c4ll Wk12  wk16 Wk 20
| A )| | |
Feeder DV00C2 (16 weeks)
: PS0014
studies — —

BL=Baseline; Qa¥W=cvery 4weeks; Q8 W=every 8 weeks; self-inject=self-injection; SFU=safety follow-up;
Wk=week

Note: Phases“eeder dtugiies include PS0008, PS0009, and PS0013.

Note: Subieets willreteive 320mg bimekizumab either Q4W or Q8W. Bimekizumab will be self-administered only
at Bagseline and\at Week 8 (study personnel will administer bimekizumab at other visits, as applicable).

Ngates Tor thelinL device cohort, subjects will begin the DV0002 substudy and the PS0014 study at the same
iime; thereiore, Baseline for DV0002 corresponds to Baseline for PS0014.
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Figure 5-2: Schematic diagram for the 2mL device cohort

WES
BL WHES SFU
Self- Self- Phone

WK3  nject  call WK12 WK16

! L /\/\/\_‘
DVO0002 (16 weeks)

PS0014 |

AN

Inject?

PS0014

BL=Baseline; Q4W=every 4 weeks; Q8W=every 8 weeks; self-inject=self-injection; SEU=satety.ialiow-up;
WK=week

Note: Subjects will receive 320mg bimekizumab either Q4W or Q8W. Bimekizuix2ab will be,self-administered
only at DV0002 Baseline and 8 weeks after training (study personnel will adsnister binjekizumab at other
visits).

2 For the 2mL device cohort, subjects will not begin the DV(0002 substudy and thetS49014 study at the same
time. Baseline for DV0002 corresponds to the PS0014 Weaik 24, Week-28, or Yeek 32 visit for subjects
receiving bimekizumab Q4W and to the PS0014 Week(2/ or Weel; 32 visit {oirSubjects receiving
bimekizumab Q8W.

Change #15
Section 5.4  Rationale for study desigiz-and svléciioncsf dose, paragraph 2

It is expected that most individuals “%¥fio will us€ commercial bimekizumab for the treatment of
moderate to severe chronic plagite PSO wiilself-ifject bimekizumab and also that these
individuals will prefer to have ¢otions {0r the sgit>administration of their medication. DV0002
will therefore evaluate the safe and ertectivense of 2 different self-injection investigational
devices: bimekizumab-SS-1mL and bimekizumab-Al-1mL. In addition, DV0002 will assess
trough PK levels associated with self-ifijection using the test device, injection by study personnel
using the ImL PFS, injectiotisite (atdlomen or thigh), and BMI category (by tertile).

Has been changed to:

It is expected that 1x9st individuals who will use commercial bimekizumab for the treatment of
moderate to severe chronie plaque PSO will self-inject bimekizumab and also that these
individuals will*prefeiito have options for the self-administration of their medication. DV0002
will therefede evaluate the safe and effective use of 24 different self-injection investigational
devices'in2 cohorts: the 1mL device cohort and the 2mL device cohort. The ImL device
cohari-will evaiuate the bimekizumab-SS-1mL and bimekizumab-Al-1mL- investigational
devices. Tre2mL device cohort will evaluate the bimekizumab-SS-2mL and bimekizumab-
A1-2mL investigational devices. In addition, DV0002 will assess trough PK levels associated
with self-injection using the testinvestigational device, injection by study personnel using the
ImL PFS, injection site (abdomen or thigh), and BMI category (by tertile).
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Change #16
Section 6.2  Exclusion Criteria

Subjects are not permitted to enroll in DV0002 if any of the PS0014 study exclusion criteria are
met.

Has been changed to:

Subjects are not permitted to enroll in DV0002 if any of the PS0014 study exclusion criteridare
met. Subjects who participated in the 1mL device cohort of DV0002 are not eligible to
enroll in the 2mL device cohort.

Change #17
Section 7 Investigational Medicinal Product and Device Presentation

In the DV0002 substudy, the term IMP refers to the bimekizumab drug ptoduct, The term
investigational device refers to 2 different self-injection investigational devices
(bimekizumab-SS-1mL and bimekizumab-AlI-1mL) that are compriséd of dfug product (IMP)
associated with a functional secondary packaging.

Has been changed to:

In the DV0006 substudy, the term IMP refers-to.the binickizumab, drug product. The term
investigational device refers to 24 different self-injection investigational devices (bimekizumab-
SS-1mL and; bimekizumab-Al-1mL, bimekizumah=SS-2miZ; and bimekizumab-AI-2mL) that
are comprised of drug product (IMP) associated.with a {usictional secondary packaging.

Change #18
New Section 7.1.3Bimekizumab-SS-2miLL andsection 7.1.4 Bimekizumab-AI-2mL
7.1.3 Bimekizumab-SS-2mL

The bimekizumab-SS-2mL, sfiown in-Yigure 7-3, consists of the primary container (a glass
syringe filled with 2mL of bimekuzmab drug product) and a safety syringe.

The bimekizumab-SS= L is-a-single-use syringe with a passive safety feature.

Figure 7-3: Bim2kizumab-SS-2mL
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7.1.3.1 Instruction for use of bimekizumab-SS-2mL

The bimekizumab-SS-2mL is used to administer a sc injection in either the right or left
lateral abdominal wall or the right or left outer thigh without massage. Treatment of the
injection site with an anesthetic cream prior to dosing is not permitted.

During the study (at DV0002 Baseline and Week 8), 1 bimekizumab-SS-2mL device will be
used to administer a 320mg injection of bimekizumab. To use the bimekizumab-SS-2m},,
the rigid needle shield (RNS) is removed, and the plunger rod is fully depressed, whica
empties the syringe contents through the needle. When the plunger rod reaches its-{inal
position the needle safety retraction mechanism is activated, which retracts the cietve,
syringe, and plunger rod and holds the needle safely within the body molding.

