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1 INTRODUCTION

The purpose of this statistical analysis plan (SAP) is to provide all information that is necessary
to perform the statistical analyses of the study TP0003, including the final analyses. It also
defines the summary tables, figures and listings (TFLs) to be included in the final Clinical Study:
Report (CSR) according to the protocol.

This SAP is based upon, and assumes familiarity with, the following documents:

Protocol Amendment 3: 03 Dec 2021 and all previous protocol versions
DMC Charter 2: 14 Jun 2021

At the time this SAP, that is based on Protocol Amendment 3, was written, the sporisor had
decided to terminate this study. No study participant was randomized under Eretecol
Amendment 3 and hence all analyses that are described in this SAP will be itin cap-¢afa from
study participants that were randomized according to previous versions\# the prefocol. These
study participants did all receive a starting dose of |Jjiil] cquivaléris rozangirkizumab and
continued dosing on a bi-weekly basis. None of the study participarts were switched to weekly
dosing prior to termination of the study.

If a future protocol amendment necessitates a sibstantial chdnge teytie statistical analysis of the
study data, this SAP may be amended accordingly. Thelcentent i this SAP is compatible with
the International Council for Harmonisatien (I€H)/Feed and-{)rug Administration (FDA) E9
Guidance documents.

UCB is the Sponsor and Parexel is ¢be,ContracoResearch Organization (CRO) for this study.

Note: The terms Investigationai Viedical Product{{}P) and study medication are used
interchangeably in this documerit.

2 PROTOCOL SUMMARY
2.1 Study objectives
2.1.1 Primary ghjective

To demonstrate the cfitiical eificacy of rozanolixizumab in maintenance treatment in study
participants with pumary fP.

2.1.2 Secondary objective

To assess-tite safety sand tolerability of rozanolixizumab

2.13 Eixploratory objectives

& {0 evaldate the clinical efficacy as measured by the ITP bleeding score

e To assess the effect of rozanolixizumab on health-related quality of life (HRQoL)
e To assess hospitalizations due to ITP

e To assess the effect of rozanolixizumab on patient reported outcomes (PROs)

e To assess the pharmacokinetics of rozanolixizumab administered by subcutaneous (sc)
infusion
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e To evaluate the incidence and emergence of antidrug antibodies (ADAs) of rozanolixizumab
e To assess the pharmacodynamic (PD) effects of rozanolixizumab
e To assess the influence of rozanolixizumab treatment on vaccination titers

e To assess the effect of rozanolixizumab on response to vaccination in study participants wheo
received COVID-19 vaccine

2.2 Study endpoints
2.2.1 Efficacy endpoints
2.2.1.1 Primary efficacy endpoint

Durable Clinically Meaningful Platelet Response of >50x10%/L for at least,8.cut of Lxweeks
during the last 12 weeks (Week 13 to 25)

2.2.1.2 Secondary efficacy endpoints

e Cumulative number of weeks with Clinically Meaningful Plaielet Reshonse of >50x10%/L
over the 24-week treatment period

e Time to first Clinically Meaningful Platelet/Kesponse 0£>50x40°/L: time from starting
treatment to achievement of first respons¢ of =50x10"/L
e Clinically Meaningful Platelet Respohse of >50x40°/L.by-Day 8

e Response defined as platelet count »30x16G%/L and-arleast a 2-fold increase of the Baseline
count confirmed on at least 2.s¢parate d@cvasions.at two adjacent nominal visits at least 7 days
apart, and absence of bleedirg by visit*”

e Time to first rescue therapy

e Change from Baseline to WeeK 25 i\ I'TP Patient Assessment Questionnaire (ITP-PAQ)
Symptoms Score

Notes:

* Absence of bleeding indicated by Grade 0 for all domains of the skin, mucosae, and organs
(SMOG), or a Skin‘“Grade(of 0 or 1.

®Nominal vigits“are oi-site visits where ITP bleeding scale assessment is performed.
2.2.1.3 Other efficacy endpoints

e DBuration©t¥irst Clinically Meaningful Platelet Response of >50x10°/L: measured from
achievenient of first Response to loss of Response (loss of Response defined as platelet count
<50x10°/L)

e Time to first Response: time from starting treatment to achievement of Response
e Usage of rescue therapy (Yes/No) by visit

e Complete Response (platelet count): defined as platelet count >100x10°/L confirmed on at
least 2 separate occasions at two adjacent nominal visits at least 7 days apart, and absence of
bleeding by visit
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e Cumulative number of weeks over the planned 24-Week treatment period with platelet
counts of >100x10°/L

e Cumulative number of weeks over the planned 24-Week treatment period with platelet
counts >30x10%L and at least doubling from Baseline

e Mean change from Baseline in platelet count by visit

e Clinically Meaningful Platelet Response of >50x10%/L, for at least 4 out of 6 weeks duiing
the last 6 weeks (Week 19 to 25)

e Clinically Meaningful Platelet Response of >50x10°/L, for at least 6 out of 8 weeKs during
the last 8 weeks (Week 17 to 25)

2.2.14 Exploratory endpoints
e [TP-specific Bleeding Assessment Tool (ITP-BAT) bleeding evenfs.and severity by visit

¢ Change from Baseline in European Quality of Life-5 Dimensiqn.$' Levels{EQ-5D-5L) item
responses

e Change from Baseline in Short form 36-item {S7-36) dstaain and ‘composite scores

¢ Change from Baseline in the ITP-PAQ V- dornain Sceres

e Number and length of hospitalizations

e Change from Baseline in FATIGIJE-PRO Physical #atigue Score by visit

e Change from Baseline in Patieni Globa! JmpresSign of Severity (PGI-S)

e Patient Global Impression of Change' (PGIHC) at all available post-baseline assessments
e Plasma concentration of rozanglixizuniib

e ADAs at each scheduled asséssment

2.2.14.1 Exploratsry phairmacodynamic endpoint:

e Total serum IgG{absolute, vaiue) and change from Baseline (absolute values and percentage)
in serum IgG and in sexunt IgG subclass concentration at each scheduled assessment

e Absolute values and ehange from Baseline (absolute values and percentage) in serum
immunQgiobuliri Concentrations (IgA, IgE, IgM) at each scheduled assessment

2.2.1.4:2 Qihier exploratory endpoints

e ~Percent shiange from Baseline in vaccination titers against Streptococcus pneumoniae,
Neisseria meningitidis, and Haemophilus influenzae in splenectomized study participants

e Percent change from Baseline in vaccination titers against tetanus in all study participants
e Change in biomarkers of COVID-19 vaccine response over time

2.2.2 Safety endpoints

Secondary Safety Endpoints:
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e Occurrence of treatment-emergent adverse events (TEAEs)

e Occurrence of TEAEs leading to withdrawal of investigational medicinal product (IMP) (ie,
study discontinuation)

2.2.21 Other safety endpoints

e Occurrence of serious TEAEs

e Occurrence of treatment related TEAEs

e Occurrence of adverse events of special monitoring (AESM)
23 Study design and conduct

This is a Phase 3, multicenter, double-blind, randomized, placebo-controlled.study with
rozanolixizumab in study participants with persistent or chronic primary, {AP defiqaed as more
than 3 months, or 12 months of duration, respectively, since diagnosis:

The study participants will be male and female adults with persistent or chronic primary ITP, a
platelet count measurement at Screening and at Baseline with ah average.bf the two <30x10°/L
(no single count may be >35x10°/L) and a documgiited histoiy of low iatelet count prior to
Screening.

The primary objective of TP0003 is to evaluate’the clinical efficacy of rozanolixizumab as a
maintenance treatment in participants with persisténtor chrotiic primary ITP.

The study will assess whether multipie'sC infusipns oftozanolixizumab will result in a durable
Clinically Meaningful Platelet count ihcrease of >50x10%/L, for at least 8 out of 12 weeks during
the last 12 weeks of the Treatriient Perisd (Week'13 to 25). On Day 1 (Baseline Visit), study
participants will be randomized 2:1 t¢’seceive‘afixed-unit dose of rozanolixizumab || N
I o placebo QW until Week-24, with'randomization stratified by the degree of
thrombocytopenia (platelet count < or >15x10°/L) and history of splenectomy (yes or no). The
last assessments prior to thé'Si-U Visit will be done at Week 25. Study participants will be
observed during the 8-week-SFU>Petiod after the final administered dose.

Note: As all study paiticipants €or the analysis were enrolled under previous protocol versions,
they were randomized to receive a fixed-unit starting dose of rozanolixizumab | N
I or plrcebo. Foilowing the initial dose, study participants were receiving a fixed unit

dose P NIENZ N3l 10zanolixizumab or placebo Q2W until Week 23.

The totai'miaxinuinr'study duration per study participant is up to 35 weeks, including a Screening
Peried.(up to-4wweeks), a Dose Adaptation Period (12 weeks), a Maintenance Period (12 weeks)
andan SFWPeriod (8 weeks after final dose administered). Splenectomized participants will be
redquired to attend a Prolonged Screening Period prior to the Screening Visit in order to receive,
if applicable, the required vaccinations, which will extend the total study duration by up to 20
weeks.

The eligibility of study participants to participate in the study will be determined during the
Screening Period. Once eligibility is confirmed, the study participants will come to the site on
Day 1 (Baseline Visit) and receive a single fixed-unit dose of rozanolixizumab or placebo
administered sc (based on randomization).
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Rozanolixizumab or placebo will be administered as a sc infusion with an infusion pump at a
. |

. A fixed-unit dose across different body weight tiers, as
presented in Table 1-2 in the study protocol will be applied.

.

The placebo arm will use 0.9% sodium chloride aqueous solution (physiological saline,
preservative-free) for sc administration, matching the volumes of the rozanolixizumat: arm.
Dosing will be followed by a series of postdose study assessments on Day 1 throughDay d 69,
with a subsequent SFU Period through Day 218. On dosing days, for the first 2. weeks, a@3tiour
post-dose observation will be in place. Assuming the first 2 doses were well t0i¢tated; ér dosing
days in Week 3, 4, and 5, a 1-hour post dose observation will be in place. Assumingthe first 5
doses were well tolerated, on subsequent weeks, a 15-minute post-doséwsbservation will be in
place. However, if the dose needs to be decreased due to a TEAE(s) ©idosenceds to be
increased, post dose observation will be extended to 1 hour after the end af ynifusion for the next
2 infusions. The post-dose observation time frame mey be exterided atttie'discretion of the
investigator. These recommendations are applicakile for dogitig at site'and at home. Approval
from the investigator and sponsor is required piio1) to thesstart of harne dosing.

Note: All study participants for the analysis Gescribecin this-SAP were enrolled under previous
protocol versions and randomized to bi-weely ddsitig. SFUJ Period was until Day 211. For the
first three infusions, they were expected £0 stay at'the study site for 4 hours after the end of
infusion, and 2 hours after the IMPunfusionfot the remaining visits until W23. If needed,
observation time at site could ke)exiended {or eacinstudy participant.

In exceptional circumstances (eg, patdemic, hetficanes, etc) where study-specific investigations
may not be conducted according t6,study protocol, contingency measures will be in place (see
Section 8 in the study protocol-for details).

Approximately 150 studypariicipanits-were planned to be screened at approximately 70 sites
from North America, Enrope and Asia to achieve the targeted number of approximately 60
evaluable study partiCivants ratidomized to weekly dosing.

Note: Due to a sfrategic.qecision, the study was stopped early after 33 participants were
randomized te.bi-weeXiy-dosing per previous protocol versions. Thus, no participants were
randomize@t0 weekly dosing in the study per Protocol Amendment 3.

All study: participants completing the Treatment Period (with or without the need for rescue
therapy) andfilliilling the OLE study (TP0004) eligibility criteria will be allowed to enroll into
48004,

If study participants require rescue therapy during the Treatment Period (Week 1 to Week 25),
they were allowed to receive commercially available rescue therapy (Section 6.4.3 in the study
protocol).

An external IDMC was established to review the safety data at predefined intervals and ad hoc as
needed, should emerging safety concerns arise during the study. The first IDMC meeting for the
review of safety data was planned to occur after approximately 15 participants had received 3
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doses of IMP in TP0003 or TP0006. The study was to be put on hold if any of the following
occurred:

e The IDMC judges it necessary for medical or safety reasons and

e The sponsor or its designee judges it necessary for medical, safety, regulatory, or any other
reasons consistent with applicable laws, regulations and Good Clinical Practice.

e Three study participants experience any SAE of same type within the first 15 study
participants who have received 3 doses of IMP across TP0003 and TP0006, unless\i¢"SAE
is clearly unrelated to the study drug. After Protocol Amendment 3, this rule ne letiger
applied.

— For US and Canada only: Three study participants experience any SAE within {é@/first 15
study participants who have received at least one dose of IMP across £P0003 2t TP0006,
unless the SAE is clearly unrelated to the study drug.

The IDMC has the possibility to unblind the data. Details of the IDM< composition, processes,
and responsibilities will be documented in the IDMC charter. It is\intended-to have one IDMC
for both of the pivotal studies (TP0003 and TPO0OA); yhere the data il be presented unpooled,
ie, data from each study will be reviewed separateiv. Key sajety dasasmay be pooled at the
discretion of the IDMC for protection of all study“participants ifwarranted.

Based on feedback from the IDMC, weekiy dosing ‘vas suggested and it was implemented in
protocol amendment 3. Study participanis being treated with the bi-weekly dosing regimen
would switch to the weekly dosing €egiifien ofice protocel amendment 3 was approved at the
respective study site.

Note: No study participants were actually switclied to weekly dosing or started on weekly dosing
prior to the termination of the study:

Additionally, a Safety Signal Detection. Team performed rozanolixizumab program-wide
aggregated safety data reviewy at precefined intervals.

2.4 Determination 0i sample size

Following Protocol. Amendnignt 3, the sample size calculation was amended to reflect the
primary objectiv¢ ¢f assesgsing the treatment effect on participants who were randomized to
weekly infusians. Tosaeiieve the study objectives within the sample size cap of the original 2-
stage adaptive design.rthe futility assessment and option for a sample size re-assessment were no
longer consideredvand the sample size calculation was amended as appropriate for a fixed
paralleDgroun-design.

Thewoserved durable platelet response rates (platelet count >50%10°/L during 6 or more of the
1ast 8 weeks of treatment), from Kuter et al (2008) in splenectomized participants were 38%
(16/42) on active and 0% (0/21) on placebo. In non-splenectomized participants the rates were
61% (25/41) and 5% (1/21), respectively.

Using the true response rate of 0.45 versus 0.05, a sample size of 60 participants randomized in a
2:1 ratio (ie, n=40 on rozanolixizumab and n=20 on placebo) receiving weekly infusions would
provide >90% power to detect a statistically significant difference between treatment groups
using Fisher’s Exact Test at an alpha level of 0.025 (1-sided).
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By definition participants who dropout of the study are determined as nonresponders and are

incorporated in the overall response rate. If the number of dropouts is greater than anticipated by

10%, the impact on the rozanalixizumab response rate would mean that it would drop to a
response rate of 0.4. In such cases, the study would still achieve >80% power if the overall
response rate on placebo remains at 0.05.

If the response rate on placebo was 0.1 rather than the anticipated 0.05, the rozanolixizumab-ai¢

would need to be >0.45 to achieve 80% and >0.5 to achieve 90% power. Table 2-1 providés
power estimates for a fixed study design of n=60 participants in a 2:1 randomization rafia:

Table 2-1:  Expected sample size
Placebo Response Rate of 0.05 Placebo Response Raty of 0¥
Scenario N I

RLZ Placebo Power? RLZ Placobo | Power?
1 0.30 0.05 56% 0.30 0.10 I 32%
2 0.35 0.05 73% 0.35 0.6 48%
3 0.40 0.05 85% 0.40 010 63%
4 0.45 0.05 93% i) 0.45 0.10 77%

A -+

5 0.50 0.05 97% .50 0.10 87%
6 0.55 0.05 A% 0.55 0.10 93%

? Power for a Parallel Group Desigixwith N=6§ in 4.2:) randomization test computed with

Fisher’s exact test using NQuery, Aavisor<;o.

Note: Due to sponsor decision, the stgdy was'siepped early after 33 study participants were
randomized to bi-weekly dosing p<icbrevieus protocol versions. Thus, no study participants were
randomized to weekly dosing in thi¢ study per Protocol Amendment 3 and all analyses will be
conducted on the first 33 study participancs who had bi-weekly dosing.

3 DATA ANALYSIS CONSIDERATIONS
3.1

Statistical analysis’and gerieration of tables, figures, participant data listings, and statistical
output will b& perforsied using SAS® Version 9.4 or higher (SAS Institute, Cary, NC, USA).

Gencral presentation of summaries and analyses

All tableé and lisitags will use Courier New font size 9.

Descriptive statistics will be displayed to provide an overview of the study results. For
¢confinuous &ariables, descriptive statistics will include number of participants with available
nicasurements (n), mean, standard deviation (SD), the median, minimum, and maximum.

For categorical variables, the number and percentage of participants in each category will be
presented. Unless otherwise noted, the denominator for percentages will be based on the number
of participants included in the respective analysis set. Participants with missing data can
generally be accounted for using the following approaches:
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e For summaries of demographics and Baseline characteristics: summarize percentages based
on all participants in the analysis set and include a “Missing” category (corresponding to
participants with missing data for the variable being summarized) as the last row in the list of
categories being summarized.

e For summaries of efficacy and safety variables, unless otherwise specified: summarize
percentages based only on those participants with observed data for the variable being
summarized. As the denominator may be different from the number of participants in-tte
analysis set being considered, the denominator should be displayed in the table. Tk general
format for displaying this will be “n/Nsub (%).”

