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HISTORY OF CHANGES
Version Date Description/Rational for change
Number
1.0 O February New Document
2024
2.0 28 November Protocol amendment: Alpha level changed from 0.05 (one
2024 sided) to 0.1 (one sided) for primary and secondary efficacy
endpoints. Following sample size reassessinent, musance
parameter was updated from 20% to 22% and the number of
screened and eligible participants decreased from 650 to 518
and 564 to 450 respectively. However, by the end of the study,
some sites identified a small group of 14 eligible participants
(3.1%); the sponsor decided to include them in the study so a
total of 464 participants were enrolled.
2.0 28 November Update in the definition of the PPS-Safety.
2024
2.0 28 November | Note added for handling protocol deviations of treatment muis-
2024 dispensation after unblinding.
20 20 May 2025 Information given that SF-12 score 1s denived using PRO-
CORE software by QualityMetrie.
2.0 20 May 2025 | Full name given for Appendix A of the FDA draft guidance.
2.0 20 May 2025 | Note stating that hypersensitivity reactions and Remote spread
Preferred Terms (PTs) are based on the most recent version of
MedDRA with removal of table containing all possible PTs.
3.0 20 Angust | In disposition table, summary of participants completing and
2025 not completing each cycle is added.
30 20 Aungust Demographic tables are displayed by sequence on the
2025 randomized set. overall on the PPS-Safety set and by treatment
on the safety set.
30 20 August Safety analysis sets summary tables are displayed by treatmment
2025 on the Safety set and efficacy analysis sets summary tables are
displayed on the FAS.
3.0 20 August | Sponsor will provide new classification for “OTHER”
2025 diagnosis and primary aetiology of spasticity.
30 20 Aungust If any, participants treated with ABO-ABO and ONA-ONA are
2025 excluded from the compliance and exposure tables, from all

tables and figures for primary and secondary endpoints based
on the safety set and from AE summary tables by sequence
based on the safety set.




IPSEN GROUP CLIN-52120-452

CONFIDENTIAL
STATISTICAL ANATLYSIS PLAN: FINAL: 23 SEPTEMEER 20215 PAGE 4/49

30 20 Angust | Only 2-sided 80% Cls are planned for all pnmary, secondary

2025 and exploratory efficacy endpoints (one-sided 90% Cls are
removed).

30 20 Angust | Summary of mtercurrent events on PPS-Safety 1s removed as
2025 not applicable on this population.

30 20 Angust | Definition of duration of response amended to use last visit date
2025 instead of withdrawal date when participant 1s lost to follow up.

30 20 Angust | Change from baseline added for MAS scores for finger, wnist
2025 and elbow score in addition to Total score.

30 20 Angust | Change from baseline added for DAS scores for all domains in
2025 addition to Total score.

30 20 Angust | Change from baseline added for SQOL-6D Total score.
2025

30 20 Angust | Duration of exposure summary displayed by treatment group.
2025 overall and by cycle m a same table.

3.0 20 Angust | Removal of “(In any treatment group)” for table of 5 most
2025 common TEAEs.

30 20 Angust | Table and listing related to PCSA are removed as not relevant
2025 for this study.
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LIST OF ABBEREVIATIONS AND DEFINITION OF TERMS
ABEREVIATION Wording Defimition

AboBoNT-A AbobotulinumtoxinA

ADR Adverse drug reaction

AFE Adverse event

AESI Adverse event of special interest
ATC Anatomic Therapeutic Class
BoNT-A Botulinum toxin type A

C Concomitant

CI Confidence interval

COVID-19 Coronavirus disease 2019 (SARS-CoV-2)
CSR Clinical study report

DAS Disability Assessment Scale
eCRF Electronic case report form

EOS End of Study

EOT End of Treatment

eTMF Electronic Trnial Master File

EwW Early Withdrawal

FAS Full analysis set

GCP Good clinical practice

HCG Human chorionic gonadotrophin
HRT Hormonal replacement therapy
ICE Intercurrent Event

ICF Informed consent form

ICH International Conference on Harmonisation
IEC Independent ethics committee
iLm. Intramuscular