Additional instructions for device use, including the injection angle, are previded Giy the
IFU.

7.1.4 Bimekizumab-Al-2mL

The bimekizumab-AI-2mL, shown in Figure 7-4, consists of th¢ primaxy container (a glass
syringe filled with 2mL of bimekizumab drug product) and an*aute«dajector. The
bimekizumab-AI-2mL is a single use auto injectar with apassivéaeedle stick safety
mechanism.

Figure 7-4: Bimekizumab-Al-2mL

fpsomed platform,
M

Jrive and Syringe

Unit enclosec

biriexizumab:Ad-2mL=2mL bimekizumab auto-injector
/1.4.1 Instruction for use of bimekizumab-Al-2mL

The bimekizumab-AI-2mL is used to administer a sc injection in either the right or left
lateral abdominal wall or the right or left outer thigh without massage. Treatment of the
injection site with an anesthetic cream prior to dosing is not permitted.

During the study (at DV0002 Baseline and Week 8), 1 bimekizumab-AI-2mL device will be
used to administer a 320mg injection of bimekizumab. To use the bimekizumab-Al-2mL,
the cap is removed, and the device is depressed on the injection site. The auto injector
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provides needle insertion, dose delivery, and needle protection through an extending and
locking shroud. Needle protection is performed by a shroud that will deploy should the
auto-injector lose contact with the skin during an injection.

Additional instructions for device use, including the injection angle, are provided in the
IFU.

Change #19
Section 7.2  Treatment to be administered

The IMP used in this study is bimekizumab. Bimekizumab will be supplied at a conc¢niration of
160mg/mL (55mM sodium acetate, 220mM glycine, 0.04% polysorbate 80 at pH 50 for &c
injection in the bimekizumab-SS-1mL or the bimekizumab-Al-1mL.

The IMP will be administered according to the schedule shown in Table 541 \Subjeciswill be
assigned to the use of 1 device and will receive the following doses of IMi®based‘on their
established dosing regimen in PS0014:

e 320mg bimekizumab, Q8W or
e 320mg bimekizumab, Q4W.

Regardless of the assigned dose regimen, subjeets' will piceform seli-injection with the assigned
device only at Baseline and at Week 8. The 329mg b .neklzurnab dose will be administered as
two 160mg injections with either 2 bimekizimabSH=1mlzor2 bimekizumab-Al-ImL devices.
At all visits except Baseline and Week\8, the 320mg bifaekizumab dose will be administered as
two 160mg injections in a ImL PFS%y study personunel (ie, the same administration manner and
device used in PS0014).

The investigational devices will be uéed as described in the IFU. Subjects will be observed onsite
for 30 minutes after self-injection with bimi¢kizumab for any AEs. Subjects will be asked to
contact the designated site pergpnnel in-case any AEs occur outside of the site visits. Of note,
reported AEs related to IMP‘will be-assessed within PS0014 and reported ADEs and device
deficiencies will be assegssd within DV0002.

Has been changed to:

The IMP used in(this study is bimekizumab. Bimekizumab will be supplied at a concentration of
160mg/mL (559mM sedizin acetate, 220mM glycine, 0.04% polysorbate 80 at pH 5.0) for sc
injection #-Jhebireczamab-SS—tmb-orthe bimekizumab-AdtmE.

1mL Bevice £ohort

Feryine 1rik.device cohort, IMP will be slupplied in 2 investigational devices:
aimekizumab-SS-1mL or the bimekizumab-AI-1mL.

The IMP will be administered according to the schedule shown in Table 5-1. Subjects will be
assigned to the use of 1 device and will receive the following doses of IMP based on their
established dosing regimen in PS0014:

¢ 320mg bimekizumab, Q8W or
e 320mg bimekizumab, Q4W.
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Regardless of the assigned dose regimen, subjects will perform self-injection with the assigned
device only at Baseline and at Week 8. For the 1mL device cohort, the 320mg bimekizumab
dose will be administered as two 160mg injections with either 2 bimekizumab-SS-1mL or 2
bimekizumab-Al-1mL devices. At all visits except Baseline and Week 8, the 320mg
bimekizumab dose will be administered as two 160mg injections in a ImL PFS by study
personnel (ie, the same administration manner and device used in PS0014).

The investigational devices will be used as described in the IFU. Subjects will be observed onsite
for 30 minutes after self-injection with bimekizumab for any AEs. Subjects will be asked to
contact the designated site personnel in case any AEs occur outside of the site visits. O£ tiote,
reported AEs related to IMP will be assessed within PS0014 and reported ADEs apd. device
deficiencies will be assessed within DV0002.

2mL Device Cohort

For the 2mL device Cohort, IMP will be supplied in 2 investigational &evices.
bimekizumab-SS-2mL or bimekizumab-AI-2mL.

The IMP will be administered according to the schedule shown'in Tahle 5-2. Subjects will
be assigned to the use of 1 device and will receive.the followiag doses-of IMP based on their
dosing regimen in PS0014:

e 320mg bimekizumab, Q8W or
¢ 320mg bimekizumab, Q4W.

Regardless of the assigned dose régimien, suijects wili perform self-injection with the
assigned device only at DV0002.Baselin:e\aad 8 ywecks after training with the investigational
device. For the 2mL device céaort, 328mg bisekizumab dose will be administered as 1
injection with either the bimekizvn:2b-SS-2imL device or the bimekizumab-AI-2mL device.
For subjects who receive bimekizimab 4W, the bimekizumab dose at Week 4 will be
administered as two 160mg i@jections-in a ImL PFS by study personnel (ie, the same
administration manner uscd’in P$2014).