Unless otherwise noted, all percentages will be displayed to one decimal place.-No perceniage
will be displayed for zero counts, and no decimal will be presented when thebereentageis 100%.

For the purpose of the tabulations the lower and upper confidence limits, a7 the pereentages will
be truncated at 0 and 100% respectively.

For PK concentrations, summary statistics will include geometric{tacan, g€aometric coefficient of
variation (CV), 95% confidence intervals (Cls) for geéometric mean, arithrnetic mean, SD,
median, minimum, and maximum. All summaries/of PK vastables wiil e based on the observed
values. No imputation will be used.

Decimal places for descriptive statistics will always-aeply the.following rules:

e “n” will be an integer

e Mean, SD, and median will use.éne additional decirnal place compared to the original data
e CV [%] will be presented with one &Gecimal piace

e Minimum and maximum will haw¢’the same number of decimal places as the original value.

If no participants have data at a;given time point, for example, then only n=0 will be presented.
However, if n<3, present the(n, ministiuin’and maximum only. If n=3, n, mean, median,
minimum and maximum-will be resented only. The other descriptive statistics will be left blank.

Derived variables ingeneral 2!l display the mean, SD and median to 1 more decimal place than
the variables used izithe derivation. If the number of decimal places reported in the raw data is
varied, then use ¢ither tli¢)yinaximum raw number of reported decimal places or 3, whichever is
the lowest, at & guids.ier the descriptive statistics.

3.2 Cereral study level definitions
3.2.1 Analysis time points

Al data will be analyzed based on the visits identified per the Schedule of Activities in the
protocol.

Note: As no study participants were randomized under Protocol Amendment 3 the visit schedule
and associated activities relate to those of earlier protocol versions.

Mapping to visit windows will not be applied. For Early Withdrawal visits refer to Section 3.2.3.
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3.2.11 Relative day

Relative day for an event will be derived with the date of the first sc infusion of study drug as
reference.

Relative days for an event of measurement occurring before the date of first sc infusion will be
prefixed with '-' and are calculated as follows:

Relative Day = [(Event Date — Date of First Infusion)]

The relative day for an event or measurement occurring on or after the reference date:to, the date
of the last infusion is calculated as follows:

Relative Day = [(Event Date - Date of First Infusion) + 1]

For events or measurements occurring after the date of the last sc infusion.«elative Gay will be
prefixed with ‘+’ in the data listings and will be calculated as follows:

Relative Day = [(Event Date — Date of Last Infusion)]

There is no relative Day 0. Relative day is not calculated for pastial dates\ii cases where relative
day is shown in a participant data listing. In such cases, relative day should be presented as ‘- -’
in the participant data listings.

3.2.2 Study periods
The following study periods are defined.rar/this tiqal:

e Prolonged Screening Period: spieagctomizéil partiCipants will be required to attend a
Prolonged Period prior to thexScreening Visit férthe assessment of vaccination titers and to
receive, if applicable, the required vaccinations, which will extend the total study duration by
up to 20 weeks.

e Screening Period (up to 4 weclks): Starts’at the time of the informed consent date and ends
the day before the first desé¢-admirdistration of study drug (i.e. generally the day before Day 1
visit date).

Note: after signing'the ICE(Spienectomized participants will go first through the Prolonged
Screening Perigaand therto the Screening Period, while the non-splenectomized will go
directly to thé Screening Period.

e Dose AdantationPeriod (12 weeks): Starts on the day of the first dose administration of
study(drdg (Daw 1) and ends after the Week 13 visit assessments.

o Mamtenance Period (12 weeks): Starts on the day after the 12-week Dose Adaptation Period
{Week I3 )and ends after the Week 25 visit assessments (or at the Early Withdrawal (EW)
Visit for study participants withdrawn from the study before Week 25 visit).

e Treatment Period: Starts on the day of the first dose administration of study drug (Day 1) and
ends after the Week 25 visit assessments (or at the EW Visit for study participants withdrawn
from the study before Week 25 visit). It is the combination of the Dose Adaptation Period
and the Maintenance Period.

e Safety Follow-up Period (SFU): Starts with last dose administered and ends 8 weeks after
final dose administered.
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A study participant is considered to have completed the study if he/she has completed all phases
of the study including the SFU Period or has successfully been enrolled (completed Visit 1 in
TP0004) into TP0004 at Week 25.

A study participant will be said to have completed the SFU period if she/he had completed the
last scheduled visit in the SFU period.

Study participants will have an EOS Visit performed 8 weeks after the final dose of IMP (unless
they are enrolling in TP0004 at Week 25), or upon discontinuation of the study.

3.2.3 Mapping of assessments performed at Early Withdrawal Visit

Early Withdrawal assessments will be assigned to the next scheduled site visit (foliowingttie last
scheduled visit that the participant completed prior to EW) where each assesgmeit is gizaluated
as per protocol. This approach means that there is a chance that EW data wilj*be mdwped to
different visits according to the schedule of assessments.

3.24 Dosing Regimen

Because no participants in TP0003 were randomized or treated under Protcol Amendment 3.0,
analysis by dosing regimen will not be performed

3.3 Definition of Baseline value¢

Baseline will be the last available pre-dose vaiae prioto the first infusion of study drug in the
Treatment Period, or if missing, the Screening vaiue. Scheéduled or unscheduled measurements
can be used as the Baseline value. [farninschediiied méasurement occurs after the planned
baseline measurement time point bat'befor¢ dosings-then the unscheduled measurement will be
used.

34 Protocol deviatiors

Important protocol deviations are ‘d@eviations from the protocol which potentially could have a
meaningful impact on study.coiduct éron the primary efficacy, key safety, or PK/PD outcomes
(if applicable) for an individual participant. The criteria for identifying important protocol
deviations will be defirred-withinthe appropriate protocol-specific document. Important protocol
deviations will be retziewed dg)part of the ongoing data cleaning process and data evaluation. All
important protocol deviations will be identified and documented prior to unblinding to confirm
exclusion fronithe Pharimacokinetic Per-Protocol Set analysis set.

3.5 Analysis sets

3.5.1 Earolled Set (ES)

Allstudy paruicipants who have signed the informed consent.
3.5.2 Randomized Set (RS)

The RS will include all enrolled study participants who were randomized. This is equivalent to
the Intent-to-Treat Set.
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3.5.3 Safety Set (SS)

The SS will include all randomized study participants who received at least one dose of IMP
(partial or full). Analysis of this set will be according to the treatment the participants received
and will be used for the demographic and safety analyses.

3.5.4 Full Analysis Set (FAS)

The FAS consists of all randomized study participants who have received at least one suffiient
sc infusion of IMP, have a valid Baseline, and at least 1 valid post-Baseline platelet ceunt
measurement during Weeks 13-25.

Note: Due to the early termination of the study and changes to the analysis, the Full’ Analysis Set
will not be included in the analysis and the clinical study report.

3.5.5 Pharmacodynamic Per-Protocol Set (PD-PPS)

The PD-PPS is a subset of the SS, consisting of those study participasts who lad no important
protocol deviations potentially affecting the serum concentration ef total Igts, as confirmed
during a pre-analysis review of the data prior to database lock. Rrotocoldeviations may not
necessarily lead to total exclusion of a participant fyom: the POSPPS butmay lead to exclusion of

specific data.

Note: Due to the early termination of the study hnd ckanges tothe analysis, the PD-PPS will not
be included in the analysis and the clinical study repert.

3.5.6 Pharmacokinetic Pez-Protocsl.Set (PK-PPS)

The PK-PPS is a subset of the SS, cbnsisiitig/of thése study participants who received at least

1 dose (as described above), had at leagt\ vali¢-"X measurement and no important protocol
deviations affecting the PK variable, '@ confirted during a pre-analysis review of the data prior
to database lock.

3.6 Treatment.assignméitand treatment groups

If after unblinding it is deigrmined that participants at any time received incorrect treatment from
their randomized assiganrnent, then for safety analyses these participants will be reallocated to the
appropriate treatmgnt-group. Eor example, if participants randomized to placebo received
rozanolixizumaby.then for the safety analyses, these participants will be reallocated to
rozanolixizutfiab.

Participaqis tandemized to rozanolixizumab will only be reallocated to the placebo treatment
group.1i.they never received rozanolixizumab.

Efticacy date will be summarized by randomized treatment group as shown below:
e Placebo
e RLZ

Safety data will also be summarized based on the two groups and dose will not be shown in the
header. Dose will be captured in the listings.

Confidential Page 20 of 85



UCB 16Aug2022
Statistical Analysis Plan Rozanolixizumab TP0003

3.7 Center pooling strategy

It is planned to recruit participants in North America, Europe, and Asia in this study, with
possible extension to other regions and countries. The data from all sites will be pooled for
analysis purposes.

3.8 Coding dictionaries

Adverse events (AEs) will be coded using version 24.0 or later of the Medical Dictionary-{far
Regulatory Activities (MedDRA®).

Medications will be coded according to version Mar 2021 or later of the World Heaith
Organization Drug Dictionary (WHODD). Medical procedures will not be coded.

3.9 Changes to protocol-defined analyses
(1) Analysis sets

(1.2) The FAS was removed from analysis
(1.3) The PD-PPS was removed from analysis

(2) Added COVID-19 as an intercurrent event to aij eridpoinis

(3) Note: The study was terminated early after 33 participants weke-randomized to bi-weekly
infusions per Protocol Amendment 2; no participants were raridomized to weekly infusions in the
study per Protocol Amendment 3.

(4) No formal statistical analyses ofetiicacy efigpoints.were conducted. Only the primary and
secondary efficacy endpoints were suinmarized degertptively and listed. Protocol-defined
analyses for efficacy endpointé are described belaw.

The primary efficacy analysis of the study wAsplanned to conduct a Stratified Cochran-Mantel-
Haenszel test statistic. Sensitivity, $upplen:ental and subgroup analyzes were planned to test the
robustness of the assumption, e seceticdary efficacy analyses were planned to conduct a
sequential hierarchical test prscedur@to protect the overall significance level for the multiplicity
of endpoints.

Primary and secondary: efficdcy endpoints listed below will be listed and summarized
descriptively forstitdy pasticipants randomized to bi-weekly dosing according to previous
protocol versions.

e Durabl&Clinieally Meaningful Platelet Response of >50x10°/L for at least 8 out of 12 weeks
during the last'12 weeks (Week 13 to 25)

e ~Cumulgitve number of weeks with Clinically Meaningful Platelet Response of >50x10%/L
over the 24-week treatment period (Week 1 to Week 25)

e Time to first Clinically Meaningful Platelet Response of >50x10°/L: time from starting
treatment to achievement of first response of >50x10°/L

e Clinically Meaningful Platelet Response of >50x10°/L by Day 8
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e Response defined as platelet count >30x10°/L and at least a 2-fold increase of the Baseline
count confirmed on at least 2 separate occasions at two adjacent nominal visits at least 7 days
apart, and absence of bleeding by visit

e Time to first rescue therapy

e Change from Baseline to Week 25 in ITP Patient Assessment Questionnaire (ITP-PAQ)
Symptoms Score

Other efficacy endpoints listed below will be listed and summarized descriptively as w&il.

e Cumulative number of weeks over the planned 24-Week treatment period with-platelet
counts >30x10%/L and at least doubling from Baseline

e Mean change from Baseline in platelet count by visit

The data collected for all other efficacy endpoints will be listed only.

(5) All sensitivity and supplemental analysis to the primary endpoint and to thsecondary
efficacy endpoints will not be performed

(6) Subgroup analyses to the primary efficacy analysis will nai-be perforined
(7) Analysis for the PMDA on the Japanese subset®©f participants il not be performed

(8) Change from baseline will not be calculated for the foliowing-endpoints. Only item responses
will be listed.

e Change from Baseline in European Quality i Life-5imension 5 Levels (EQ-5D-5L) item
responses

e Change from Baseline in Shgrttorm 36-1tem{ SF-36) domain and composite scores
e Change from Baseline in the ITP-2AQ Vil domain Scores
e Change from Baseline in FATXGUE+PKO Physical Fatigue Score by visit

e Change from Baseline in‘Patient {ilobal Impression of Severity (PGI-S)

(9) Percent change from‘Baseliné will not be calculated for the following endpoint. Titers will be
listed.

e Percent change®rom Baseline in vaccination titers against Streptococcus pneumoniae,
Neisseria ineningitidis, and Haemophilus influenzae in splenectomized study participants

(10) The falipwing-cdpoint will not be analyzed because no samples were collected:
e Change in bipmarkers of COVID-19 vaccine response over time

(1@ Changeytiom Baseline will not be calculated for the following safety endpoints. Only raw
data will be listed.

e Vital signs change from Baseline (blood pressure [BP], pulse rate, body temperature) at each
scheduled assessment during Treatment and SFU Periods

e 12-lead echocardiogram (ECG) change from Baseline at each scheduled ECG visit

e Laboratory change from Baseline (hematology including coagulation parameters, clinical
chemistry, and urinalysis) at each scheduled assessment during Treatment and SFU Periods
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e Change from Baseline in concentrations of total protein and albumin

e Change from Baseline in serum complement levels (C3 and C4) and plasma complement
levels (C3a and C5a) at each scheduled assessment during the study (for study participants
experiencing infusion reactions or hypersensitivity reactions)

e Absolute values and change from Baseline (absolute values and percentage) in serum
immunoglobulin concentrations (IgA, IgE, IgM) at each scheduled assessment

4 STATISTICAL/ANALYTICAL ISSUES

4.1 Adjustments for covariates/factors

No statistical analysis will be performed adjusting for covariates/factors.

4.2 Handling of dropouts or missing data

4.2.1 Handling missing data for the primary and secondaiy efficacy endpoints

Study participants who have not met the threshold for clinically nicaningfiiresponse will be
imputed as non-responders for the analysis. Missing flatelet data at any; vasit will be considered
"worst case" and set to zero ("no response") for tkat specifie, visit.

Missing data for ITP Patient Assessment Qugstionnaire( TP PAQ) mnstrument will not be
imputed.

Missing efficacy data encountered due towpermanent treatiiient discontinuation due to TEAES, or
the receipt of rescue therapy will belcetisiderdans int¢r¢urrent events. For the primary efficacy
analysis, patients with intercurrent ovents.wzil be considered as non-responders.

Missing data strategy for PRO related-ondpoints’will follow instructions indicated in each
instrument.

4.2.2 Missing Data due to COVID-19

Unless specified otherwise, study pazticipants who have visits impacted by COVID-19 for any
reason will be considered hon-reSponders at the corresponding visit, and missing platelet count
data due to COVID-}9'will be considered worst case and set to zero (“no response”) for that
particular visit.

4.2.3 Dates.and times

Partially and/compietely missing dates may be imputed for the following reasons:
e (lassification of Adverse events (AEs) as treatment-emergent

& \Classification of medications as past, prior, or concomitant

e Durations of AEs.

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

The following rules will be applied for partial start dates:
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e I[f only start month and year are specified and are not the same as month and year of first
dosing, then use the 1% of the month

e If only the month and year are specified and the month and year of first dosing is the same as
the month and year of the start date, then use the date of first dosing. If this results in an
imputed start date that is after the specified end date, then use the 1st of the start month, or
the date of screening if this is later (if the latter imputation results in an end date that is
earlier than the start date, then use the 1* of the month).

e Ifonly the year is specified, and the year of dosing is not the same as the year of firx¢ start date
then use January 01 of the year of the start date.

e Ifonly the year is specified, and the year of dosing is the same as the year-Gfithe stdri date,
then use the date of first dosing. If this results in an imputed start date that'is after,the
specified end date, then use January 01 of the year of the start date, o1¢he dato.0f screening if
this is later (if the latter imputation results in an end date that is eatli¢r thasi-the start date,
then use January 01).

e [If the start date is completely unknown, then use.the date offirst dosing. If this results in an
imputed start date that is after the specified eriddate, thonvuse Jahuary 01 of the year of the
end date, or the date of screening if this is latey (if thé latter iraputation results in an end date
that is earlier than the start date, then use\Jahuary O} ).

Any medication with a start date on theisst dositigidate, #zill be assumed to be concomitant.
The following rules will be applied®sy partiai’stop dates:

e If only the month and yeara@re specified, thenus¢ the last day of the month

e Ifonly the year is specified, then “ise Deceimber 31 of the known year

If the stop date is completely unkirown, do‘iot impute the stop date, except for ITP medications
where end date is missing and. ¢zigoingusiticked as “no”, which will be imputed as “Past”
medications.

Imputed AE dates wili{be used(far the calculation of duration of AEs as described in Table 4-1.

Table 4-1: Caleulation rules for duration of AEs

Data Ongevdate | Outcome Calculation rules
availability date

Completendata ~MAnalysis Analysis Duration = D2 — D1 + 1 day
| Start Date | End Date

(D) (D2)
hStart date -- D2 Duration =<D2 - D0 + 1 day
partially or Notes: DO = imputed dose start date per partial stop dates.
completely
missing
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Data Onset date | Outcome Calculation rules

availability date

End date D1 - If end date is completely missing, then:

partially or For ongoing AE

cqmpletely Duration > (Discharge day — D1) + 1 day or

missing

Duration > (Data cut-off day — D1) + 1 day
For resolved AE:

Duration < (Discharge day — D1) + 1 day. et

Duration < (Data cut-off day — D1) + day

Note: Where discharge refers to.the*date when the
participant rolls over TP0004;xirthe daté-of EOS visit
for study completers, or datz-ot discontinuation for
participants that were withdrawn.iiom the study.

If end daie is partially missing, then:
Durafien = D3 D1 + Lqay, where D3 is imputed end
date using partial stop.dates (see above).

For arly)AEs with known start date, if the end date is
missing; theldate of last contact will be used as the
discharge 'dzy.

For pasticipants still ongoing in the study at the time of
the(data cut-off, and for whom no discharge date is
available, the date of the data cut-off will be used instead
of the discharge date.
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Data Onset date | Outcome Calculation rules
availability date

Start and end -- - For ongoing AE:

date partially or Duration > (Discharge day — D0) + 1 day or
cqmpletely Duration > (Data cut-off day — D0) + 1 day
missing

For resolved AE:
Duration < (Discharge day — D0) + 1 day.ot
Duration < (Data cut-off day — D0) + ¥ day

For a participant in the SS, DO is\tlie\date qitirst
administration of IMP, and for, &¢reen failures, DO is the
date of the screening visit.

Note: Discharge refersé-the date of the end of study
visit or the date of discontineation from the study for
participants that-withdraw
For.any AEs withyknowzstart date if the end date is
missing, theddate of lasy contact will be used as the
discharge day.
For patisGipants stiil ongoing in the study at the time of
thedata cut-0ff;"and for whom no discharge date is
available, the'date of the data cut-off will be used instead
of the.discharge date.

4.3 Handling of repeatéd and Guischeduled measurements

All repeated and unscheduled measuremerits will be presented in the listings, where applicable.
The following general rules witapply-to'all repeated and unscheduled measurements:

e For repeated or unscheduled me&surements obtained prior to the first dose of IMP the latest
reliable value (whiCivmay bescheduled or unscheduled) will be used in the calculation of
descriptive statisics (ie, Noreening and/or Baseline)

e For repeated o1 unscheduled measurements obtained at the designated Baseline visit, the
latest reliable valkie.{which may be scheduled or unscheduled) will be defined as the Baseline
recoravtoccutred prior to the first dose of IMP

e [fany scheduled measurement obtained at any time point after the first dose of IMP is
missing/sascheduled measurements will not be used for any missing assessment.

e See Section 10.4 for the rules applied to ECG triplicate measurements.

4.4 Handling and definition of the Corticosteroid (CS) prednisone
equivalent dose

For the purposes of further analysis and tabulations, all corticosteroid doses (including both prior
and concomitant corticosteroids taken for any indication) will be converted to prednisone
equivalent doses. The conversion table for systemic corticosteroids is presented in Table 4-2.
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Systemic corticosteroids are those with a route of administration of oral, intravenous, or
intramuscular. All others (including topical, ocular, nasal, subcutaneous, intraarticular, etc.) will
be considered non-systemic steroids which will have a prednisone equivalent dose = Omg/day.

Budenoside is considered non-systemic even if taken orally and will always be assigned a
prednisone equivalent dose = Omg/day.

The prednisone equivalent dose will be included in the listing.

For example, if the total daily dose of triamcinolone is 8mg, the equivalent total daily-dese of
prednisone will be 10mg. If a new corticosteroid is reported that is not in Table 4-2, the
appropriate prednisone equivalent conversion will be determined and the predniscrie equivalent
dose will be included in a separate systemic corticosteroids concomitant medication listitig.

If medications are available in || | I v hich are not in table beraw, therthe dose
equivalent to Smg/day Prednisone will be provided by the physician foxthis newisystem CS and
the TFL footnote will be updated with this information for the newly identifi¢a’CS

Table 4-2:  Prednisone equivalent doses of systemic corticosteroids/steroids

Corticosteroids /Steroids Pose equivaient to
Smg/day Prednisone
Cortisone 25
Hydrocortisone 20
Deflazacort 6.5
Prednisone 5
Prednisolone 5
Methylprednisolone 4
Triamcinolone 4
Dexamethasone 0.75
Betamethasone ~ 0.6
Notes:

— All non-systemic cortitosteroids(inicluding topical, ocular, nasal, subcutaneous, intra articular, etc.) will be
assigned a prednisoiie equivaleis dose = 0 mg/day.
- ATC2 Term = "€@KTICQSTEROIDS FOR SYSTEMIC USE, jly"

4.5 interinanalysis and data monitoring
4.5.1 Data)Monitoring

An exteinal JRMC will be established to review the safety data at predefined intervals and ad
hac'as needed; should emerging safety concerns arise during the study. The IDMC will consist of
members independent from UCB. Study enrollment will not be halted during planned IDMC
review of the safety and efficacy data. The IDMC will have the possibility to unblind the data.
Details of the IDMC composition, processes, and responsibilities will be documented in the
IDMC charter. One IDMC is planned for both pivotal studies (TP0006 and TP0003), where the
safety data will be initially presented unpooled, ie, data from each study will be reviewed
separately. Key safety data may be pooled at the discretion of the IDMC for protection of all
study participants if warranted. The first IDMC meeting for the review of safety data is planned
to occur after approximately 15 participants have received 3 doses of IMP in TP0003. The
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intervals for planned IDMC meetings are included in the section 4.1.2.1 in the TP0003/TP0006
Independent Data Monitoring Committee Charter. The study will be put on hold if any of the
following occurs:

e The IDMC judges it necessary for medical or safety reasons and

e The sponsor or its designee judges it necessary for medical, safety, regulatory, or any other
reasons consistent with applicable laws, regulations and Good Clinical Practice.

e An ad hoc IDMC meeting for the review of safety data is planned to occur if one ¢f the
stopping rules is met:

— US & Canada Rule: Three participants experience any serious adverse-event (SAE)
within the first 15 study participants who have received at least one-dose-of [IMP-across
TP0003 and TP0006, unless the SAE is clearly unrelated to the study-drug:

— Rest of World Rule: Three participants experience an SAE of the sanie,type within the
first 15 study participants who have received 3 doses of IMP\across.TP0003 and TP0006,
unless the SAE is clearly unrelated to the study drug.

4.5.2 Interim analyses:

The interim analysis planned for this study uadesprevidus protoeal versions was removed from
Protocol Amendment #3.

4.6 Multicenter studies

This is a multicenter study howevér individual Center s'results will not be presented.

4.7 Multiple comparisons/multipiicity

As inferential statistical analyses williio loriger be performed this section is not applicable.
4.8 Use of an efficacy subset of participants

Subset analyses will no longer be pérformed.

4.9 Activescontreisiadies intended to show equivalence
Not applicable
4.10 EFxamination of subgroups

Subgroups.vill nolloriger be examined.

5 STUDY POPULATION CHARACTERISTICS
5at Subject disposition

The following outputs will be created.

Summaries:

— Reasons for screen failures (as collected on the Study Termination Screen Failure CRF
page) will be summarized using the ES for overall for all screened study participants who
failed to be randomized.
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5.2

Disposition of study participants screened will be summarized using the ES for overall,
by region and by site. In this summary, the site number, principal investigator name, first
subject in date, last subject out date, will be captured by randomized treatment, and by
each analysis set (ES, RS, SS, PK-PPS).

Disposition of Analysis Sets: summary of disposition of study participants by treatments
group, by analysis sets (ES, RS, SS, and PK-PPS) using the RS.

Disposition and Discontinuation Reasons, using the RS, will contain the numhér and
percentage of study participants who:

o Started study and started each study period (Dose Adaptation Peridd)
Maintenance Period and SFU Period)

o Completed the study and completed each study period study periad(Dose
Adaptation Period, Maintenance Period and SFU Period)

o Discontinued study and discontinued in each study pefiod (Dos¢ Adaptation
Period, Maintenance Period and SFU Period)

o Primary Reason for discontinuatior iprematuie study ieriination as collected in
the Study Termination CRF)

Discontinuation due to AEs, using the’RS tetabulate the total number of study
participants who discontinued the\stidy duejie AEs by treatment group, and the
categories: AE serious, fatal, .AFE non-fatal and ¢tiér (AE non-serious, fatal).

COVID-19 Disposition:« Disposition and dissontinuation reasons using the RS will
contain the number andwercentage of study participants who started, completed and
permanently discontinued Treéatment Feriod / Observation Period overall and by pre-, and
during the COVID-19 pandeniic basSed on the start, completed and discontinuation date
relative to the pandemic,cut-off-aate. The pandemic start date is March 20, 2020. The
discontinuation reasc¢niin eachneriod will also be summarized. Discontinuation due to
COVID-19 pandeniic wilkbelisted as sub-category under “Other” reason.

Protgeol deviations

Important Protocol deviations will be summarized by treatment group, using the RS to include
the number and\perceaidge of participants with:

No impsitant preiocol deviations

b. Aulbast onemportant protocol deviation and the

InclGsion criteria deviation

Exclusion criteria deviation
Withdrawal criteria deviation
Prohibited concomitant medication use
Incorrect treatment or dose

Treatment non-compliance
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— Procedural non-compliance
Number of Participants excluded from the PK-PPS (and all categories in item b above).

d. A summary of number and percentage of participants with an important protocol deviation
by relationship to COVID-19 and treatment group will be provided for the RS. Additionally,
the summary will be repeated by pre- and during the COVID-19 pandemic based on the
deviations start date relative to the pandemic cut-off date. The pandemic start date is March
20, 2020.

A by-study participant listing of important protocol deviations will be provided using.the RS.

Note: The criteria for exclusion of study participants and/or study data from the PiX-PPSwill be
defined in the Protocol Deviation Specification document.

6 DEMOGRAPHICS AND OTHER BASELINE
CHARACTERISTICS

Unless otherwise specified, all summaries will be based on the RS.
6.1 Demographics

Demographic variables will be summarized on(thg RS, by cdtegori¢s mentioned below using
descriptive statistics, by treatment group and overall.

Categories for continuous variables (inchidingm; meap. SD, Median, Min and Max):
e Age (years) - at the time of study etiiry.
e Weight (kg)

e Height (cm)
W Zight (kg)
(Height (m))?

e BMI (kg/m?) calculated as; BMI =
Categorical variables (using frequency counts and percentages):
o Age (18 -<65, 65 <385, >3 years)

o Age (<18, 1951265, >65 years)

e BMI (<25,25 to <39;>30 kg/m?)

o  Weight{<50kg, 50kg-<70 kg, 70-<100kg, >100kg)

e Gonder (Male, Female)

es~Race (American Indian or Alaska native, Asian, Black, Native Hawaiian or Other Pacific
Islander, White, Other/Mixed)

e Ethnicity (Hispanic or Latino, Not Hispanic or Latino)
e Region (North America, Europe, Asia [excluding Japan], Japan)
e Country

By-study participant listings of demographics will be provided.
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Childbearing potential will be listed for the RS.
6.2 Other Baseline characteristics
6.2.1 Baseline disease characteristics

Baseline disease variables will be summarized using the RS, using descriptive statistics by
treatment group and overall:

e Age at first ITP diagnosis (years)
e Time since first confirmed diagnosis of ITP (as collected in the eCRF)
e Splenectomy (Yes/No)
e IgGlevel (g/L) for
— Non-splenectomized participants
— Splenectomized participants
e Platelet count (x10%/L) (as collected in the eCRF)

e Degree of thrombocytopenia (platelet count <'et >15x1B7/L) (nsing data collected in the
eCRF)

e ITP Duration (persistent or chronic primary ITFas defined in Section 2.3)
e Total number of prior unique ITP ‘medications (contitious)
e Total number of prior ITP medigations ( Continyoiis)
e Number of prior unique ITF\medications (1;72"and >3)
e Concomitant use of TPO-RAs«€g, Elttarnbopag and/or Avatrombopag) (Yes/No)
Notes:
— Persistent or chronic primary-4 TP as defined in Section 2.3

— In addition, themnumbet\and percentages of study participants in each stratum for each
stratificatici)yfactor(spienectomy (yes/no), degree of thrombocytopenia (platelet count <
or >15x10%L).will‘be presented.

— Datawill be‘stmmarized using data captured or derived from eCRF.
— «uihe duration of ITP for chronic ITP participants will be computed in years and it will be

calculaied as follows:

Date of Screening - Date of Diagnosis
365.25
history eCRF page.

, where the date of diagnosis will be obtained from the ITP

— The duration of ITP — for persistent ITP participants will be computed in months and it
will be calculated as:
Date of Screening - Date of Diagnosis

30.5

history eCRF page.

, where the date of diagnosis will be obtained from the ITP
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Date of first diagnosis — Date of birth
365.25

— Age at diagnosis (years) will be calculated as:

— If the date of diagnosis is missing, the duration of disease and age at first diagnosis will
not be calculated. In the case of the day (of the date of first diagnosis) being missing, then
the day will be imputed with the last of the month. In the case day and month being
missing (for the date of first diagnosis), the date will be imputed with 31%' December.

Note: if the imputation results in an imputed diagnosis date that is after screening-Gate,
then the diagnosis date will be imputed to the screening date.

— The duration of ITP will be presented in the listings as follows:
o In years to 1 decimal place for chronic primary ITP participants
o In months (3-12) for persistent primary ITP participants

— Unique Prior ITP is derived as follows:
o To derive prior ITP medications, see Section 6.5

o To dfiti\{@ unigue: count all medications szith mm as one, cognt all
medication with | 2s one. for remaining privr 1TP medications count all
unique standardized medication names (CMBECOD)

6.2.2 Lifestyle

A listing for DILI CRFs (DILI patients oily) data.(alcokal-use and illicit drug use in the past six
months (yes/no)) will be created usingithe RS:

6.3 Previous and©ngoing medical history

Previous and ongoing medical histeryavill be sammarized by treatment group and overall system
organ class (SOC), high level greupterm (34GLT), high level term (HLT) and preferred term
(PT). Medical procedures are 116t coded:

Previous and ongoing medical history will be listed (separated) for the RS by treatment group
and will include the MeaBRA SO, high level group term (HGLT), high level term (HLT) and
PT.

6.4 Proceduse history and concomitant medical procedures
Procedure kistory an@,concomitant medical procedures will be listed using the RS.
6.5 Concomitant medications

Definitions:

Rast Medications: defined as any medications that started and stopped before first
administration of IMP.

This includes medications reported in the following eCRF pages:
- “ITP Treatment history”

“Prior and Concomitant Medications”, if end date before first IMP date
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“Prior and Concomitant Medications ITP Treatment”, if end date before first IMP
date.

Prior Medications: defined as any medications that started before the first administration of
IMP.

This includes medications reported in the following eCRF pages:
- “ITP Treatment History”,
- “Prior and Concomitant Medications”, if start date before first IMP date.

- “Prior and Concomitant Medications ITP Treatment”, if start date befof®, first 2MP
date.

Baseline Medications: defined as any medications that started prior to first. adminigfation of
IMP and stopped after the first administration of IMP (classified as prior é1d conoomitant
medications). This includes medications reported in the following eCK¥F pages:

“Prior and Concomitant Medications”, if start date before first AMP date and end date
after first IMP date or ongoing

“Prior and Concomitant Medications—iiP Treatiaent”, istart date before first IMP
date and end date after first IMP dato-or ongQtiig

Concomitant medications: defined as arly medicaiion that has been taken at least once after the
first administration of IMP.

This includes medications reported.ifiihe fellowing @ ERF pages:
“Prior and Conconiitant Megications>. 1t end date after first IMP date or ongoing

“Prior and Concomitantivaedications ITP Treatment”, if end date after first IMP date
or ongoing

Concomitant only medication: defiried as any medication that started after first administration
of IMP

This includes any-taedication reported in the following eCRF pages:
“Prior-ad Coricemitant Medications”, if start date after first IMP date
- “Pror and“Concomitant Medications ITP Treatment”, if start date after first IMP date

Table 6-1 velow semimarizes concomitant medication classification with details around
medicaion staft nand finish.
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Table 6-1: Concomitant Medications Classification

Medication Started Medication finished Classification

Before 1st Dose IMP Before 1st Dose IMP Past Medications

Before 1st Dose IMP Any time Prior Medications

Before 1st Dose IMP After 1st Dose IMP Baseline Medications (= prior aia )
concomitant)

Any time After 1st Dose IMP Concomitant )

After 1st Dose IMP After 1st Dose IMP Concomitant Only Tée?lica:ioﬁ;

All the categories mentioned above will be summarized separately£0='ITP saedications; Non-ITP
medications will be listed only (using the RS) to display the number and pezcentage of
participants in each category by treatment group, oveiall and/y Anatdrirical Therapeutic
Chemical classification (ATC) class, presenting-Aratomical Mainxcoup (ATC Level 1),
Pharmacological Subgroup (ATC level 3), apd preferred term.

Any medications with missing dates willoe handled gs desctibed in Section 4.2.2 in order to
classify them as prior and/or concomitarit,

Listings for ITP medications will be@lso praduced using the RS.
Notes:

e WHODD Mar2021 will be use¢:t6t ATE terms.

6.5.1 Assignment of medications to treatment period

e Treatment Period: The treatmefit period will include medications taken at least once
between the first adnitiistration of IMP on Day 1, up to the earliest of:

—  Week 25 (foi\participairts who roll over to TP0004)
— R af¢r thedast dose of IMP
— Thewzarly withidrawal visit.

e Safecty Folley=Up Period: A medication will be assigned to the Safety Follow Up Period if
it hids beenjtaken at least once from the day after the end of the Treatment Period up until the
EOS vidi.

6.6 Prohibited concomitant medications and rescue medication
6.6.1 Prohibited concomitant medication

All prohibited concomitant medication listed in section 6.4.2 in the protocol will be summarized
on the RS using the number and percentage of study participants who received prohibited
concomitant medication by ATC class, presenting ATC Level 1, ATC level 3, and PT, ordered
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alphabetically for the ATC class and in terms of decreasing frequency for PT within ATC class
by treatment group. In the event of ties, PT will be ordered alphabetically.

6.6.2 Rescue Therapy

All rescue therapies mentioned in section 6.4.3 in the protocol, identified if Rescue Medication i%
ticked as yes on CRF will be summarized using the RS.