The devices will be used-as described in the IFU. Subjects will be observed onsite for

30 minutes after selt-injectioxnwith bimekizumab for any AEs. Subjects will be asked to
contact the designated site personnel in case any AEs occur outside of the site visits. Of
note, reportec AEs related to IMP will be assessed within PS0014 and reported ADEs and
device defictencies #iii be assessed within DV0002.

Change #20

Section 7.3\ /Packaging

THe site will receive uniquely-numbered investigational devices (bimekizumab-SS-1mL and
bimekizumab-AI-1mL) for use in the DV0002 substudy.

Has been changed to:

The site will receive uniquely-numbered investigational devices (bimekizumab-SS-1mL, and
bimekizumab-Al-1mL, bimekizumab-SS-2mL, and bimekizumab-AI-2mL) for use in the
DV0002 substudy.
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Change #21
Section 7.5 Handling and storage requirements, paragraph 1

The investigational device that houses the naked PFS including IMP must be securely stored at
2°C to 8°C (ie, in a refrigerator), that is either in a locked room or in the pharmacy. Appropriate
storage conditions must be ensured by controlling refrigerator temperature by using either an
automated temperature monitoring and recording system or a minimum/maximum thermometer
and completing a daily temperature log in accordance with local requirements. If an out-of¢ratige
temperature is noted, the Sponsor or designee must be notified so that a determination, gan.oe
made whether the product should be used or not.

Has been changed to:

The investigational devices that houses-the-naked PES-ineluding IMP must-he securely stored at
2°C to 8°C (ie, in a refrigerator), that is either in a locked room or in the pirarmacy=Appropriate
storage conditions must be ensured by controlling refrigerator temperattie by using either an
automated temperature monitoring and recording system or a minimyta/maxitrum thermometer
and completing a daily temperature log in accordance with local iequirements. If an out-of-range
temperature is noted, the Sponsor or designee must-he: notifiedco that@ Getermination can be
made whether the product should be used or not.

Change #22
Section 7.7  Procedures for monitoriag subject compliance

During the Treatment Period of this,study, IMP aaminigtration (either self-administration or
study personnel-administration) wili'be perfarmed iriike clinic and observed by the Investigator
or his/her designee; monitoring Susjectcotnpliance.is therefore not applicable.

Has been changed to:

During the Treatment Period of this study, iVIP administration (either self-administration or
study personnel-administratietiwill be.performed in the clinic and observed by the Investigator

or his/her designee;menitortig-subjert-compliance-is-thereforenot-appleable. Subject

compliance will be reporied in‘the PS0014 study.
Change #23
Section 7.10 Raidomization and numbering of subjects, paragraphs 2 and 3

The IRT wiii, generdteindividual assignments for the self-injection investigational devices.
Eligiblesubjects.wiil be assigned to the investigational devices based on a predetermined
produetion randgmization and/or packaging schedule provided by UCB (or designee). All
eligivie subjects will be randomly assigned to perform self-injection using either the
witnekizumab-SS-1mL or the bimekizumab-Al-1mL at a 1:1 ratio. The IRT will allocate kit
numbers to the subject based on the subject number during the study.

Subject numbers and kit numbers will be tracked via the IRT.
Has been changed to:

The IRT will generate individual assignments for the self-injection investigational devices.
Eligible subjects will be assigned to the investigational devices based on a predetermined
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production randomization and/or packaging schedule provided by UCB (or designee). In the
1mL device cohort, all eligible subjects will be randomly assigned to perform self-injection
using either the bimekizumab-SS-1mL or the bimekizumab-AI-1mL at a 1:1 ratio. The IRT will
allocate kit numbers to the subject based on the subject number during the study.

Once the 1mL device cohort has finished enrolling, the 2mL device cohort will start
enrolling. Eligible subjects in the 2mL cohort will be randomly assigned to perform
self-injection using either the bimekizumab-SS-2mL or bimekizumab-AI-2mL device at 2
1:1 ratio. The IRT will allocate kit numbers to the subject based on the subject numer
during the study.

Subject numbers and kit numbers will be tracked via the IRT.
Change #24
Section 8 Study Procedures by Visit, paragraph 1

A general overview of the study assessments is provided in Table 5-2“Aithough Table 5-2
contains assessments for both DV0002 and PS0014, it also indicat¢s.which assessments are
specific to the DV0002 substudy. Of note, DV0002 and PS0014 will shai¢-a common
database/eCRF system (including common AE repariing) anda commiali IRT. The list of
procedures at each study visit is described in the<{g!lowing &¢ctions:

Has been changed to:

A general overview of the study assessments for ¢he"OVE102 substudy 1mL device cohort is
provided in Fable-5-2 Table 5-3. Altheugh Febie5-2Table 5-3 contains assessments for both

DV0002 and PS0014, it also indicatts'which,assessrizents are specific to the DV0002 substudy.
Of note, DV0O002 and PS00T4 w'h shar a comiron database/cCRFE system (including common

AEreporting)and-a-commonIRT-The lists of firocedures at each study visit isfor the 1mL
device cohort are described in Section 8.1th=teHowing seetions.

For subjects in the 2mL device cohort)Baseline for DV0002 can correspond to the PS0014
Week 24, Week 28, or Weck)32 visits for subjects receiving bimekizumab Q4W or to the
PS0014 Week 14 or Week-32 visits for subjects receiving bimekizumab Q8W. For the 2mL
device cohort, the schiedule of assessments for PS0014 is presented in Table 5-4. The
additional assessniciits to bé-performed for the DV0002 substudy specifically are presented
in Table 5-5 and the list.ef procedures at each study visit is described in Section 8.2.