The number and percentage of study participants who received rescue medication will be
displayed by ATC class, presenting ATC Level 1, ATC level 3, and PT (ordered alphabetically
for the ATC class and in terms of decreasing frequency for PT within ATC class by, ti¢atment
group. In the event of ties, PT will be ordered alphabetically).

7 MEASUREMENTS OF TREATMENT COMPLIANCE
Not applicable. The number of infusions will be recorded as detailed in S&ction i).1:
8 EFFICACY ANALYSES

All efficacy variables will be listed for all participants by treatment grougp-and visit, and analyses
performed using the RS unless specified otherwise.

8.1 Statistical analysis of the primary efficacy endpoint
8.1.1 Primary analysis of the primery efficacy erapoint
The primary efficacy endpoint will be atiaiyzed aceording-to the following estimands’ attributes:

(1) Treatment conditions: Placevd And rozanolixizumab (please refer to section 6 Study
treatments in the protoceitar/detaiis,

(2) Population: Adult Study Partigipants witii-Persistent or Chronic Primary Immune
Thrombocytopenia (ITP) whafulfill-the inclusion / exclusion criteria according to the
protocol.

(3) Endpoint: Durable Clinically;Meaningful Platelet Response of >50x10°/L, for at least 8
out of 12 weeks daiytig the'last 12 weeks (Week 13 to Week 25)

This endpointaiicludesitie platelet count recorded at Week 14 to Week 25 corresponding
to the respense achieved following dosing at Week 13 to Week 24)

(4) Intercuirent Evenis: see below.
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Table 8-1:  Intercurrent Events (ICE), Intercurrent Events Strategies (ICES) and
Missing data Strategies for the analysis of the primary endpoint

Intercurrent Events (ICE) ICE Strategy Missing data strategy
a) Use of Rescue therapy from A composite strategy Not applicable |
Baseline prior Week 25 Participants impacted by any Section 4.2.2
b) Participants who experience any | ICE (2, b, ¢ and d) will be
TEAESs leading to permanent considered as non-responders
treatment discontinuation after the time of event.

¢) Participants who discontinue
prior to receiving IMP

d) Participants who do not have
any post-treatment assessment |

e) COVID-19* A composite strategy
Participants impacted by-ICE
(e) will be tonsideretias nop=
responders at thetime of \vént.
* COVID-19 Impact category: Temporary discontinuation of stidy) drug, Fermanent discontinuation of study drug,

Termination of study participation and Relationskip to COVIP-19: confirmied, suspected, general or other as
recorded in the COVID-19 impact eCRF form.

(5) Population-level summary: Cwing to_early terthihation of the study, the population-level
summary will be provided using degeriptive sfatistics.

8.2 Statistical analysis oi the secehdary efficacy endpoints

8.2.1 Cumulative numher of weeks with Clinically Meaningful Platelet Response
of >50x10°%/L o¥er the 24:Week treatment period (Week 1 to Week 25)

The secondary efficacy eridpoint: Curnulative number of weeks with Clinically Meaningful
Platelet Response of >5Gx4 0%/1..6ver the 24-week treatment period will be analyzed on the RS,
under the same treat:ient corigitions and population of interest as for the primary endpoint. Note:
if platelet count was/assessed multiple times in a given week, Clinically Meaningful Platelet
Response onlyneeded to_be observed at one timepoint during the week. ICE, ICES and
population ewvel sunimary will be handled as described below:

Table 8:2:° lutercurrent Events (ICE), Intercurrent Events Strategies (ICES) and
Missing data Strategies for the analysis of the Cumulative number of weeks
with Clinically Meaningful Platelet Response of >50x10°/L over the 24-Week
treatment period

Intercurrent Events (ICE) ICE Strategy Missing data strategy
a) Use of rescue therapy A while on-treatment Participants impacted by
b) Withdrawal from the study strategy: any of the ICE will be

due to treatment emergent AE | Participants impacted by considered as having a loss
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Intercurrent Events (ICE)

ICE Strategy

Missing data strategy

¢) Permanent treatment
discontinuation

any of the ICE will be
considered as having a loss
of durable platelet response
at the time of the ICE

of durable platelet response
at the time of the ICE

occurring. Platelet data up
to the start date of this ICE

occurring. will be utilized in statistical %
analysis. ‘O
d) COVID-19* A composite strategy: data | Section 4.2.2

impacted by COVID-19 will
be considered as having a
loss of durable platelet
response at the time of the
ICE occuring.

* COVID-19 Impact category: Temporary discontinuation of study drug, Permanent discentiauation.arstudy drug,
Termination of study participation and Relationship to COVID-19: confirmed, suspected»general or Gther as
recorded in the COVID-19 impact eCRF form.

Population-level summary: Owing to early termination of the study{the popuiation-level
summary will be provided using descriptive statistics,

8.2.2

Time to first Clinically Meaningfa) Piatele Respozisé/of >50x10%/L: time

from starting treatment to achiévement of-1irst ¥ésponse of >50x10°/L.

8.2.2.1 Definition

Time to first Clinically Meaningful Response of #50x10°4.; time from starting treatment to
achievement of first response of >50% 1?/L (camiputed.as'time from starting treatment to
achievement of first response of >50:x1 0°/IDate of first clinically meaningful response - Date

of first treatment + 1)

The visit date when the first clinicallyZrneaningtul response was recorded will be considered as
the date of first clinically meaningiiii respéise.

8.2.2.2

Estimand’s.2¢t¢ibutes

This secondary efficacy gndpoiniwiii be analyzed using the RS, under the same treatment
conditions and population as fatiie primary endpoint while using the ICE, ICES described in
Table 8-3 and the papulation d¢vel summary described below:

Table 8-3:

Intercurrent Events (ICE), Intercurrent Events Strategies (ICES) and

Missing-data Strategies for the analysis of Time to first Clinically Meaningful
Regponse of >50x10°/L

Inteicarrent Events (ICE)

ICE Strategy

Missing data strategy

ayNse of zpscue therapy prior
to Week25

' b) Withdrawal from the study
due to treatment emergent
AE

c¢) Permanent treatment
discontinuation

A while on-treatment
strategy: For participants
impacted by any of the ICE
(a, b and c).

Impacted data will be
excluded from the time at
risk.

Available platelet data up to
the start date of this ICE will
be utilized in statistical
analysis.

d) COVID-19*

Composite Strategy: data
impacted by COVID-19 will

Section 4.2.2
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Intercurrent Events (ICE) ICE Strategy Missing data strategy
be excluded from the time at
risk.

* COVID-19 Impact category: Temporary discontinuation of study drug, Permanent discontinuation of study drug,
Termination of study participation and Relationship to COVID-19: confirmed, suspected, general or other as
recorded in the COVID-19 impact eCRF form.

Population-level summary: Owing to early termination of the study, the population-level
summary will be provided using descriptive statistics. Median time to event will be estimated as
median of observed values and also using the Kaplan-Meier estimate.

8.23 Clinically Meaningful Platelet Response by Day 8, defined as plateiet count
>50x10°/L

This secondary efficacy endpoint will be analyzed using the RS, under the'sarie tregiment
conditions and population as for the primary endpoint while using the ICEJICES described in
Table 8-4 and the population level summary described below:

Table 8-4:  Intercurrent Events (ICE), Intercurrent Events Strategies (ICES) and
Missing data Strategies for the analysis of Clinically V<aningful Response by

Day 8
Intercurrent Events (ICE) ICE Strategy < J\Missing data strategy
a) Use of rescue therapy up to Composite strategy: Participants with missing data
Day 8 Participants itapacted by | due to any of these ICE will
b) TEAESs leading to permanent any.of these ICE wiiibe | be considered as non-

treatment discontinuation {Peonsidered as nen- responders.
¢) Discontinue prior to receiving \[fesponders.
IMP
d) Study participant do not have a
post-treatment assessment up &

to day 8
e) COVID-19* Composite Strategy: Section 4.2.2
pPRarticipants impacted by o
"ICE (e) will be

considered as non-
responders at the time of
event.

* COVID-19 Imp 1ctzateg01_v:—"l‘emporary discontinuation of study drug, Permanent discontinuation of study drug,
Termination of'study participation and Relationship to COVID-19: confirmed, suspected, general or other as
recorded inh&/COVID-19 impact eCRF form.

Population-leve! summary: Owing to early termination of the study, the population-level

2.4 Response defined as platelet count >30x10%/L and at least a 2-fold increase of
the Baseline count confirmed on at least 2 separate occasions at two adjacent
nominal visits at least 7 days apart, and absence of bleeding

Definitions:

a) Two adjacent nominal visits are defined as on-site visits where ITP bleeding scale
assessment is performed
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b) Absence of bleeding indicated by Grade 0 for all domains of the SMOG, or a Skin Grade
of 0 or 1 by visit

8.2.4.1 Estimand’s attributes

Estimated on the RS. The same considerations mentioned in Section 8.2.3, except the endpoint
which in this case is considered: Response defined as platelet count >30x10°/L and at least a
2-fold increase of the Baseline count confirmed on at least 2 separate occasions at two adjasent
nominal visits at least 7 days apart, and absence of bleeding. Endpoint will be descriptivelys
summarized.

8.2.4.2 Sensitivity analysis

Sensitivity analysis will no longer be performed.
8.2.5 Time to first rescue therapy
Definitions:

Time to first rescue therapy (in days) is defined as: Date of first réseue thérapy use - Date of first
treatment + 1.

Participants who are withdrawn due to TEAEs wilibe censored atihe start date of the TEAE,
and participants who do not take rescue therapy-will be'‘censored-at the date of withdrawal/study
completion. Where there are several AEs-which led-to-dropanit, consider the earliest starting
AE.

8.2.5.1 Estimand’s attribuces

The same considerations for trgattinént conditionsand population of interest as mentioned in
items 1 and 2 in Section 8.1.1, except-tine endpbint which is described above and the following
approach for ICE (see Table 8-5) ang, the papulation level summary:

Table 8-5: Intercurrent Events (ICE), Intercurrent Events Strategies (ICES) and
Missing data Strategies for the analysis of Time to first rescue therapy

Intercurrent Events (ICE) *' 1CE Strategy Missing data strategy
a) Withdrawal from-fne'studyv, | A composite strategy: Not applicable
due to TEAE Participants will be
considered censored at the
time of the ICE.
b) COVILm"19* A composite strategy: Section 4.2.2

* COVID-19 ,ijt)act category: Temporary discontinuation of study drug, Permanent
digopntinuanion of study drug, Termination of study participation and Relationship to COVID-
19: confirmed, suspected, general or other as recorded in the COVID-19 impact eCRF form.

Population level summary: Endpoint will be descriptively summarized. Median time to event
will be estimated using the Kaplan-Meier estimate.

8.2.6 Change from Baseline to Week 25 in ITP-PAQ Symptom score

Change in ITP-Patient Assessment Questionnaire (ITP-PAQ, see section 8.1.3.1 in the protocol
for details) Symptom score will be calculated at week 25 relative to the Baseline and will be
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limited to the participants with a Baseline ITP-PAQ score available. Endpoint will be
descriptively summarized. Please see Section 13.5 for details about ITP-PAQ scoring and ITP-

PAQ scales.
8.3
8.3.1

Statistical analysis of other efficacy endpoints

Cumulative number of weeks over the planned 24-Week treatment period

with platelet counts >30x10°/L and at least doubling from Baseline.

Cumulative number of weeks over the planned 24-Week treatment period with plateletodunts
>30x10%/L and at least doubling from Baseline will be summarized descriptively usifidthe RS

and listed.

The same considerations for treatment conditions and population of interest as\iientiqried in
items 1 and 2 in Section 8.1.1, except the endpoint which is described abeve.and the/following
approach for ICE (see Table 8-6) and the population level summary:

Table 8-6:

Intercurrent Events (ICE), Intercurrent Events Strategies (iCES) and

Missing data Strategies for the analysis of cumulative nuznber of weeks over
the planned 24-Week treatment pexriod with-tiatelet ounts >30x109/L and at
least doubling from Baseline..

Intercurrent Events (ICE)

ICE St1 'a_tgy

. Viissing data strategy

a) Use of rescue therapy prior to
Week 25

treatment discontinuation
c¢) Discontinue prior to receiving
IMP

b) TEAESs leading to permanent (fiterest will be

d) Study participant do not have
a valid Baseline assessment

Composiie strategy:
Participants imipacted
by aniy ofthese ICE of

consigered as \on-
responders:

) Participants with missing values
due to any of these ICE of
interest will be considered as
non-responders.

¢) COVID-19%

(Cemiposite Strategy:
Rarticipants impacted
by ICE (e) will be
considered as non-
responders at the time
of event.

Section 4.2.2

8.3.2

Meap. change from Baseline in platelet count by visit

Mean chénge fromi-Baseline in platelet count will be summarized descriptively using the RS at

each timepoint.

&4

Statistical analysis of exploratory endpoints

All exploratory variables will be listed only by treatment group and visit. No inferential
assessments / testing will be performed.

8.4.1

8.4.1.1
severity by visit

ITP Bleeding Score
ITP-specific Bleeding Assessment Tool (ITP-BAT) bleeding events and

ITP-BAT bleeding events by visit, will be listed using the RS.
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Table 8-7:  ITP-specific Bleeding Assessment Tool (ITP-BAT) Domains and categories

Skin Mucosal Organ
- Petechiae - Epistaxis - Gastrointestinal Bleeding Not
- Ecchymoses - Oral cavity [a] Explained by Visible Mucosal Bleeding
- Subcutaneous - Subconjunctival or Lesion
Hematomas Hemorrhage - Lung Bleeding
- Bleeding from Minor - Hematuria
Wounds - Menorrhagia
- Intramuscular Hematomas
- Hemarthrosis
- Ocular Bleeding

- Intracranial Bleeding

- Other Internal Bleedings
[a] Includes gum bleeding, hemorrhagic bullae or blisters, bleeding afier bitescio lip & tongue or
after deciduous teeth loss

Notes:

— Presence of bleeding will be indicated by-e Mucosab/er Orgatis Grade >1, or Skin Grade
>2.

— Bleeding reported by the participant withonimedical.documentation will be graded 1.

— Within each domain, the same'grade is-dssigned(to bleeding manifestations of similar
clinical impact.

— The “worst” bleeding mdnifestation singe the last visit will be graded, and the highest
grade within each domain will/oe recorded.

Please see Section 13.6 ITP bleediiig scoré-for more details.

8.4.1.2 ITP bleeding 4t Screéning

Data collected in the Bléeding Assessment Tool — Screening eCRF will be listed using the RS.
8.4.1.3 Presence/Absgnce of ITP bleeding

The number and pércentage of participants with absence/presence of bleeding (see definitions
below) will kesammarized, and individual participants will be listed at each visit.

e Presgnoe of bleeding is indicated by a Grade of 1 or above, for at least one domain of the
SM®G (except for Skin, where it is Grade 2 or above).

&._Absencéot bleeding is indicated by Grade 0 for all domains of the SMOG, or a Skin Grade
ofOor1

8.4.2 Effect of Rozanolixizumab on Health-Related Quality of Life (HRQoL)
8.4.2.1 European Quality of Life-5 Dimensions, 5 Levels (EQ-5D-5L) item responses

As described in section 8.1.3.4 in the protocol, the EQ-5D-5L health questionnaire consists of 2
pages: the EQ-5D descriptive system and the EQ visual analogue scale (EQ VAS).

Confidential Page 41 of 85



UCB 16Aug2022
Statistical Analysis Plan Rozanolixizumab TP0003

The descriptive system comprises five dimensions: mobility, self-care, usual activities,
pain/discomfort and anxiety/depression. Each dimension has 5 levels: no problems, slight
problems, moderate problems, severe problems and extreme problems. The patient is asked to
indicate his/her health state by ticking the box next to the most appropriate statement in each of
the five dimensions. This decision results in a 1-digit number that expresses the level selected for
that dimension. The digits for the five dimensions can be combined into a 5-digit number that
describes the patient’s health state.

The EQ VAS records the patient’s self-rated health on a vertical visual analogue scalgyWiicre the
endpoints are labelled ‘The best health you can imagine’ and ‘The worst health you.Caix
imagine’. The VAS can be used as a quantitative measure of health outcome that téfiect the
patient’s own judgement.

The EQ-5D-5L essentially consists of 2 pages: the EQ-5D descriptive systein and the’EQ visual
analogue scale (EQ VAS).

Observed values in the European Quality of Life 5 Dimension 5 Lewéls (EC.SD 5L) item
responses and VAS scores will be listed only.

8.4.2.2 Short form 36-item (SF-36) domsin and camposite scores

The SF-36v2, standard recall, measures the fellowing eight healthi domains as rated by the
subjects over the past four weeks: Physical Functioning, Role Rhysical, Bodily Pain, General
Health, Vitality, Social Functioning, Rele Emotioiiaiy. and-Mental Health. The classification of
the questionnaire items to the health damains is\shiown {fSection 13.7.

The SF-36 PCS and MCS scores.arg dsed tO measuie the two broad components, or aspects, of
health-physical and mental. PCS and MCS are hased on the aggregate of the eight health
concepts described above and all of the €ight,icalth domain scales are used to score both
components summary measures.

One additional item asks respcuders about health change over the past year.

The SF-36 will be used using QualityMetric’s Health Outcomes Scoring Software. The
software uses updated.2G69 U S.population norms and applies a Full Missing Score Estimation
(Full MSE) method.asfollovis

e A health demainscore (except the PF domain) will be estimated provided that at least
one noh-missitig response is available within that domain

e Farthe PEdomain item, response theory will be used to develop a model for estimates of
the missing score

» Regtession methods are then applied to estimate the PCS and the MCS on the basis of the
available domains.

A by-participant listings of SF-36 item responses will be provided. Missing data will not be
imputed.