Of note, DY 002 arid ?S0014 will share a common database/eCRF system (including
commor AL resoriing) and a common IRT.

Change #25
Section 8.1 Treatment Period
8.1 Treatment Period

The DV0002 substudy will include all PS0014 study assessments from Baseline to Week 16
(inclusive).
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Has been changed to:
8.1Treatment Period for the 1mL Device Cohort

The DV0002 substudy will include all PS0014 study assessments from Baseline to Week 16
(inclusive). For subjects in the 1ImL device cohort, Baseline for DV0002 corresponds to
Baseline in PS0014.

Change #26

Section 8.1.1 Visit 1 (Baseline), first bullet

The following procedures/assessments will be performed:

e Obtain written informed consent for DV0002 and PS0014 (may be obtainedsnrior to Visit 1).
Has been changed to:

The following procedures/assessments will be performed:

e Obtain written informed consent forDV0002-andPS0014 (may-te obtaitied prior to Visit 1).
Change #27

New Section 8.2 Treatment Period for 2mL Device Présentatien, Cohort and new
subsections 8.2.1 through 8.2.6 added as follows:

8.2 Treatment Period for 2mL Device Cohort

For the 2mL device cohort, DV0002 Visit 1 (Basclingyywill occur at PS0014 Week 24, Week
28, or Week 32 for subjects receiviag bimek:zunrah Q4W or Week 24 or Week 32 for
subjects receiving bimekizumap. (Q8W.

8.2.1 Visit 1 (Baseline)

For DV0002 Visit 1 (Baseline) study asséssments, refer to Table 5-4 and perform the
assessments for the week thaf'the sulyjact starts the DV0002 substudy (PS0014 Week 24,
Week 28, or Week 32 for bimiekizomab Q4W or Week 24 or Week 32 for bimekizumab
Q8W). In addition to thie,PS0074 study assessments, the following assessments will be
performed at the Baseline visitof DV0002 (Table 5-5):

e Informed cozmsent fox DV0002.

e Random(assignnient to device (DV0002-specific).

e IRT-Contact.

e Blsod saaipie for bimekizumab plasma concentrations.

¢y Subjecttraining for VAS and SIAQ Questionnaire (version 2.0 for
bimekizumab-SS-2mL and version 2.1 for bimekizumab-AI-2mL) (DV0002-specific).

e Complete the pre-injection SIAQ Questionnaire (DV0002-specific).
e Subject training for self-injection (DV0002-specific).
e Subject self-injection of bimekizumab using the assigned device (DV0002-specific).

e Study personnel evaluation of self-injection (DV0002-specific).
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e Complete the VAS for injection site pain (DV0002-specific).

e Complete the post-injection SIAQ Questionnaire (version 2.0 for bimekizumab-SS-2mL
and version 2.1 for bimekizumab-AI-2mL) (DV0002-specific).

e Study personnel evaluation of device for structural/mechanical integrity
(DV0002-specific).

e Drug and device accountability (DV0002-specific).
8.2.2 Visit 2 (Baseline + 4 weeks)

For PS0014 study assessments, refer to Table 5-4. In addition, perform the follawing
DV0002 substudy assessments:

e IRT contact.

¢ Blood sample for bimekizumab plasma concentrations (DV0002¢sgecifick—only done
for subjects who receive bimekizumab Q4W.

e Bimekizumab administration by study personnel using the PFS=orly done for subjects
who receive bimekizumab Q4W.

¢ Drug and device accountability (DV0002specifick—oealy doi¢ for subjects who receive
bimekizumab Q4W.

8.2.3 Visit 3 (Baseline + 8 weeks)

For PS0014 study assessments, referts Takie 5-4. It.addition, perform the following
DV0002 substudy assessments:

e IRT contact.

e Blood sample for bimekizumi»plaspa concentrations (DV0002-specific).

e Subject self-injection of krinekizuiab using the assigned device (DV0002-specific).
e Study personnel evalaation.of s¢lf-injection (DV0002-specific).

e Complete the VARS jor injection site pain (DV0002-specific).

e Complete the wost-injection SIAQ Questionnaire (version 2.0 for bimekizumab-SS-2mL
and versi¢n 2.1 fox'bimekizumab-AI-2mL) (DV0002-specific).

e Study personnel-evaluation of device for structural/mechanical integrity
(DVO802-specitic).

o ~\Mrug and-device accountability (DV0002-specific).
&:2.4 Visit 3a (Baseline + 9 weeks; safety follow-up telephone call)

Visit 3a (Week 9) will occur in the DV0002 substudy but not in the PS0014 study. The
following procedures/assessments will be performed:

e Concomitant medications.

e Adverse events.
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8.2.5 Visit 4 (Baseline + 12 weeks)

For PS0014 study assessments, refer to Table 5-4. In addition, perform the following
DV0002 substudy assessments:

e IRT contact.

¢ Blood sample for bimekizumab plasma concentrations (DV0002-specific)—only done
for subjects who receive bimekizumab Q4W.

e Bimekizumab administration by study personnel using the PFS—only done for.subjects
who receive bimekizumab Q4W.

e Drug and device accountability (DV0002-specific).
8.2.6 Visit 5 (Baseline + 16 weeks)

For PS0014 study assessments, refer to Table 5-4. In addition, perforin' the f¢clowing
DV0002 substudy assessments:

e IRT contact.