8.4.2.3 ITP-PAQ Domain Scores

The ITP-PAQ V1 consists of 44 items that comprise 10 scales. Each of the 10 scales is scored 0
to 100 according to formula shown in section 13.5, with higher scores indicating better quality of
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life. Four of the scales measure physical health: Symptoms, Bother, Fatigue, and Activity. Two
of the scales measure emotional health: Fear and Psychological Health. The remaining four
scales measure other aspects of QOL: Work QOL, Social QOL, Women’s Reproductive QOL,
and Overall QOL.

A by-subject listing of the ITP-PAQ V1 questionnaire, ITP-PAQ V1 item responses will be
provided by treatment group.

8.4.3 Hospitalization due to ITP / Number and length of hospitalizations
Hospitalizations will be listed.

8.44 Effect of Rozanolixizumab on Patient Reported Outcomes (PRC)
8.4.4.1 FATIGUE-PRO physical fatigue score

The Fatigue Patient Reported Outcome (PRO) physical fatigue scale cansists ofi9hitems. The
scale is 1 out of the 3 scales composing the broader Fatigue instrumestdevelazed by UCB. Items
are rated within a 7-day recall period on a 5-point Likert frequency. s<¢ale ratiging from “none of
the time” to “all of the time.”

A by-subject listing of the FATIGUE-PRO items&will be provided by ireatment group.
8.4.4.2 Patient Global Impression ¢iSeverity (PGI-S)

The PGI-S consists of a single-state, self{report measure thatrates a study participant's severity
of specific condition, depicting a study participatit's ratingsf overall symptoms (“none”, “mild”,

99 ¢¢

“moderate”, “severe”, or “very severcy).
A by-subject listing of PGI-S will'be provided by treatment group.
8.4.4.3 Patient Global Impréssion of Change (PGI-C)

The PGI-C is a single-state, self-teport measure that reflects a study participant's belief about the
efficacy of treatment for a specific cordition. The PGI-C is a 7-point scale depicting a study
participant's rating of ovesall improvoment (“very much improved,” “much improved,”
“minimally improved,’.“nbd char{ge,” “minimally worse,” “much worse,” or “very much worse”),
was planned to be suininarized at all available post-baseline visits using descriptive statistics by
treatment groupon'tire RS,

99 ¢

A by-subject disting of LGI-C will be provided by treatment group.

The PGI-&€ campl¢ guestionnaire is available in the protocol, Appendix 18, Section 10.18.

9 PHARMACOKINETICS (PK) AND PHARMACODYNAMICS
(PD)
9.1 Pharmacokinetics

Individual plasma concentration of rozanolixizumab will be summarized by scheduled sampling
day for the PK-PPS using n, arithmetic mean, median, SD, minimum, maximum, geometric
mean (geomean), geometric coefficient of variation (geoCV) and 95% CI (assuming log-
normally distributed data) up to week 4.

The following rules will apply for PK data listings and summaries:
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e Values below the LLOQ will be reported as below the limit of quantification (BLQ)

e Descriptive statistics of concentrations will be calculated if at most 1/3 of the individual data
points at a timepoint are missing or are not quantifiable (<LLOQ). Values that are BLQ will
be replaced by the numerical value of the LLOQ/2 in this instance.

e The 95% CI lower and 95% CI upper should be left blank if the SD (or equivalently, the
geoCV)is 0

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

geoCV (%) = sqrt[(exp (SD*2) — 1)] x 100

Individual concentrations of rozanolixizumab will be listed for the RS for @ach indiyidual with
the actual time and will include the equivalent dose and actual dose beingadminiétered previous
to the pk sample, the sampling time in days relative to the previous dote; the IgG observed at the
same visit, the ADA titer observed for the binding assay and the NAE-titer forthe same visit and
platelet count for the corresponding visit.

9.2 Antidrug antibodies (ADA)

The immunogenicity analysis should be dong-oir-the safety set SS\ Samples from study
participants on placebo will not be tested for aziti-drag-antibedies.

Anti-rozanolixizumab antibodies will bewiieasured-using athree-tiered assay approach: screening
assay, confirmatory assay and titrat{oha aSsay. Samples-will first be evaluated in the screening
assay (reported as ‘negative screen Jor ‘pesitive screen’), followed by analysis of screened
positive samples in the confirmidtory assay to cenfirm the true positivity of the samples (reported
as ‘negative immuno-depletion’ or ‘vasitive itnrnuno-depletion’). Samples that are confirmed as
positive in the confirmatory assay ‘wiil be évaluated in a titration assay to quantify the ADA level
and will be reported as titer (reviprocal-dilution factor including minimum required dilution
(MRD)). Any sample confirimed pogitive for ADA within the confirmatory assay will be further
evaluated for the presenge,of neviralizing anti-rozanolixizumab antibodies.

Screening, confirmatoiy; and titer cut points of the respective assays will be determined by the
bioanalytical laboratory. The ¢€levant statistical reports will be provided as part of the
bioanalytical reparts. Rezanolixizumab has the potential to interfere with the antibody assay at
concentrations.aoove e drug tolerance limit (DTL); therefore, an integrated evaluation of anti-
rozanolixizimab autibody results and rozanolixizumab plasma concentration will be used to
enable the iterpictation of immunogenicity results. The ADA sample status will be determined
for gach visit'Witere samples were taken for ADA analysis:

e Sample values that are either ‘negative screen’ or the combination of ‘positive screen’
and ‘negative immunodepletion’, will be defined as ADA negative if corresponding
rozanolixizumab concentrations are equal or below the validated drug tolerance limit of
the ADA assay (Jjjllll rozanolixizumab) allowing detection of 100ng/mL ADA

e Sample values that are either ‘negative screen’ or the combination of ‘positive screen’
and ‘negative immuno-depletion’, but with corresponding rozanolixizumab
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concentrations above the validated drug tolerance limit of the ADA assay, will be defined
as ADA inconclusive

e Sample values that are ‘positive screen’ and ‘positive immunodepletion’ will be defined
as ADA positive

e Samples that could not be tested for ADA status due to inadequate sample volume,
mishandling, or errors in sample collection, processing, storage, etc., will be defined\as
Missing

e Neutralizing antibody (NAb) sample status (positive/negative/missing) will he
determined for ADA positive samples. Samples that are NADb positive will b evahiated
in a titration assay to quantify the NAb level and will be reported as titer

The ADA participant status will be classified on individual and group levg! as outlized below
(Shankar et al. 2014; Rup et al, 2015). A description of how study participants wilt be
categorized for the immunogenicity assessment is provided in Table/9y1.

Individual study participants will be assessed for ADA participanwstatusseemposed of 6
categories: ADA negative, inconclusive, and ADA wesitive, whoreby, 4/positive participant’s
status is determined as originating from a treatment-inducedyboosted, reduced or unaffected
ADA response.

Study participants who are identified as being treatraent-indaced or treatment-boosted ADA-
positive will be grouped as treatment emiergent (1 E)-ADApositive participants. Study
participants who are identified as beingureatnéeni-reduced or treatment-unaffected ADA-positive
will be grouped as non-TE-ADA.positive paiticipazts. Both TE-ADA positive and non-TE-ADA
positive participants will be fustlier clagsified as NAb negative or NAb positive.

The individual and combined ADAérticipaht categories will be summarized overall through the
SFU sample if applicable (timepeint of intértst). The ADA categories are defined in Table 9-1
below.

Notes:

— The ADA samplé status should be determined for each visit where samples were taken
for ADA aralysis.

ADA Baseline

By defaultjihe Day I-will be the Baseline value if the ADA status at screening is ADA negative
or missing. If theuADA status at screening is ADA positive and ADA status at Day 1 is ADA
negatiyve or niissing, the screening will be the Baseline value. If the ADA status at screening and
Pay'1 are same, Day 1 will be the Baseline value.
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Table 9-1:

Terms and Definitions for ADA Status Evaluation in Study Participants

Term

Definition

Category

Individual participant categories

Pre-ADA negative — treatment induced
ADA negative (ADA-NEG)

Study participants who have an ADA negative sample | ]

at Baseline and at all sampling points post-Baseline ub
to the timepoint of interest.

Inconclusive

Study participants who have an ADA positive or
negative Baseline sample and some post-Basgiizie
samples are missing or inconclusive, while other pgsi-
Baseline samples are ADA negative. uytothe
timepoint of interest.

Pre-ADA negative — treatment induced
ADA positive (TI-POS)

Study participants who have an Z{DA negaiive sample
at Baseline and at least one ADA positive sample at
any sampling point post-Easeline upito the timepoint
of interest

Pre-ADA positive — treatment boosted
ADA positive (TB-POS)

Study pasticipants(ypho haye an ADA positive sample
at Bagseline and-at least anie*ADA positive sample at
any.sampling point post-Baseline up to the timepoint
ofjinterest.\with increased titer values compared to

| Baseling {greater-iflan a predefined fold difference

incréase froniHaseline value which will be defined
within the-validation of the assay ie MSR of the
assay')

Pre-ADA positive — treatment reduced
ADA positive (TR-POS)

Study-participants with an ADA positive sample at
Rageline, and ADA negative samples at all sampling

\ points post-Baseline up to the timepoint of interest

Pre-ADA positive — treatment unaffectoa
ADA positive (TU-POS)

Study participants with an ADA positive sample at
Baseline and an ADA positive sample at any sampling
point post-Baseline up to the timepoint of interest,
with titer values of the same magnitude as Baseline
(less than a predefined fold difference from the
Baseline value which will be defined within the
validation of the assay, ie MSR of the assay')

Combined participant categories

Treatinent cicrgent ADA positive (TE-
ROS)

Includes study participants who are treatment induced
ADA positive (category 3) or treatment boosted ADA
positive (category 4).

Non-treatment emergent ADA positive
(Non-TE-POS)

Includes study participants who are treatment reduced
ADA positive (category 5) or treatment unaffected
ADA positive (category 6).
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Table 9-1:  Terms and Definitions for ADA Status Evaluation in Study Participants

Term Definition Category
Treatment emergent ADA positive — Includes study participants who are treatment 9
NAD positive (TE-POS, NAb-POS) emergent positive (category 7) and have at least one

NAD positive sample
Treatment emergent ADA positive — Includes study participants who are treatment 10
NAD negative (TE-POS, NAb-NEG) emergent positive (category 7) and have no NAb

positive samples
Non-treatment emergent ADA positive - | Includes study participants who are non-tzeatment 11
NAD positive (Non-TE-POS, NAb-POS) | emergent positive (category 8) and hayeatieast el

NADb positive sample
Non-treatment emergent ADA positive - | Includes study participants whe et non-tréatment 12
NAb negative (Non-TE-POS, NAb- emergent positive (category 8))and hawe1io NAb
NEG) positive samples

! The fold difference increase from baseline value, ie the minimum significasit ratio ¢ I\@R) determined during assay
validation, will be reported in the relevant tables, listings and figures. It-reflects thefoid difference in titer level that
considered higher than the assay variation in titer determination.

The following outputs will be created:
Summaries on the SS:

Tables:

e Number and percentage ofpariiCipantsun the@®EZ arm with positive, negative, inconclusive

or missing sample ADA status at the

timexoZ_tach visit will be summarized overall.

Denominator is the number of stady pasfiipants having a non-missing result at that visit.

e Number and percentage of(Barticipants in the RLZ arm in each of the ADA individual

categories (1 to 6) and cGmibinea)(7-12) presented above will be summarized overall.

Denominator will be(tih¢ total number of study participants having an individual ADA

participant categery defined

e Summary tabiefdisplaying the total prevalence of pre-existing ADA and NAb, and persistent
ADA positivity in'the/RLZ arm, as defined below:

- Tatavprevaichce of pre-existing ADA and NAb: number and percentage of participants
having 2 ADA positive sample status at baseline, with the denominator being the total
aumbes of study participants having a non-missing sample result at baseline. The same

willde'repeated for NAD.

- Persistent ADA positivity: Number and percentage of study participants with treatment-
induced ADA positive samples detected at 2 or more sequential sampling time points
during the treatment (including observation and off-treatment periods), where the first
and last ADA positive samples are separated by at least 16 weeks (equal to 5 half-lives of
human IgG [22 days], as per Rup et al., 2015).
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Listings:

Listings by timepoint using the SS will be created. The following datapoints will be included:
- Rozanolixizumab concentration
- Total IgG, and absolute platelet counts

- ADA screening results (with the confirmatory result, the ADA titer result if applicapic
and the ADA sample status)

- NAb result titer (when performed)

- Time since administration of IMP (in days)

- Individual ADA participant classification that apply (as defined abov)
- Previous visit actual dose (mg/kg equivalent) and actual dose (mg}

- By-subject listing of immune-Related TEAEs, TEAEs of hypersensitivity reaction,
anaphylactic reaction, injection site reaction, or autoimmufe diserder anti-drug
antibodies, the time of onset, the ADA and NADb sample'status arid" ADA and NAD titers
at the closest sampling time point prior toérnd subseguent tohic TEAE, and time since
last administration of IMP (in days).

- Notes: Study physician/safety physiciai/safety-1ead @il mark the Preferred Term of
immune related AEs based on an exzel ouputof 21l TEAEs (blinded) after database lock.
The marked AEs will be used, fopthe sutiathary.

9.3 Pharmacodynamie enépoints (P5))
The following pharmacodynamie endpeiiits willbe based on the SS.

9.3.1 Total serum IgG (aksolutévalue) and change from Baseline (absolute value
and percentage} in serun IgG and in serum IgG subclass concentration at
each scheduled assessment

Total serum IgG concentrations will be summarized and listed on the SS by time point for
absolute values, change from-Haseline, and percentage change from Baseline overall and
stratified by bodyv.Wweight tier.

IgG subclasseswill belisted on the SS by treatment group, and time point for absolute values,
change froyz,Baseling)and percentage change from Baseline overall

9.3.2 S¢ram immunoglobulin concentrations (IgA, IgE, IgM) at each scheduled
assessment

Immunoglobulins (IgE, IgA and IgM) will no longer be summarized; IgE, IgA and IgM
concentrations will be listed only.
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9.4 Influence of Rozanolixizumab on vaccination titers
9.4.1 Vaccination titers against Streptococcus pneumoniae, Neisseria meningitidis,

and Haemophilus influenzae in splenectomized study participants

Vaccine specific antibodies concentrations will be listed to capture absolute values in vaccinatioi
titers against Streptococcus pneumoniae, Neisseria meningitidis, and Haemophilus influenzaé in
splenectomized study participants by visit using the SS.

9.4.2 Percent change from Baseline in vaccination titers against tetanus {4l
study participants

Anti-tetanus toxoid serum titers will be listed to capture absolute values and the percentchange
from baseline in vaccination titers against tetanus in all study participants by #isiPusing’the SS.

10 SAFETY ANALYSES

All safety analyses will be presented using the SS. Listings will be prasented. 5w period,
treatment group and participant; tabulations will be presented by period (treatment and safety FU
Period) and treatment group.

Unless otherwise specified, safety analyses will he¢gresented by safety treatment group as
defined in Section 3.6.

For results disclosure on public registries(eg. Clini¢a! Trials(goV), treatment-emergent adverse
events and treatment-emergent serious adverse events will“pe published.

10.1 Extent of exposuze
The following summary will bereatedusing the.SS by treatment group:

a) Study IMP duration and Subi¢ei-Yeaisof Time at Risk will be summarized using
descriptive statistics.

- The numbergtGays or iIMP (extent of exposure), will be summarized using
descriptive'statistics {or the overall treatment period.

The nuniber ot days on IMP will be calculated as follows:

Numver aof*days on IMP = [(Date of Last Dose Received) - (Date of First Dose
Keceived)] + 1

In‘all calculations, if a patient dies and the date of death is missing, the date of
death can be imputed as the date of last infusion of the treatment the participant
was taking.

- Subject-Years of Time at Risk:

o For study participants who complete the study as planned and continue
into an open label study (and, therefore, do not have the SFU visit in the
parent study)

Date of last visit — Date of first dose + 1
o For study participants who die prior to the final visit
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Date of death — Date of first dose + 1
o For all other study participants, use the minimum of the following:
Date of last dose — Date of first dose + 56
Date of last clinical contact — Date of first dose + 1

o This last group could include study participants who discontinue eariy,
study participants who complete the study as scheduled but choose-et to
continue into an open label study, or study participants who are \énigoing in
the SFU period at the time of the data snapshot.

- The total time at risk is calculated as the sum of the person-timecat risk (days)
across all participants in the population divided by 365.25.

As described in the protocol, a fixed-unit doses across body weight tiers aad treatiment arms will
be employed in this study according to the following scheme, as preseited in Aable 10-1 below

Table 10-1: TP0003 dose levels and weight tiers of rozanolixizumah

: \
. L\ AR O ]
Starti Maintetiesice dosé Maintenance Maintenance
. arting dose
Bodyweight level 1 dose dose level 3
¢ i level 2
>35 to <50kg SN - - 4 No weight
>50 to <70kg B O . adjustment
>70 to <100kg . INOIEEE . . .
=100kg . - - el I

Note: the starting dose of |l 1500t appiicable in Protocol Amendment 3, but is applicable
in earlier protocol versions.

If a study participant is in the loWwest bady weight tier (below 50kg) and is on the lowest dose
level with a platelet count between »150x10%/L and <400x10%/L, the investigator might decide to
temporarily stop treatmen dccorging to medical judgement based on the observation of platelet
variability. If the plateret countuticreases above 400x10¢/L then treatment must be stopped

anyway.
The placebo aim will,i352/0.9% sodium chloride aqueous solution (physiological saline,
preservativeiree) for/s¢ administration, matching the volumes of the rozanolixizumab arm.

A listing with ali\drug administration details including date, start and stop time of infusion,
interfuptions( diccontinuations, dose, volume delivered, percent of planned dose and reasons for
anyinterruptions or discontinuations will be created using the SS.

10.2 Adverse events
10.2.1 Data considerations

Adverse events will be recorded from the time of informed consent until study completion. All
AEs will be coded (Section 3.8).

In addition, AEs will be classified according to the Common Terminology Criteria for Adverse
Events (CTCAE) Version 5 or later for severity. For any AEs where it is not possible to provide

Confidential Page 50 of 85



UCB 16Aug2022
Statistical Analysis Plan Rozanolixizumab TP0003

a CTCAE grading, the events will be assessed using a standard intensity classification (mild,
moderate and severe). For the purpose of the tabulations all CTCAE severity classifications will
be mapped to a mild/moderate/severe grade as described below:

CTCAE Toxicity Grade: Severity

— Grade 1: Mild

— Grade 2: Moderate

— Grade 3, 4, 5: Severe

— Not gradable
In summaries including intensity, the categories will be summarized according to the following:
Grade: Intensity

— Grade 1: Mild

— Grade 2: Moderate

— Grade 3: Severe
For AEs that were not classified according to the CTCAE Toxicity (8everity)‘citeria, the
standard intensity Grade will be applied. In case there are mismatches between Severity and
Intensity Grade, the worst case (i.e., the most severe grade) will\be applicd.

Treatment-emergent AEs are defined as AEs starfing after dhe time-0f first IMP administration up
to and including 8 weeks (56 days) after the final dose.

AEs before first dosing and AEs after 8 (56 days) weeks following the final dose will be
combined in one category and listed.

Where dates are missing or partiallydnissing, Acs will be assumed to be treatment-emergent
unless evidence exists that does<iatallowize AEAgbe treatment-emergent. Handling of missing
dates for classification of AEs ds TEAESs)is des¢ribed in Section 4.2.2 .

The following rules will be used ta‘assign @ IEAE to a study period:

TEAE-Treatment Period: a THEAE wiilibe assigned to the Treatment Period for the tabulations
if the start date of the event is.on or/afier the date of the first administration of IMP on Day 1, up
to 7 days following the fitiai dosg of IMP.

TEAE-Safety Followip Pefiod: a TEAE will be assigned to the Safety Follow up Period for

the tabulations if:the’startGate of the event is greater than 7 days after the date of the final dose
of IMP until 8weeks.following the final dose; events starting later than 8 weeks following the

final dose ¢f IMP argmot considered TEAES.

In the case of eatly withdrawal in the Treatment Period, a TEAE will be assigned to the
Treainwent Pericd based on the last received infusion plus 7 days. Subsequent TEAEs (up to 8
wéeks post-dast dose) will be assigned to the Safety Follow up Period.

A TEAE will be counted as a TEAE related to IMP if the response to the question “Relationship
to Study Medication” is “Related”.

AEs will be presented as “number of participants (percentage of participants) [number of
events]”. In this style of output, “[number of events]” will include all cases of an AE including
repeat occurrences in individual participants, while “number of participants” will count each
participant only once. AE analysis will be summarized by Treatment and follow up periods.
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10.2.2

Adverse Event Summaries

The number and percentage of participants who experience AEs will be summarized by
treatment group. The following outputs will be created:

(1)

Incidence of TEAEs (defined as the number and percentage of participants with at least

one TEAE (incidence proportion)) — Overview. The following categories will be included

by treatment arm:

- Any TEAEs

- AESMs

- AESIs

- Serious TEAEs

- TEAE:s leading to Study Discontinuation

- Permanent withdrawal from IMP due to TEAEs

- Drug-related TEAEs

- TEAEs with CTCAE Grade 3 and above [or rated as ‘severe’ for €vonts with no
CTCAE classification]

- All Deaths (AEs leading to death)

- All Deaths (TEAEs leading to death)

- TEAE:s leading to dose modification (defined. asi’ EAEg with an action taken with
study medication of “dose increaged; "or “dese decreased”)

- TEAEs resulting in temporary-ireatmentanterrupfon

The following summaries will be créated by SBSC, HLA and PT

2)
€)
(4)
©)

Incidence of fatal TEAEs by ralationship

Incidence of Serious TEAESY Relationship

Incidence of TEAESs leadiiig to pcrmanent discontinuation of IMP

Incidence of Non-Serious TEAEs Above Reporting Threshold of 5% of participants by
System Organ Clas§and Preferred Term

AESIs are Potential Hy’s(baw, defined as >3xULN ALT or AST with coexisting
>2xULN totarbilirubintin the absence of >2xULN ALP, with no alternative explanation
for the biochemical.abnormality.

AESMzs.are seveore headache, severe Gl disturbance (ie, diarrhea, abdominal pain,
vonjiiting), opportunistic infections, arterial and venous thrombotic and thromboembolic
gvents.

AESI and AESIs will be identified based on the assessment by the Investigator as
recorded in the CRF. An AE will be counted as an AESM if there is a ‘yes’ response to
the question “Is this an event of Special Monitoring?”” and not otherwise. An AE will be
counted as an AESI if there is a ‘yes’ response to the question “Adverse Event of Special
Interest?”” and not otherwise.

Listing will be presented by treatment group, most recent dose and participant for all
AEs. This will include the onset date/time and outcome date/time of the event (including
relative days), the AE duration, days since first dose of IMP, days since most recent dose
of IMP, most recent dose, pattern of event, severity/intensity, relationship, action taken
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and outcome. In addition, the listing will flag AEs that led to discontinuation, TEAEs,

serious adverse events (SAEs), AESMs, and AESIs.

AEs of Focus:
AEs of Focus (AEOF) will be defined using Version 3.0 or later of “Adverse Events of
Focus for the Rozanolixizumab program”. In addition, worsening thrombocytopenia and
haemorrhagic events will be included as AEOF as described in AEOF Version 1.4. Tlie
following AEs are defined in the rozanolixizumab program as AEs of focus (please'sce

Section 13.1 for more details)
Headaches

Gastrointestinal Disturbances
Hypersensitivity Reactions
Anaphylactic Reactions
Injection Site Reactions
Infusion Reactions
Opportunistic Infections
Reductions in Albumin and Plasma Froteins
Effects on the Kidney

Drug Related Hepatic Disorders
Thromboembolic Everitg
Hemorrhagic Events

Worsening of Thrombegytopenia

AEOFs will be listed only;

10.3

10.3.1

The following vital §igns measurements will be obtained:

A summary of participants who meet each of the Marked Abnormality (MA) Criteria
(Appendix 13.3) will be summarized by treatment group at each timepoint.

Vital Sigiss, Phivsical Findings, and Other Observations Related to

Safeiy

Vital Signis'and Physical Findings

tuise rate
Systaiic and diastolic blood pressure

Temperature (oral, tympanic, or axillary)

A by-participant listing of all vital sign measurements and change from Baseline will be
presented by treatment group and timepoint. The listing will include a flag for values identified
as MA criteria (Appendix 13.3).
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Repeated and unscheduled measurements will be handled as described in Section 4.3.
10.4 12-lead Electrocardiograms (ECG)

12-Lead ECG data (measured values and changes from Baseline) will be listed only. The
following variables will be reported:

— Heart rate

— PR interval

— RR interval

— QRS duration

— QT interval

— QT corrected for heart rate using Bazett’s formula (QTcB = QT/RK1/2)

— QT corrected for heart rate using Fridericia’s formula (QTct & QT/ER1/3)

A summary of participants who meet each of the Market Abnarimally (MA) criteria outlined in
Appendix 13.4 will be summarized by treatment group at eath timepoiit and overall.

All calculations of changes from Baseline will ae vased;on the mean of triplicate assessments at
each timepoint. If there are not 3 available measurements at 2.given timepoint, the mean will be
calculated based on the number of measurerhents.for<which ddta are provided.

Electrocardiogram findings for the iidividual @ziplicatesmeasurements will be listed separately.
Repeated and unscheduled measiirernentswiil be hafidled as described in Section 4.3.
10.5 Clinical Safety LaberatoryAssessments

Laboratory data (as specified in Tabie 10-iProtocol-required safety laboratory assessments in
the protocol) and changes fromdBaseline-(if applicable) for numeric variables will be listed by
treatment group and timepoint. Valvies-outside the reference range for the numeric variables will
be flagged in the listings{ The refcsence ranges will also be reported in the listings. In addition,
the listings will include.a flag.ior values identified as Laboratory assessments — MA Criteria
(Appendix 13.2).

Measurements‘BLQ will.be imputed with half of the LLOQ for the purpose of calculating
change from» Baselingy Measurements ALQ, if applicable, will be imputed to the upper
quantification limue-These rules will be applied to all safety laboratory data including clinical
chemistry and urinalysis.

RNeseriptivelsiatistics will be calculated if at most 1/3 of the individual data points at a time point
are missing or are either not quantifiable (KLLOQ) or ALQ. Values that are BLQ will be
replaced by the numerical value of the LLOQ/2 in this instance and values that are ALQ will be
imputed to the value of the upper quantification limit. If more than two-thirds of the individual
data points at a timepoint are missing or not quantifiable (BLQ and/or ALQ), no descriptive
statistics will be calculated.

The following summaries/tables will be created:
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— A summary of participants who meet each of the Laboratory assessments — MA criteria
(Appendix Section 13.2 ) will be summarized by treatment group at each timepoint.

A listing for laboratory assessments will be also created using the SS.
10.5.1 Potential Drug-Induced Liver Injury

Data from subjects with any of the laboratory results meeting the criteria for potential drug-
induced liver injury (PDILI) (below) was planned to be summarized by treatment arm and visit
using the SS to include:

— Subjects with at least one post-Baseline liver laboratory assessment

— Incidence of potential hepatotoxicity with symptoms potentially associdtod with:tiepatitis
or hypersensitivity, which will account for the number and percentags of subiocts
meeting laboratory criteria for PDILI for at least 1 visit and reporing at least’l symptom
potentially associated with hepatitis or hypersensitivity according to the Investigator on
the PDILI CRF)

— Incidence of potential hepatotoxicity with no $éymptoms potentiaily associated with
hepatitis or hypersensitivity, which will aeCount for£iie'number-and percentage of
subjects meeting laboratory criteria for PDILI fox at'ieast | @isit and not reporting any
symptom potentially related to hepatitisjor hypersensitivity according to the Investigator
on the PDILI CRF

— Number and percentage of study particibants wlosmeet the Laboratory criteria for PDILI
(see table below)

Table 10-2: Laboratory crit¢ria for PDILI

Laboratory Criteria Comments

(AST or ALT >3 x ULN) and TBL > 1.9k ULN |- All values must be met at the same sample
(AST or ALT > 3 x ULN) atid TBL> 2 x ULN taken from the same visit

(AST or ALT >3 x ULN) and TBO> 2 x ULN - All values must be met at the same visit
and ALP <2 x ULN - Subjects who potentially meet Hy’s law
criteria at least 1 time during exposure. To
be counted as potential Hy’s Law, all
criteria must be met at the same sample
taken at the same visit.

ALP = Alkaliie phostthe tase; ALT = Alanine aminotransferase; AST = Aspartate aminotransferase; TBL = total
bilirubing ULN = upper limit of normal range.

A Jisting will\be created only for visits for which at least one of the above criteria was fulfilled
fora given participant and will display all results obtained at that visit for the specified
parameters. The listing will specify AST, ALT, TBL, and ALP.

10.6 Concentrations of Total Protein and Albumin

Concentrations of total protein and albumin for each visit (as described in the schedule of events
in the protocol) will be listed using the SS.
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10.7 Serum and Plasma Complement Levels

Serum (C3 and C4) and plasma (C3a and C5a) complement variables will be listed by treatment
group and time point.

Measurements below the limit of quantification (BLQ) will be imputed with half of the lower
limit of quantification (LLOQ). Measurements above the limit of quantification (ALQ), if
applicable, will be imputed to the upper limit of quantification.

All analyses described in this section will be performed on the SS.

10.8 Other Safety Variables

10.8.1 Physical examination

Results of physical examination abnormalities will be listed.

10.8.2 Pregnancy testing

Pregnancy testing will consist of serum testing at the Screening. Thepregrancy test will be urine
at all other visits.

A by-participant listing of the pregnancy test data,will be provided by treatment group.

10.8.3 Childbearing potential

Childbearing potential will be collected«at. Screening~A by participant listing will be provided
using the RS.

10.8.4 Assessment and management of Tirherculosis
Results of the interferon-gamma release assay. tiperculosis (TB) test will be listed.
Results of the chest X-ray for TB wili be listed.

Results of TB signs and symptems questipnnaire will be listed.

11 OTHER-ANALYSES
11.1 Speciite analyses for Pharmaceuticals and Medical Devices Agency
(PVIDA)

Separate summaries wiitnot be presented for Japanese participants.
11.2 Headache questionnaire

The xosults ofihe headache questionnaire will be listed for each participant. No summary
tabulations wiil be provided for these assessments.
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13 APPENDICES
13.1 AE of focus (AEOF) for the Rozimab Program

AEOQF Version: 3.0 or later, Date: 13Dec2021 will be used in this SAP as described
below. In addition, worsening thrombocytopenia and haemorrhagic events will be included ag
AEOF as described in AEOF Version 1.4:

ARTICLE I. MedDRA 22.0 and 22.1 and 23.0 and 23.1 AND 24.0

The purpose of this document is to detail the approach to identifying TEAEs meetiig criteiia for
AEs of focus (AEOF) for the Rozanolixizumab (also called Rozimab) prograin

The document is organized by MedDRA version. At the time of writing tais doclinient,
MedDRA version 22.0 was planned to be used for all indications undet mvestigation (MG, ITP,
CIDP, HV). As there is no change between 22.0 and 22.1 and 23.0ratid 23, aind 24.0 regarding
terms used in below selection criteria, all below specified algorithins apply-io these Meddra
versions. If future studies are planned which use a.diiferent fmore recent) version of MedDRA,
this document will be updated.

The MedDRA SMQ files version 22.0, 22.1,23,0 and-23.1 are attached in the original document.
MedDRA SMQ file 24.0:

SMQ_spreadsheet_
24_0_English.xlsx

Following Events are Adverse Eveut of {Gcus For Rozanolixizumab for all indications:

No | Event (also include@yin ! Selection criteria Purpose
Title of TFL outsut) CSR/
o SSD/ 1B
1 Headache TEAE with HLGT="Headaches’ CSR/
(Note: a'se-included in SSD/ 1B
AESNiif severe)
2 Gasointesanal TEAE with CSR/
disturbances HLT="‘Gastrointestinal and abdominal pains | SSD/ IB
D{Note: aiso included in (excl oral and throat)’ or
AEZM if severe) HLT="Gastrointestinal signs and symptoms
NEC’ or
HLT=‘Nausea and vomiting symptoms’ or
HLT="‘Diarrhoea (excl infective)‘ or
HLT="Gastritis (excl infective)’
3 Hypersensitivity reactions | SMQ="Hypersensitivity’ CSR/
SSD/ 1B
4 Anaphylactic reactions SMQ=*‘Anaphylactic reaction’ and CSR/
SSD/ 1B
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TEAE:s that either emerged on the same day
as when a study medication injection
reaction was received, or that emerged one
day after a study medication injection was
received, and which fulfill any of the
following 3 criteria should be included in the
summary table:

1. If a subject reports any TEAE which
codes to a PT included in Category A,
then the event will be flagged as an
anaphylactic reaction.

2. If a subject reports any TEAEwhich
codes to a PT included in Categorv-
AND reports any TEAE(which qoiles to a
PT included in Category C, and both
TEAEsaave the same starédate, then
both ¢vents will be flagged- as
andphylactigreactions.

3. \T a subject repdids any TEAE which
coddso a.Piacluded in Category D
AND reposss (either a TEAE which
codests.a PT included in Category B
OR a.TEAE which codes to a PT
10¢luded in Category C), and both
TEAESs have the same start date, then
both events will be flagged as
anaphylactic reactions.

5 Injection siforeactions

TEAE with

HLT="Injection site reactions’ or
HLT="Infusion site reactions’ or
HLT=’Administration site reactions NEC’

CSR/
SSD/ 1B

6 liatusioriReEactions
|

Infusion reaction marked on AE CRF page

CSR/
SSD/ 1B

7 Infzotions

TEAE with SOC ="Infections and
infestations”

Note: This was added as a reminder for
safety that infections are considered as AE of
focus and require assessment. No
programming of this topic is required as
TEAEs can be found in general AE Tables.

8 Opportunistic infections

Opportunistic infections (including
tuberculosis) will be summarized in a stand-

CSR/
SSD/ 1B
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(Note: also included in
AESM)

alone table using UCB-defined search
criteria. Opportunistic infections are
identified in two steps using the attached
spreadsheet

for MedDRA v24.0:

Ol_MedDRA24_0.xls
X

Step 1: Refer to column B of the spreadsheet |

which identifies the Preferred Terms (PL5)Vio

be classified as opportunistic infections.using(

either a single ‘x’ or a double ‘xx’

e TEAEs which code to a-PT flagged
with a single ‘x’ need toalso.be
serious in order toibe*consiGered an
opportutiistic infection,;

o ANTEAEs wlich cofoto a PT
flagged with“a doubie ‘xx’ are
consideired to bean opportunistic
infedtion, regardless of seriousness.