¢ Blood sample for bimekizumab plasma coneenrations (DVO026Z-specific)—only done
for subjects who receive bimekizumab QSW.

e Bimekizumab administration by study.pérsonr@j using'the PFS. (If this visit coincides
with Week 48 of PS0014, subjects will have the optior-to self-inject; refer to the PS0014
protocol.)

e Drug and device accountability (DV 0592-specitic).
Change #28
Section 9.1  Assessment of self-ixjéction :zperience by SIAQ, paragraph 2 and 3

The SIAQ was developed by [J&B to assess the perceived advantages and the potential
limitations of self-injection &f)an scavedication (Keininger and Coteur, 2011). The pre-injection
SIAQ is composed of 7 itetas gréuped into 3 domains (feelings about injection, self-confidence,
and satisfaction with the'currert'mode of administration). The post-injection SIAQ is composed
of 21 items grouped.into 6 doniains (feelings about injection, self-image, self-confidence,
injection site reaCtions, ease of use, and satisfaction with self-injection). The pre-injection SIAQ
will be compieted at Vigit 1, and the post-injection SIAQ will be completed within 30 minutes
after each.¢¢i-injection (ie, at Visit 1 and Visit 3).

Versioiy 2.0 and'yersion 2.1 of the SIAQ are identical, except for Question 11. In version 2.0 of
the-STAQ, Question 11 discusses the use of a plunger, while in version 2.1 of the STAQ, Question
i h.discusses’depression of the device. Version 2.0 will therefore be used to assess
bimekizumab-SS-1mL, while version 2.1 will be used to assess bimekizumab-Al-1mL.

Has been changed to:

The SIAQ was developed by UCB to assess the perceived advantages and the potential

limitations of self-injection of an sc medication (Keininger and Coteur, 2011). The pre-injection
SIAQ is composed of 7 items grouped into 3 domains (feelings about injection, self-confidence,
and satisfaction with the current mode of administration). The post-injection SIAQ is composed
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of 21 items grouped into 6 domains (feelings about injection, self-image, self-confidence,
injection site reactions, ease of use, and satisfaction with self-injection). The pre-injection SIAQ
will be completed at Visit 1, and the post-injection SIAQ will be completed within 30 minutes
after each-self-injection (ie, at Visit 1 and Visit 3). For the 1mL device cohort, the SIAQ will
be completed within 30 minutes of completing the second injection. For the 2mL device
cohort, the SIAQ will be completed within 30 minutes of completing the single injection.

Version 2.0 and version 2.1 of the SIAQ are identical, except for Question 11. In version 2;{ of
the SIAQ, Question 11 discusses the use of a plunger, while in version 2.1 of the SIAQ, Quyestion
11 discusses depression of the device. Version 2.0 will therefore be used to assess
bimekizumab-SS-1mL and bimekizumab-SS-2mL, while version 2.1 will be used*torassess
bimekizumab-Al-1mL and bimekizumab-AI-2mL.

Change #29
Section 9.2  Assessment of injection site pain

A VAS will be used to assess overall injection pain due to self-injection at Baseline and at
Week 8. Subjects will be required to indicate their injection pain 4y placitg)a mark on a 100mm
line from 0 (no pain) to 100 (worst possible pain). In.the DV0SG2 subsinidy, the 320mg
bimekizumab dose will be administered as two 160ing sc irij¢ctions with either

2 bimekizumab-SS-1mL or 2 bimekizumab-Al:1mL dewices. To ®taluate injection pain for both
self-injections, the VAS will be assessed imraediately. (Withinl 5 minutes) after completion of
the second self-injection. The subject will complete the VAS-prior to completion of the
post-injection SIAQ (refer to Section 9.1 Yor details).

Has been changed to:

A VAS will be used to assess o<erall irijoction pain due to self-injection at DV0002 Baseline and
at Week-8 weeks after training. Subjetts will'be required to indicate their injection pain by
placing a mark on a 100mm line roin 0 (n9 pain) to 100 (worst possible pain).

1mL Device Cohort

In the ImL device cohert of the*DV0002 substudy, the 320mg bimekizumab dose will be
administered as two 160ing scirigections with either 2 bimekizumab-SS-1mL or 2 bimekizumab-
Al-1ImL devices. To,evaluatetinjection pain for both self-injections, the VAS will be assessed
immediately (within 15 minutes) after completion of the second self-injection. The subject will
complete the/VAS priaivto completion of the post injection SIAQ (refer to Section 9.1 for
details).

2mL Deavice Cohort

Iu(the 2ml/device cohort, the 320mg bimekizumab dose will be administered as 1 sc
1zjection with either the bimekizumab-SS-2mL or bimekizumab-AI-2mL device. To
evaluate injection pain for the self-injection, the VAS will be assessed immediately (within
15 minutes) after completion of the self-injection. The subject will complete the VAS prior
to completion of the post-injection SIAQ (refer to Section 9.1 for details).
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Change #30

Section 9.3 Evaluation of post-use structural and mechanical integrity of self-injection
device presentations

The visual inspection of the used bimekizumab-SS-1mL and bimekizumab-Al-1mL devices will
check for structural/mechanical integrity and damage (ie, clear evidence of
damage/compromised structural integrity and not any superficial, cosmetic imperfections). All
evaluations will be performed by appropriately trained site staff. Any device with
structural/mechanical integrity issues will be returned to UCB for further evaluation. Sunerficial,
cosmetic imperfections which have no impact on structural or mechanical integrity azeto be
ignored.

Has been changed to:

The visual inspection of the used bimekizamab-SS—tml-and bimekizametdtmldevices will
check for structural/mechanical integrity and damage (ie, clear evidenge ot
damage/compromised structural integrity and not any superficial, cosiietic jmperfections). All
evaluations will be performed by appropriately trained site staff. Any device with
structural/mechanical integrity issues will be returned to UCRfar furthiat-evaluation. Superficial,
cosmetic imperfections which have no impact on &tiucturalarmechénical integrity are to be
ignored.