Alrserians“IEAES, in the study database
whiclicode te-aP T flagged with a single “x’
and ail TEAES in the study database which
vodae toa 27T flagged with a double ‘xx’ will
be sypunarized as an opportunistic infection
in the stand-alone table. [CQ97NAM=
'Qpportunistic Infection - Automatic’]

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

1. Study programming team creates a
spreadsheet which lists all of the
subjects with a TEAE present in the
database which codes to a PT
identified as case-by-case.
[CQI98NAM= Opportunistic
Infection - Manual Review
Candidate]
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Information from the AE dataset to
be included in the spreadsheet:
Subject ID, AE verbatim term,
System Organ Class (SOC), High
Level Term (HLT), Lower Level
Term (LLT), PT, AE start date, AE
end date, seriousness, severity,
relationship to study medication,
action taken. Additionally, a column
will be included where the study
physician/safety physician can
document their decision on the €ase:

2. Study physician/safety physician
(SPs) reviews the cases invhe
spreadsheet separately aiid recenciles
final decision, and iridicates ifiythe
additional column which Aks are
confirined to b&opportuinistic
infections wia a singlel’x’.

3. (Stpdy programming team
incorporates these decisions into the
AEaatasety¥ymerging the SPs
deeisionsfor individual subjects /
PTs add flagging both the automatic
and the confirmed opportunistic
inrections as such in the dataset.

[CQ99NAM= ‘Opportunistic
Infection — Adjudicated’]

"The SPs reviews the context of all of a

subject’s data (AEs and possibly other) and
concludes individually.

Indicators of relevant cases may be e.g.
repetitive occurrences, conjunction of other
events or findings considered relevant.

All subjects with a case-by-case PT reported
that has been confirmed by the SPs to be an
OI will be summarized as such in the stand-
alone table, along with all of the events
identified in Step 1 of this process.
[CQ99NAM= ‘Opportunistic Infection —
Adjudicated’]

The timing and frequency of Step 2 should
be outlined and agreed to by the study team
at the beginning of the study. It is suggested
that this process be executed multiple times
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throughout the course of the study, more
frequently in the weeks leading up to
database lock, and one final time
immediately prior to database lock.
Following the initial physician review of
case-by-case events, subsequent reviews will
be based on the cumulative set of case-by-
case events present in the database at each
time point of spreadsheet creation.

Physician decisions from previous runs
should be retained in each subsequent #ii.
The final run of the spreadsheet, with ail SP
decisions on the full set of case-byi-case
events, will be archived at the ¢osiclusioiof
the study analysis prepared.foragency;
submission.

9 Reductions in albumin and
plasma proteins

TEAEs witk

PT="Blodd albumin deécreased’ or
PT="Ploten albaniun ratio’ or
LLT=Plasm4 protein abnormal’ or
LLT="Protetss sepui) plasma low’

CSR/
SSD/ 1B

10 Effects on the kidney

TLAEs
SMO=)Acutéjenal failure’

CSR/
SSD/ 1B

Drug related hepatic
disorders

11

TEAEs i
SMQ=1Dsug related hepatic disorders -
compienensive search’

CSR/
SSD/ 1B

12 Effect on lipids

TEAEs with

pT= ‘Blood cholesterol increased’ or

PT= ‘Low density lipoprotein increased’ or
PT= ‘Blood triglycerides increased’ or

PT= ‘Hypercholesterolaemia’ or

PT= ‘Hypertriglyceridaemia’ or

PT= ‘Hyperlipidaemia’ or

PT= ‘Dyslipidaemia’ or

PT= ‘Lipids increased’

CSR/
SSD/IB

IT7 specific satput

13 Thromboembolic events

Embolic and thrombotic events (SMQ)

CSR/
SSD/ 1B

14 Worsening

thrombocytopenia *

Haematopoietic thrombocytopenia (SMQ)

15 Haemorrhagic events *

Haemorrhages (SMQ)

* Data will be summarized by period and listed after adjudication of those events have been properly investigated
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13.2 Laboratory assessments — Marked abnormality criteria

The following criteria will be applied in the determination of marked abnormalities for
laboratory assessment values. They are based on Version 5 of the Common Terminology Criteria
for Adverse Events (CTCAE) grade 3 or higher criteria unless otherwise noted. If both high and
low criteria are shown for a parameter, the criteria should be summarized separately in tabular ot
graphical data summaries.

13.2.1 Hematology
PARAMETER UNIT UNIT MARKYD
(conventional) (standard) ABNORMALITY
CRITERJA
Hemoglobin g/dL g/L <9.(i_g_/(ﬁ?8_()_g/ L
WBC (Leukocytes)' 10°/L 10°/L | - __ Low:_<2_.0 x 10°/L
A High:">30 x 10°/L
Lymphocytes 10°/L 10°/L Dew: <0.5x 10°/L
Absolute 'O High: >20 x 10°/L
Neutrophils Absolute 10°/L ST <1.0 x 10°/L
Platelets’ 10°/L ) 1%L ) <50.0 x 10/L

'WBC (Leukocytes) markedly abnormal high criterion is riatased.on’¥ersion 5 CTCAE Grade 3 or higher criteria.
Due to the mechanism of action of RLZ, A= safety alert 1§ relatedvto infection risk which would be identified by a
lower cut-point than the standard which'is'w¢lated go,acute letiicemias. A markedly abnormal high cut-point >30 x
10°/L is applied to flag leukocytosis (George 2012

2For blinded ITP protocols, Platelets will not b& assessed #or TEMA because this parameter will be blinded and is
expected to be abnormally low due to the-pérlicipani pepulation and entry criteria.
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13.2.2 Chemistry
PARAMETER UNIT UNIT MARKED ABNORMALITY
(conventional) (standard) CRITERIA
AST (SGOT) U/L U/L >5.0 x ULN .
ALT (SGPT) U/L U/L >5.0 x ULN
ALP (Alkaline U/L U/L >5.0 x ULN Y
Phosphatase)
GGT (Gamma U/L U/L >5.0 x ULN
Glutamyl
Transferase)' e U
Bilirubin (Total) mg/dL umol/L >3.0 x ULN if Baseline vaie'is normal;
>3.0 x Baseline valueaiBaseline is
{ "abnornial
Albumin g/dL g/L X2 g/di; <20 g/L
Creatinine mg/dL umol/L 33.0 x ULN
Estimate mL/min/1.73 mL/mir/ V.73 ~ 7 eGFR <29 mL/min/1.73 m
glomerular filtrate m m
rate (eGFR)? _ ~
C reactive protein mg/L mg/k >10mg/L
(CRP)S [
Corrected mg/dL mmol/L. Low: Corrected serum calcium of <7.0
Calcium* , mg/dL; <1.75 mmol/L
| High: Corrected serum calcium of >12.5
C ~ mg/dL; >3.1 mmol/L
Immunoglobulin (g/L) (g/L) <l g/L
GS
Potassium mmol/L mmol/L Low: <2.5 mmol/L
K High: >6.0 mmol/L
Sodium miisi/L mmol/L Low: <125 mmol/L
High: >155 mmol/L
Glucose® \> mg/dL mmol/L Low: <40 mg/dL; <2.2 mmol/L
~ . High: > 250 mg/dL; >13.9 mmol/L
Total'Choleserol’ mg/dL mmol/L >400 mg/dL; >10.34 mmol/L
| ~Friglycerides’ mg/dL mmol/L >500 mg/dL; >5.7 mmol/L

Abbreviations” ALT= alanine aminotransferase; AST = aspartate aminotransferase; dL = deciliter; GGT: gamma-
glutamyltransferase; L = liter; mg = milligram; mmol = millimoles; pg = microgram; U = unit; ULN = upper limit

of normal

Note: Marked abnormality criteria are defined by Grade 3 or higher events according to the CTCAE, Version 5.0

unless otherwise noted.

!GGT, Total Cholesterol and Triglycerides were to be collected under Protocol Amendment 3 but were not collected
under Protocol Amendment 2. Since no participants were enrolled under Protocol Amendment 3, these laboratory
assessments will not summarized or listed.
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2eGFR is calculated using the Chronic Kidney Disease Epidemiology Collaboration or CKD-EPI formula
(https://qxmd.com/calculate/calculator 251/egfr-using-ckd-epi) which is eGFR = 141 * min(Scr/x,1)* *
max(Scr/x, 1)12%9 *(0.99342 * 1,018 [if female] * 1.159 [if black]; where Scr is serum creatinine (mg/dL), k is 0.7
for females and 0.9 for males, a is -0.329 for females and -0.411 for males, min indicates the minimum of Scr/k or
1, and max indicates the maximum of Scr/k or 1. For derivation from values in standard units (umol/L) the k
values are 61.9 for females and 79.6 for males.

3Includes CRP and High Sensitivity (HS) CRP. Reference for marked abnormality criteria: Nehring, S.M.; Goyaly
A.; Patel, B.C. (2020). StatPearls Publishing, web link: https://www.ncbi.nlm.nih.gov/books/NBK441843/-A
moderate elevation of CRP level per referred reference is used for the marked abnormality criteria for RLZ o
ensure a change suggestive of inflammatory process is captured.

4Corrected Calcium = 0.02 * (40 — albumin (g/L)) + calcium (mmol/L)

SImmunoglobulin G criterion based on immunodeficiency literature and noted in RLZ study prototo)s.
%Glucose high criterion defined by Grade 3 and higher events according to CTCAE, Version 403 June }4.2010.
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13.3 Vital sign assessments - abnormal

Abnormality criteria to be applied in the assessment of vital signs parameter values are given

below.

PARAMETER

ABNORMALITY CRITERIA

Pulse Rate (beats/minute)

<50 and a decrease from Baseline of >15
>120 and an increase from Baseline of X 1%

Systolic Blood Pressure (mmHg)

<90 and a decrease from Baseline ¢t =20
> 180 and an increase from Baselme-of >20

Diastolic Blood Pressure (mmHg)

<50 and a decrease from Basgline of >(5
>105 and an increase from Easéline 91> 15

Temperature >101F (382%0)
Body Weight > 10% decrease itom Rascline
> 10% increade frony Raseline
134 Electrocardiogram (ECG) — Abnormal

Abnormality criteria to be applied in the assessmént of ECGybarameter values are given below:

Parameter

Abnormaiity Criteria

QT interval (ms)

>500ms

>6Umis incease from Baseline

QTc(F) (ms)

>500ms

>60ms increase from Baseline

PR interval (ms)

Treaiment-emergent value >200ms

QRS interval (ms)

~Ireatment-emergent value >100ms

I8
Heart rate (bpm) |

<50bpm

>120bpm

Abbreviations: BL= Baqcﬁn—e, bnin = beats per minute; ms = milliseconds; QTc¢(F) = Fridericia corrected

QT interval;

Note: Treatment-emergent.is.defined as meeting the criteria at any post-Baseline visit during the
Treatment Periad.(includitig unscheduled visits) and not meeting the same criteria during Baseline
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13.5

ITP-PAQ Scoring

13.5.1 ITP-PAQ Scales

Please see below for the items associated for each scale and the number of points in the
Likert Scale that will be used per scale where higher numbers mean better health status. %

Question Scale Response Categories >
1 Physical Health: symptoms 0-4 '\
2 —
3 —_—
4 —

5 —_—
6 —_— - -
7 Physical Health: fatigue =4
8 — —
9 —
10 ~
11 Physical Health: bother ~ ~0-4
12 a 0-6
13 0-6
14 Physical Health: activity 0-4
15 ~X 0-4
16 Emotional Health: psychological 0-4
17 0-4
18 0-4
19 0-4
20 N\ o N 0-4
21 Emotional Health: fear 0-4
22 0-4
23 0-4
24 0-4
25 ‘ > 0-4
26 Overall QoL 0-6
27 0-6
28 0-3
29 0-3
30 a A 0-3
31 Social Activity 0-4
32 0-4
33 0-4
34 _|_| %X 0-4
35 71 Womgen' $rreproductive health 0-4
3644 0-4
37 0-4
| (38 . 0-4
39 )] 0-4
40 0-4
41 Work 0-5
42 0-5
43 0-5
44 0-5
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The ITP-PAQ domain scores will be obtained by transforming the raw sum of the item
responses to a 0-100 scale. This can be obtained using the following formula:

Sum of item scores within the scale
* 100

ITP-PAQ score =
raw sum range

ITP-PAQ domain Raw sum range
Symptoms 24
Fatigue 16
Bother 16
Activity 8
Psychological health 20
Fear 20
Work 20
Social activity 16
Women’s reproductive health 24
Overall Quality of Life 21 &
Missing data:

A domain score is not calculated if there s fnore fitait half-of the items of this domain are
missing.

If 50% or more of the items are ayaildble, issing iiems are imputed using the mean of non-
missing items. For domains that/includexitems with a different number of categories, the imputed
response for missing items has to be ransforiied on the range of the response scale of the
missing item.
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13.6 ITP bleeding score
The ITP-BAT tool version 1.0 consists of the following domains:

— Skin (S)

— Visible mucosae (M)
— Organs (O)
The domain for skin comprises the following bleeding types:
— Petechiae
— Ecchymoses
— Subcutaneous hematomas
— Bleeding from minor wounds
The domain for visible mucosae comprises the following bleedingtypes:
— Epistaxis
— Oral cavity- gum bleeding
— Oral cavity — hemorrhagic bullae or blisters
— Oral cavity — bleeding from bites\tulips atid tongécor after deciduous teeth loss
— Subconjunctival hemorrhagedriot due to conjunctival disease)
The domain for organs comprisgs the féllowing Eleeding types:
— Gastrointestinal bleeding net.&xplained by visible mucosal bleeding or lesion
— Lung bleeding
— Hematuria
— Menorrhagia
— Intramuscuiarhematoinas
— Hemarthrosis
—  Ogetiddr ble¢ding
—sJntracranial bleeding
- Othérmternal bleeding

The grading for each bleeding type within each domain is presented in Table 13-1. Each bleeding
type is graded based on the worst manifestation that occurred during the most recent observation
period (since the previous visit). The grade for each domain is then taken as the worst (most
severe) grade across all bleeding types within that domain.

Missing data will not be imputed. In the case that data for one or more bleeding types are
missing within a given domain, the grade for that domain will be evaluated based on the
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available data. In the case that no data are available within a given domain, the score for that
domain will not be evaluated at the specific visit.

ITP-BAT scoring

Table 13-1:

Type of GRADES BASED ON THE WORST INCIDENT EPISODE SINCE |
bleeding LAST VISIT?
0 1 2 3
SKIN
Petechiae [ ]No [ ]Lessthan |[ ] Morethan |[_]More
(does not orequalto 10 [ 10ina than 50,48
include in a patient’s | patient’s palm- | scattéxcd
steroid— palm-sized sized area or both@bove: '\
induced or area’ in the more than 5 in | aid below
senile most affected | at least 2 ine beit
purpura) body area* patient’s palm-
[] Any |-€ized areas
number if [ocated i0rat
reported by ! least 2 different
the patient hofly areas’,
(ot above and
one below the
hati(in the
' |\wiiost affected
body areas) *
Ecchymoses | [ | Noneor@j [ ] 2vtmore |[ ]From1to5 |[_]More
up to 2.4n the | in'the same larger than a than 5 larger
same body ¢ body area®, patient’s than a
area., but  but all smaller palm-sized patient’s
srpaller thait | than a area, if palm-sized
4 patient’s patient’s a) spontaneous | area, if
palta-sized palm-sized or a)
arga, if area, if b) spontaneous
a) a) disproportionat | or
spontaneous | spontaneous eto b)
orb) or trauma/constric | disproportio
disproportio | b) tion’ nate to
nate to disproportiona | with or without | trauma/
trauma/const | te to smaller ones constriction®
riction® trauma/constri
ction’
[ ] At least 2
in two
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Type of
bleeding

GRADES BASED ON THE WORST INCIDENT EPISODE SINCE

LAST VISIT?

0

1

different body
areas®, smaller
than a
patient’s
palm-sized
area, if

a)
spontaneous
or

b)
disproportiona
te to
trauma/constri
ction’

[] Any
number and
size if
reparted by
thie’patient

Subcutaneou
s hematomas

[ ]No '

7] 1 smailer
thampa
patient’s
palm-sized
ared

[_Any
number and
size if
reported by
the patient

N1 2 smaller
than a patient’s
palm-sized
area,
spontaneous

[ ]2 smaller
than a patient’s
palm-sized
area,
disproportionat
e to trauma’

[ ] More
than 2
smaller or at
least 1
larger than a
patient’s
palm-sized
area,
spontaneous

[ ] More
than 2
smaller or at
least 1
larger than a
patient’s
palm-sized
area,
disproportio
nate to
trauma’
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Type of GRADES BASED ON THE WORST INCIDENT EPISODE SINCE
bleeding LAST VISIT?
0 1 2 3 4
Bleeding [ ]No [ ] Lasting [ ] Lasting>5 | []
from minor <=5 min min or Requiring
wounds® [] Any interfering with | protracted
episode if daily activities | medical
reported by observation
the patient at the time
of this visit
[] Medical
report
aeseribing
patient(s
evaiuaiion
by
I [\physician
_|. —
MUCOSAL
Epistaxis’ [ ]No [] Lasting AN Lasting >5 [] Packing [ ]RBC
<=5umin min-Ok or transfusion
N Any interfering with | cauterizatio | or Hb drop
episode i (daily activities | n or >2g/dL
reporied by in-hospital
thopatient evaluation
at the time
of this visit
| [ ] Medical
| report
describing
packing or
cauterizatio
norin-
hospital
evaluation
Oral cavity> | [ | No [ ] Lasting [ ] Lasting>5 |[]
gum <=5 min min or Requiring
bleeding’ ] Any interfering with | protracted
episode if daily activities | medical
reported by observation
the patient at the time
of this visit
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Type of GRADES BASED ON THE WORST INCIDENT EPISODE SINCE
bleeding LAST VISIT?

0 1 2 3 4
[ ] Medical
report
describing
patient’s
evaluation
by a ]
physician ~_ |
Oral cavity — [ ]No [ ] Lessthan |[ ] From 3 to [ ] Mowe
hemorrhagic 3 10 but no than'd 0 or |
bullae or [] Any difficulty with | ritore than 5
blisters number if mastication 4 difficulty
reported by with
the patient | thdstication
| |
Oral cavity - | [ | No [ ] Lasting [asting>5 | []
bleeding <=5 min yiEn or Intervention
from bites to [ Aoy “interfering with | s to ensure
lips & tongue episdde if daily activities | hemostasis
or after teportedby or in-
deciduous the patient hospital
teeth loss evaluation
at the time
of this visit
| [ ] Medical
i report
describing
! intervention
s to ensure
hemostasis
| or in-
hospital
evaluation
Subconjuncti | ] No [ ] Petechiae/ | [ ] Petechiae/ | [ ] Diffuse
val hemorrhage hemorrhage hemorrhage
hemorrhage partially partially in both eyes
(not due to involving one | involving both
conjunctival eye eyes, or diffuse
disease) [] Any hemorrhage in
episode if one €ye
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Type of GRADES BASED ON THE WORST INCIDENT EPISODE SINCE
bleeding LAST VISIT?

0 1 2 3 4
reported by
the patient
ORGAN (and
internal |
mucosae) '
Gastrointesti | [ | No [ ] Any [ ]Presentat |[ ] [{’RBC
nal bleeding episode if the visit Requiring transfusion
not explained reported by [] Described endoscopy” | or Hb drop
by visible the patient in a medical or other >2g/dL
mucosal report therdpeutic
bleeding or pracedures
lesion: { |\Of In-
Hematemesis, | | hospital
Melena, evaluation
Hematochezia at the time
’ ' of this visit
Rectorrhagia
| [] Medical
report
prescribing
endoscopy®
or other
| therapeutic
.‘ procedures
or in-
| hospital
evaluation
Lung ' [ ] No [] Any [ ] Present at [] [ JRBC
bleeding episode if this visit Requiring transfusion
Hemoptysis reported by [] Described | bronchosco | or Hb drop
Tracheobronc the patient in a medical py® or other | >2¢g/dL
hial bleeding report therapeutic
procedures
or in-
hospital
evaluation
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Type of GRADES BASED ON THE WORST INCIDENT EPISODE SINCE
bleeding LAST VISIT?
0 1 2 3 4
at the time
of this visit
[ ]An
equivalent
episode if
described in (]
a medical
report
WL |
Hematuria [ ]No [ ] Any [] Y [ ]RBC
episode if Macroscopic Macroseopi | transfusion
reported by (lab analysis C.and or Hb drop
the patient i oxhibited) ! requiring >2g/dL
[] | | cys‘toscopy8
Microscopic ) | [l Descried | F other .
(lab anflysis  |5ih medicdl | therapeutic
exhibited) | Yepogt procedures
or in-
i hospital
evaluation
at the time
of this visit
[ ]An
equivalent
! episode if
' described in
a medical
| report
Menorrhagia | [ ANo [ ] Doubling |[]Changing |[ ] Acute [ ]RBC
(compared to nr. of pads or | pads more menorrhagia | transfusion
pre=1DP or ¢ tampons in frequently than | requiring or Hb drop
a‘piiase of last cycle every 2 hrs. or | hospital >2g/dL.
disease with compared to | clot and admission
normal pre-ITP orto | flooding or
platelet a phase of endometrial
count)’ disease with [] Requiring ablation
normal . (either at
latelot ¢ combined this visit
pratelet count | reatment with 15 VISIt o
[ Score antifibrinolytic | deseribed in
>100 using s and hormonal
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Type of GRADES BASED ON THE WORST INCIDENT EPISODE SINCE
bleeding LAST VISIT?
0 1 2 3 4
PBAC in the | therapy or a medical
last cycle, if gynecological | report)
normal score | investigation
in pre-ITP (either at this
cyclesorina | visit or
phase of described in a ]
disease with | medical report) '
normal
platelet count |
Intramuscula | [ ] No [ ] Post [] [] [ ]RBC
r hematomas trauma, Spontaneous, Spontaneou | transfusion
(only if diagnosed at | diagnosed at s arpest or Hb drop
diagnosed by this visit, if | fixis visit tfamma (if | >2g/dL
a physician judged ! I judged
with an disproportjena.l 4% disproportio
objective te to trauma danivalert nate to
method) [] An nepisoderif fra uma)
egulvaient desoribed ina | diagnosed at
| Cpisode il ingdical report this visit
aescribed’n a and
meg:ical repait requiring
hospital
admission
or surgical
! intervention
| [ ]An
equivalent
episode if
described in
a medical
report
Hemarthresis<| [ ] No [ ] Post [] [] []
(ouly if trauma, Spontaneous, Spontaneou | Spontaneou
diagnosed by diagnosed at | diagnosed at s or post s or post
a physician this visit, this visit, trauma (if | trauma (if
with an function function judged Judged
objective conserved or | conserved or disproportio | disproportio
method) minimally minimally nate to nate to
impaired, if impaired trauma), trauma)
judged diagnosed at | diagnosed
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Type of GRADES BASED ON THE WORST INCIDENT EPISODE SINCE
bleeding LAST VISIT?

0 1 2 3 4
disproportiona | [_] An this visit at this visit |
te to trauma equivalent and and
[] An episode if requiring requiring
equivalent described ina | immobilizat | surgical
episode if medical report | ion or joint | if#ervention
described in a aspiration [ Af;
medical report [ ]An equivalent

equivalent episode if
epispd¢eif i described in
described inv| a medical
amedical report
repost
Ocular [ ]No L4 Mny post N []
bleeding i trauma \Gireous”|.Spontaneou | Spontaneou
(only if or retiral s vitreous or | s vitreous or
diagnosed by hesorrhage retinal retinal
a physician rJavolving one | hemorrhage | hemorrhage
with an or both eyes involving with loss of
objective Witll or without | one or both | vision in
method) |\mpaired/blurre | eyes with one or both
d vision present | impaired/bl | eyes present
at this visit if urred vision | at this visit
judged present at [] An
disproportionat | this visit equivalent
¢ to trauma []An episode if
[ ]An equivalent described in
equivalent episode if a medical
episode if described in | report
described ina | a medical
medical report | report
Intrdcranial) | [ ] No [ ] Any post [ ] Any [ ] Any
biceding!®: trauma event spontaneous | spontaneous
intracerebral, requiring event event
intraventricula hospitalization | requiring requiring
T, hospitalizati | hospitalizati
subarachnoida on in on without
1, subdural, presence of | an
extradural an underlying
underlying
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hepatic and
splenic
peliosis with
organ rupture

retroorbital
bleeding
metrorrhagia
etc.

(only i¢
diagnosed
wiih an
objective
method at the
visit or
described in
a medical
report

Type of GRADES BASED ON THE WORST INCIDENT EPISODE SINCE
bleeding LAST VISIT?
0 2 3 4

(only if intracranial | intracranialy|
diagnosed lesion lesion
with an
objective
method at the
visit or
described in
a medical
report
provided by
the patient)
Other [ ]No N [ LAay [ ] Any
internal gyent event
bleeding: i [ requiring requiring
hemoperitone I hospitalizati | hospitalizati
um on <48 hrs. | on>48 hrs.
hemopericardi | or RBC )
um transfusion
hemothorax , or Hb drop

! >2g/dL
retroperitoneal
bleeding
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Type of GRADES BASED ON THE WORST INCIDENT EPISODE SINCE
bleeding LAST VISIT?

0 1 2 3 4
provided by |
the patient) J

Grading is based on physical examination at the time of the visit by the physician or expert nurse or on patier(t's
history supplemented by available medical reports. Bleeding manifestations reported by the patient but not\visible at
the time of data collection are graded 1. Grade 5 is assigned to fatal bleeding.
To receive a grade >1, all non-overt skin and non-overt mucosal bleeding (petechiae, ecchymoses, subgutaneous
hematomas, vesicles/bullae subconjunctival bleeding) should be visible at the time of visit for grading by the
physician or expert nurse taking the history.
For bleeding from minor wounds and overt-mucosal bleeding (epistaxis, gum, bleeding fromibites to lins-& tongue
or after deciduous teeth loss/extraction) and all organ bleeding, a medical record describingvthe sympfem or
indicating a specific intervention/prescription should be also taken into account for gyading.
Requirement for ITP-specific treatments and anti-fibrinolytics (apart from menorrkagia) was@st considered for
grading, due to their subjective nature and their adoption not only to control actua! Sleeding but also to reduce the
“risk” of impendent or future bleeding.
!'In case of patients examined for the first time, all types of hléeding occtisting at thie, visit and in the 15 days
preceding the visit should be considered.
2 Each type of bleeding should be graded based on the #oise bleeding‘rnanifestarion that occurred during each
observation period or in the 15 days preceding the fifSt visit.
3 Patient’s own palm size is commonly considered to-b¢ propaitional te-bady surface area. Palm = the inner
surface of the hand stretching between the distal crizase ofrieswrist ana-the bases of the fingers (fingers surface
excluded).
4 Body areas include: face, neck, right ard setVupper 44mibs (cogsidered separately), right and left lower limbs
(considered separately), trunk, abdomen,\aiid recuimbent argas'{for the ambulatory patient means the area below
the knees).
5 Bleedings considered proportionateto trawmalconstriction on a clinical ground should not be reported for skin
domain.
¢ Minor wound means superficial skin.cufs (eg, by’ shaving razor, knife, or scissors).
7 Epistaxis and gum bleeding are also reported.in some normal subjects. Thus, a critical judgment is required in
grading these manifestations; th<y\siiould be reported only if judged more severe when compared with pre-ITP
bleeding, if any.
8 Any endoscopic investigations should)be considered for grading only if performed for therapeutic purpose and
not solely for diagnostiexpurpose
% In girls at menarchg)gtade 1 canhot be assigned, lacking comparison with previous cycles.
10 Intracranial bleeding shonid always be reported, irrespective of its grade. For example, if a woman had S2
(subcutaneous.hiematoma) M2 (epistaxis) O3 (menorrhagia) and an intracranial bleeding grade 2 (post trauma,
requiring hesgpitalizatiom), the SMOG index is S2M203 (intracranial 2). If the same patient also had intracranial
bleeding grade 3, thé SMOG index is S2M203 (intracranial 3).
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13.7 Classification of the SF-36v2 questionnaire

Items Scales

3a. Vigorous activities

3b. Moderate activities

3c. Lifting or carrying groceries
3d. Climbing several flights

3e. Climbing one flight

3f. Bending, kneeling

3g. Walking more than a mile

3h. Walking several hundred yards
3i. Walking one hundred yards

3j. Bathing, dressing

Physical Functioning

4a. Cut down time

4b. Accomplished less

4c. Limited in the kind of work

4d. Had difficulty performing the work

Role-Physical

7. Pain magnitude
8. Pain interfere

Boaily Pait N

1 Global health condition rating
11a. Sick easier

11b. As healthy

11c. Health to get worse

11d. Health excellent

_’_ﬂ LA

QUeneial"Healti

9a. Full of life
9e. Energy
9g. Worn out
9i. Tired

((Vitality
|

6. Social extent
10. Social time

Social Functioning

5a. Cut down time
5b. Accomplished. iess
5c. Not careful .

Role-Emotional

9b. Nervous
9c. Downgindumps
9d. Peaceiul
9f. Blue/sad
| tr Happy),

Mental Health
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14 AMENDMENT(S) TO THE STATISTICAL ANALYSIS PLAN
(SAP)

14.1 AMENDMENT 3

Rationale for the amendment

The primary reason for this SAP amendment is to incorporate the changes from Protocol
Amendment 3 and the reduced scope of analyses following sponsor’s decision to terminaie, the
study early.

Modifications and changes

Section # and Name Description of Change Brief Rationale

2.13 Removed objective “To evaluate the Up@eted tealign with
effects of rozanolixizumab on exploratory |¢Pistocol Aimendment 3
biomarkers” |

2.13 Added objective “To assess the effect ot

rozanolixizumab on respensie to
vaccination in study pditicipants #»ho
received COVID-19\vagcine’,

22.1.2 Removed “Including all intermediate
timepoints”{toam ITP-FAQ endpoint
2.2.14.1 Changed rext of IgGyigA, Ighand IgM
endpoitits
22.14.1 Reiqoved ITB-specifiz autoantibodies
endpoint
2.2.14.2 Remowed several exploratory endpoints
2.2.14.2 Avided COVID-19 vaccination endpoint
2.2.2.1 Removed a-globulin, and -globulin
eridpoints
2221 Removed Cytokines endpoint
23 Starting dose of G
¢ ~ [
2.3 Dosing is QW instead of Q2W
23 Study size reduced to 60 from a maximum
of 90 participants
2.3 Various other changes to study design that
do not have a direct impact on analysis
24 Changed derivation of sample size and To reflect the requirement
power calculation table to randomize a fixed

number of participants on
weekly sc infusions and
removal of option to
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Section # and Name

Description of Change

Brief Rationale

increase sample size based
on an interim analysis

COViBP-19 te composite strategy and
pldtelet detaset to 0

324 Definition of dosing regimen groups Need to define subsets of
(weekly and biweekly) protocol-defined analysis -\
sets which will be used b1
analysis
354 Change complete infusion to sufficient Requested by FIuA
infusion
354 The FAS will no longer appear in any Owing tg-the sponsor’s
analysis decisientcerminaie this
studysthe set.izno longer
réduired.
3.5.5 The PD-PPS will no longer appear in any,.‘ ()Owing\te’the sponsor’s
analysis dedision to terminate this
study the set is no longer
required.
3.8 Updated to MedDRA _versiong24 dictionaty | New version available
3.8 Updated to WAHODD, Mar 2021 vérsion New version available
3.9 Text added todescribeyanalysis ornitted Sponsor decision to
because eficarly teriination 91 study. terminate study early.
4.2.1 Texyreferring to Sensitivity analysis and Analysis no longer
MI'MAR analysis.reérioved. required.
422 Chang¢dintercusrent event strategy for Requested by FDA

4.5.2 and throughout

Rembwyedll references to interim analysis
andvg’Stage 1 and Stage 2 analysis

Interim analysis removed
in Protocol Amendment 3

4.7 Adalysis described in this section removed. | Analysis is no longer
required.
4.8 Analysis removed Analysis is no longer
required.
6.51 Modification to assignment of medications | Be consistent with the
to treatment period definition of treatment
period
8.1.2 Sensitivity and supplemental analysis has Owing to the sponsor’s
been removed. decision to terminate this
study the analysis is no
longer required.
Owing to the sponsor’s
8.1.3 Analysis has been removed. decision to terminate this
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Analysis has been removed.

study the analysis is no
longer required.

8.1.4
8.1.5 Analysis has been removed.
8.2 All formal statistical analysis has been
removed
8.3 Subsections 8.3.1 — 8.3.5 and 8.3.8 —8.3.9
have been removed. Statistical analysis has
been removed from section 8.3.6.
8.42 Text modified to reflect that item responses
will be listed only, no derived scores will
be calculated, and no change from baselines;
will be computed.
8.4.4 Text added to reflect that-item respefisés
will be listed only, no éerived scgpes will
be calculated, and n6 change fiont baseline
will be computed
9.2 Updated the.anallysis forastidrug Owing to the sponsor’s
antibodies decision to terminate this
study the majority of the
analysis is no longer
required.
9.3.1-9.34 Changedtext of 15G, IgA, IgE and IgM Updated to align with
endpeirits Protocol Amendment 3
9.3.5 RemovedI TP specific autoantibodies
endpoint
9.4 Remioved several exploratory endpoints
10.1 Clarified definition for time at risk Account for participants
who roll over to TP0004
Clarified definitions of severity and Clarify how severe adverse
10.2 intensity for adverse events events will be summarized
10.Z2.2 Add AESIs and TEAESs leading to study Categories in overview
discontinuation to overview should match categories in
adverse event tables
10.2.2 Removed some adverse event tables No longer needed
10.2.2 Added AEs of focus: hemorrhagic events, | These were added to the
worsening thrombocytopenia and effect on | AE of Focus document 3.0,
lipids or they were removed from
the document but were still
considered relevant for ITP
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10.5.1 Added “All values must be met at the same | Clarified how PDILI is
sample taken from the same visit” defined

10.5.1 Added the components of the Hy’s law Provide more information
definition presented separately in a about the components of
stepwise fashion to the table PDILI

10.6 Removed a-globulin, and -globulin Updated to align with
endpoints Protocol Amendiwient 3

10.7 Removed change from baseline for Owing to the/yponsoi’s
Complement endpoint decision Gyterminreie/this

study.lacranalysisis no
longerrequined:

10.8 Removed Cytokines endpoint Updateg: to align with

L'Prototo! Amendment 3

13.2.2 Removed several labs fron| MA table Kabs not collected or

calculated in TPO003

Throughout Minor editorial and forinatting‘changes Minor, therefgre have not
have been made. been summarized.

Confidential Page 84 of 85



UCB 16Aug2022
Statistical Analysis Plan Rozanolixizumab TP0003

STATISTICAL ANALYSIS PLAN SIGNATURE PAGE

This document has been reviewed and approved per the Review and Approval of Clinical
Documents Standard Operating Procedures. Signatures indicate that the final version of the
Statistical Analysis Plan (SAP) or amended SAP is released for execution.

Confidential Page 85 of 85



Name:

Version:

Document Number:

Title:

Approved Date:

Approval Signatures

tp0003-sap-amend-3

CLIN-000184830
TP0003 Statistical Analysis Plan Amendment 3

16 Aug 2022

Docuriert Apdrovals—

Approval
Verdict: Approved

Name; N
Capacity: Clinical
Date of Signature: 16-Aug-2022 14:34:24 GMT+0000

Approval
Verdict: Approved

| Name:
Capacity: Clinical
Date of Signature: 16-Aug-2022 20:17:25 GMT+0000