Used devices that functioned as intended and whiciihad @o'post-use structural or
mechanical integrity issues (as determined by.the post=use site evaluation) will also be
returned to UCB for further evaluation.

Change #31
Section 10  Assessment of Pharmacekinetic/Variables

Blood samples for measurement ot trough®Girnekizumab PK (Section 4.1.3) will be collected at
the time points specified in the schedule.of study assessments (Table 5-2).

At dosing visits, blood saimples wili e drawn prior to dosing (at the same time of the sampling
for clinical laboratory tests). The time and date of collection will be recorded in the eCRF.

Instructions pertairitig to sarnie collection, processing, storage, labeling, and shipping are
provided in the labotratory\mianual for this study. Detailed information on sample analysis will be
provided in a-hieanalydtical report.

Has beerr<hanged fo:
1mL-Divice-Cohort

Bleod samples for measurement of trough bimekizumab PK (Section 4.1.3.2) will be collected at
tiie time points specified in the schedule of study assessments (Table 5-23).

At dosing visits, blood samples will be drawn prior to dosing (at the same time of the sampling
for clinical laboratory tests). The time and date of collection will be recorded in the eCRF.

Instructions pertaining to sample collection, processing, storage, labeling, and shipping are
provided in the laboratory manual for this study. Detailed information on sample analysis will be
provided in a bioanalytical report.
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2mL Device Cohort

For subjects who participate in the 2mL device cohort, blood samples for measurement of
trough bimekizumab PK levels (Section 4.1.3.2) will be collected at the timepoints specified
in Table 10-1.

Table 10-1: DV0002 substudy 2mL device cohort PK sample collection time

points
DV0002 Visits

Dose PS0014 Week Visit 1 Visit 2/ Visit 3/ Visit 4/ <" Visit 5/
Regimen that subject starts | (Baseline)/ | Week 4 Week 8 Week 12| Waek' 16

DV0002 Week 0

Week 24 X X X X O x
320mg Q4W Week 28 X X X X? NA

Week 32 X X 3 X X?

Week 24 X? NA X NA X?
320mg Q8W R S &

Week 32 X AN NA X#

NA=not applicable; PK=pharmacokinetics; Q4W=every 4 we=Kks; Q8W=tvery 8 weeks

Note: For the 2mL device cohort, the DV0002 Bas<line visit.will be P50014 Week 24, Week 28, or Week 32
for subjects receiving bimekizumab 320mg Q4W or PSt214 WeeicZ24 or Week 32 for subjects receiving
bimekizumab 320mg Q8W.

? PK sample taken per the PS0014 schcaizle:

At dosing visits, blood samples will be'drawr-prior to dosing (at the same time of the
sampling for clinical laboratory tests). The iime and date of collection will be recorded in
the eCRF.

Instructions pertaining to.sai2ple coilection, processing, storage, labeling, and shipping are
provided in the laboratory manuaiior this study. Detailed information on sample analysis
will be provided in a bieanalyticil report.

Change #32
Section 11.1 ‘Adverse éveents (investigational device)

All AEs (irieluding.$¢rious adverse events [SAEs]) will be reported in a common database for
PS0014¢@nd DVOQG2, but only ADEs, SADEs, and device deficiencies will be summarized in the
DVO0GQL substudy. Specifically, only those AEs related to the use of the investigational medical
devices birgekizumab-SS-1mL or bimekizumab-Al-1mL (based on the Investigator’s judgement)
wiil be assessed. All AEs (including SAEs) which are not assessed to be related to the
investigational devices will be summarized separately in the report for the main study, PS0014;
please refer to the PS0014 protocol for information on reporting and recording AEs (including
SAEs).
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Has been changed to:

All AEs (including serious adverse events [SAEs]) will be reported in a common database for
PS0014 and DV0002, but only ADEs, SADESs, and device deficiencies will be summarized in the
DV0002 substudy. Specifically, only those AEs related to the use of the investigational medical
devices bimekizamab-SS—tml-orbimekizumab-Al-+mE (based on the Investigator’s judgement)
will be assessed. All AEs (including SAEs) which are not assessed to be related to the
investigational devices will be summarized separately in the report for the main study, PS0Q14;
please refer to the PS0014 protocol for information on reporting and recording AEs (including
SAEs).

Change #33
Section 13.3.1  Case Report form completion, paragraph 1

This study is performed using remote data capture. The Investigator is regponsible<fs: prompt
reporting of accurate, complete, and legible data in the eCRFs and in aiirequired'seports.

Has been changed to:

This study is performed using remote data capture; thie same data capéure is used for PS0014
and DV0002. The Investigator is responsible for grompt reporting et accurate, complete, and
legible data in the eCRFs and in all required repor}s.

Change #34
Section 14  Statistics

A description of statistical methods {ollows-and wilisbe/described in more detail in the Statistical
Analysis Plan (SAP).

Has been changed to:

A description of statistical methodsfollow<and will be described in more detail in the Statistical
Analysis Plan (SAP).

Once subjects in the Imizdevice cGhort complete DV0002, a final analysis for that cohort
will be performed, anG.a clinieal study report will be prepared. A separate final analysis
will be performed.{or the 2nil. device cohort.

Change #35
Section 143 “Definition of analysis sets

Two different Satety Sets (SS) will be generated (1 for each device type): the
bimgkizumab=-58-1mL Safety Set (SS-s) and the bimekizumab-AI-1mL Safety Set (SS-a). Each
SS.will consist of all subjects in the study who receive at least 1 dose of bimekizumab by the
tiidicated self-injection investigational device. Safety variables will be analyzed using the SS-s
and SS-a.

Two different Full Analysis Sets (FASs) will be generated (1 for each device type): the
bimekizumab-SS-1mL Full Analysis Set (FAS-s) and the bimekizumab-AI-1mL Full Analysis
Set (FAS-a). Each FAS will consist of all subjects in the SS-s or SS-a who self-inject at least

1 dose of bimekizumab using the given device and who have an assessment of self-injection. All
self-injection related endpoints will be analyzed using the FAS-s and FAS-a.
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Two different Pharmacokinetic Sets (PKS) will be generated (1 for each device type): the
bimekizumab-SS-1mL PKS (PKS-s) and the bimekizumab-Al-1mL PKS (PKS-a). Each PKS
will consist of all subjects who receive the same bimekizumab administration (frequency and
dose) in the PS0014 feeder studies as in the DV0002 substudy and who have at least 1 evaluable
PK assessment in the DV0002 substudy. Pharmacokinetic variables will be analyzed using the
PKS-s and PKS-a.

Has been changed to:
1mL Device Cohort

For the 1mL device cohort, 2 Fwe-different Safety Sets (SS) will be generated (1 foir€ach
device type): the bimekizumab-SS-1mL Safety Set (SS-s) and the bimekizumab-At-1mL-Nafety
Set (SS-a). Each SS will consist of all subjects in the study who receive at least-! dose@f
bimekizumab by the indicated self-injection investigational device. Safety *zariablesCwill be
analyzed using the SS-s and SS-a.

Two different Full Analysis Sets (FASs) will be generated (1 for eaclidevicestype): the
bimekizumab-SS-1mL Full Analysis Set (FAS-s) and the bimekizumab-Al-I'mL Full Analysis
Set (FAS-a). Each FAS will consist of all subjects in.the SS-s.08,SS-amilio self-inject at least

1 dose of bimekizumab using the given device and who hawz an asséssment of self-injection. All
self-injection related endpoints will be analyzed using the FAS-said FAS-a.

FweFor the PK analyses, 2 different Pharmacokingiic’Per £rotocol Sets (PKSPK-PPS) will be
generated (1 for each device type): the bitnekizuiiab-SS-imL PKSAPKSPK-PPS (PK-PPS-s)
and the bimekizumab-Al-1mL PKSAEKES PK<EPS (PR:-PPS-a). Each PKSPK-PPS will consist
of all subjects who receive the same, vimekizumab adsiinistration (frequency and dose) in the
PS0014 feeder studies as in thé DVO002 substudy and who have at least 1 evaluable PK
assessment in the DV0002 substudy witiiout ittportant protocol deviations that would affect
the concentration. Pharmacokinetivariables will be analyzed using the PKS-PK-PPS-s and
PKSPK-PPS-a.

All PK assessments after. baselinerzssessments from feeder study will be considered for the
requirement of at least(Ieévaluable PK assessment.

2mL Device Cohcri

For the 2mL de%ite cohart, the same analysis sets will be generated.
Change #36

Section{14.3 Plained analyses of outcome variables

All {tatisticaianalyses will be descriptive in nature. No inferential statistical analyses are
piaiined.

Has been changed to:

All statistical analyses will be descriptive in nature. No inferential statistical analyses are
planned.

All analyses will be performed separately for the 1ImL device cohort and for the 2mL
device cohort. Once subjects in the ImL device cohort complete DV0002, a final analysis
will be performed for that cohort, and a clinical study report will be prepared. A separate
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final analysis will be performed for the 2mL device cohort once all data have been collected
and will be reported separately from the initial clinical study report.

Change #37
Section 14.3.1  Analysis of the primary outcome variable, paragraph 1

The primary outcome variable is the percentage of all subjects able to self-administer safe and
effective injections using the given device presentation at Week 8. Safe and effective self-
injection will be evaluated by the study personnel as defined in in Section 4.1.1.

Has been changed to:

The primary outcome variable is the percentage of all subjects able to self-adminisier safeland
effective injections using the given device presentation at DV0002 Week 8 (8.yveeks airer
training). Safe and effective self-injection will be evaluated by the study peisonnelas defined in
in Section 4.1.1.

Change #38
Section 14.4 Planned pharmacokinetic analyses

The statistical analyses of the PK data will be des¢tiptive in nature aiid-will be summarized using
the relevant device-specific population (PKS-s©rPKS-a). Data will'be analyzed overall for each
device by injection type (self-administered ot study personnelradministered), by injection site
(abdomen or thigh), and by BMI category. Three BMI categaries will be defined based on
tertiles derived from subjects’ Baseline BVl valtcs.

To allow for an analysis of PK trough/ievels.for biniekizumab administration via self-injection or
via study personnel administratiotpre-doze"PK gataples will be taken throughout the DV0002
substudy. For the Q4W dose regimen,. Rk trongiplevels will be determined based on pre-dose PK
sampling at Baseline and Week 8 fax e sty personnel administration and at Week 4 and
Week 12 for the self-administratien trough“levels, respectively. For the Q8W dose regimen, PK
trough levels will be determined’based or) pre-dose PK sampling at Baseline for the study
personnel administration and'at Week 8 and Week 16 for the self-administration trough levels,
respectively. For the analysis of PK trough levels by injection site (abdomen or thigh) and by
BMI category (by tertile), oniy self-administration PK trough levels will be used.

Has been changed to:

The statistical analyses.of the PK data will be descriptive in nature and will be summarized using
the relevani-devicé-specific population (PKSPK-PPS-s or PKSPK-PPS-a). Data will be
analyzed.overaiiyfor each device by injection type (self-administered or study
persornel-administered), by injection site (abdomen or thigh), and by BMI category. Three BMI
caregories will be defined based on tertiles derived from subjects’ Baseline BMI values within
the device-specific population (PK-PPS-s or PK-PPS-a).

To allow for an analysis of PK trough levels for bimekizumab administration via self-injection or
via study personnel administration, pre-dose PK samples will be taken throughout the DV0002
substudy. For the Q4W dose regimen, PK trough levels will be determined based on pre-dose PK
sampling at DV0002 Baseline and Week 8 for the study personnel administration and at DV0002
Week 4 and Week 12 for the self-administration trough levels, respectively. For the Q8W dose
regimen, PK trough levels will be determined based on pre-dose PK sampling at DV0002
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Baseline for the study personnel administration and at 8 weeks after training (DV0002 Week 8)
and DV0002 Week 16 for the self-administration trough levels, respectively. For the analysis of
PK trough levels by injection site (abdomen or thigh) and by BMI category (by tertile), only
self-administration PK trough levels will be used.

Change #39
Section 14.9 Planned interim analysis and data monitoring

The final DV0002 substudy analysis and clinical study report will be prepared once all datahave
been collected. No Data Monitoring Committee will be established for this study.

Has been changed to:

Fhe-final DV0002-substady No interim analysis and-ehnteal is planned for the DV0C&2study

repoert-will-be-prepared-onece-all- data-have been-colleeted. No Data Monitoiifig Cominittee will be
established for this study.

The subjects of DV0002 are ongoing subjects of PS0014. Data cut'»if fortpe 1mL final
analysis will be last subject last Week 16 visit in DV0002 in the\lmL céyice cohort. Data cut
off for the 2mL final analysis will be last subject last Week-16 visit-1:-DV0002 in the 2mL
device cohort. Data cut off rules will be applie¢ for ongsing ADEsind ongoing
concomitant medication.

Change #40
Section 14.10 Determination of sample.size

This study will not be powered with¢espect-to dny éndpoint and sample size is based on practical
considerations. In order to mairitain/blinding’in the 2350014 feeder studies, DV0002 will recruit
subjects who were administerea‘bimekiziimab 820mg (Q4W or Q8W) and subjects who were
administered placebo or ustekinumakb in the*S0014 feeder studies. A total of 100 subjects

(50 subjects per device arm) are planned, for'PK trough level analyses, but these analyses can
only be performed on subjects'ho donot change their bimekizumab dose or dosing regimen

(ie, 320mg bimekizumab D4 W or Q8W) between the PS0014 feeder studies and in the DV0002
substudy. The DV0002-substudy.will therefore enroll approximately 200 subjects (to compensate
for subjects with binieXizumgaia dose changes) to ensure that 100 subjects are available for PK

trough analysis.

Subjects who-eiroll s thie DV0002 substudy will be randomly assigned to the
bimekizun@p-SS- 4rlk or the bimekizumab-Al-1mL device arms (each device arm will consist
of appreXximately. 100 subjects). Within each device arm, subjects will be divided into tertiles by
BMYJ; there wilibe approximately 33 subjects per tertile, which is expected to yield
apbnoximaftgly16 to 17 subjects per tertile who are evaluable for steady state trough PK level
analyses.

Has been changed to:

This study will not be powered with respect to any endpoint and sample size is based on practical
considerations.
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1mL Device Cohort

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

Subjects who enroll in the DV0002 substudy 1mL device cohort will be randamly assigned to
the bimekizumab-SS-1mL or the bimekizumab-Al-1mL device arms (each dovice arrn will
consist of approximately 100 subjects). Within each device arm, subjectsiii bedivided into
tertiles by BMI; there will be approximately 33 subjects per tertile, which'is expected to yield
approximately 16 to 17 subjects per tertile who are evaluable for steady statgtrough PK level
analyses.

2mL Device Cohort

Once the 1mL device cohort has finished eniolling, tiie. 2mL.device cohort will start
enrolling. Subjects who participated in the. LinL dé¢vice cokiort of DV0002 are not eligible to
enroll in the 2mL device cohort. For evalnation-afithe 2m& device, it is planned to enroll
approximately 100 subjects. All 1006.subjects'wili have been on a consistent bimekizumab
dose regimen for at least 16 weeks{and thus-all will be evaluable for the PK trough level
analyses.

Subjects who enroll in the DV0002sabstudy2mL device cohort will be randomly assigned
to the bimekizumab-SS-2mL or ¢ii¢ bimckizumab-AI-2mL device arms (each device arm
will consist of approximately 50 subjects). Within each device arm, subjects will be divided
into tertiles by BMI; therewiii be approximately 16 to 17 subjects per tertile who are
evaluable for steady statc.frough I’ level analyses.
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19 DECLARATION AND SIGNATURE OF INVESTIGATOR

I confirm that I have carefully read and understood this protocol and agree to conduct this
clinical study as outlined in this protocol, according to current Good Clinical Practice and local
laws and requirements.

I will ensure that all subinvestigators and other staff members read and understand all aspects of*
this protocol.

I have received and read all study-related information provided to me.

The objectives and content of this protocol as well as the results deriving from it wilkpe treated
confidentially and will not be made available to third parties without prior authoriZation by, UCB.

All rights of publication of the results reside with UCB, unless other agreements-Were @iade in a
separate contract.

Investigator:

Printed name Date/Signature
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20 SPONSOR DECLARATION

I confirm that I have carefully read and understand this protocol and agree to conduct this
clinical study as outlined in this protocol and according to current Good Clinical Practice.
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