IMP Investigational medicinal product
INR International normalised ratio
IRB Institutional review board

ITT Intention to treat

IUD Intrauterine device

IUS Intrauterine hormone-releasing system
IVRS Interactive voice response system
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Modified Ashworth Scale

Mean Corpuscular Haemoglobin
Mental component summary
Mean Corpuscular Volume
Medical Dictionary for Regulatory Activities
OnabotulinumtoxinA

Prior
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Traumatic brain mury
Treatment-emergent adverse event



IPSEN GROUP CLIN-52120-452

CONFIDENTIAL
STATISTICAL ANATLYSIS PLAN: FINAL: 23 SEPTEMEER 20215 PAGE 9/49
U Unat
ULIS Upper Limb International Spasticity
ULS Upper limb spasticity
USA United States of Amenca
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1 INTRODUCTION

The purpose of this SAP is to outline the planned analyses to be completed to support the
completion of the Clinical Study Report (CSR) for protocol CLIN-52120-452. It describes the
rules and conventions to be used in the amalysis and presentation of data, the data to be
summarised and analysed, including specificities of the statistical analyses to be performed.
Any post-hoe, or unplanned, analyses not identified in this SAP which are performed will be
clearly identified in the respective CSR.

The SAP 1s to be finalised prior to database lock. A separate shell will be provided for tables,
figures and listings.

Any deviations from the SAP after database lock will be documented in the CSR (section 9.8
“Changes in the conduct of the study or planned analyses™ as per International Conference on
Harmomsation (ICH) E3).

2 PROTOCOL OVERVIEW

The purpose of this study is to compare the clinical safety and efficacy of aboBoNT-A and
onaBoNT-A mm adults with upper limb spasticity (ULS). The study 1s designed to address
real-world questions of interest about the two BoNT-A marketed products for the first time in
a large, multicentre, randomised, double-blind crossover study.

21 Study Objectives and Hypotheses

Table 1 displays the objectives, corresponding endpoints and key intercurrent events for this
study.

Table1 Objectives and Endpoints/Estimands

Objectives Endpoints and/or Estimands[a]
Primary
*  To demonstrate non-infenonty as per safety | Endpoints:
assessment based on the rate of all TEAEs e Rate of TEAEs from injection to 12 weeks[b]

imjecti w .
from injection to 12 weeks ey e

¢  Treatment discontinuation
*  Prolibited concomitant medication
®  Visits delayed or not performed, or AEs due to

COVID-19
Secondary
s  To evaluate clinical safety Endpoints:
# Rate of ADRs, SAFEs and AESIs from
injection to 12 weeks
*  To assess efficacy * Key secondary endpoint: Duration of response

based on retreatment criteria

¢« Key secondary endpoint: Muscle tone assessed
by the MAS for finger., wrist and elbow
flexors at 10 and 12 weeks based on PTMG

®  Muscle tone assessed by the MAS for finger.
wrist and elbow flexors at 1, 4 £ 16, 20, 24
weeks based on PTMG and MAS total score at
1,4, 10,12 + 16, 20, 24 weeks




IPSEN GROUP CLIN-52120-452
CONFIDENTIAL
STATISTICAL ANALYSIS PLAN: FINAL: 23 SEPTEMEBER 10215 PAGE 11/49

* Key secondary endpoint: Perceived function
and pain assessed by the DAS at 10 and 12
weeks based on PTT

# Perceived function and pain assessed by the
DAS at 1, 4 + 16, 20, 24 weeks based on PTT
and DAS total score at 1, 4, 10, 12 = 16, 20,
24 weeks

* Key secondary endpoint: PGA of treatment
response at 10 and 12 weeks

« PGA of treatment response at 1, 4 = 16, 20, 24
weeks

¢ QoL using the SF-12 perceived health score
and 5Qol-6D at 4 weeks, 12 weeks and at end
of each cycle

AboBoNT-A = abobotulinimtoxind; AE = adverse event, AESI = adverse event of special interest, ADE. = adverse dmg

reaction; COVID-19 = coronavirus d.lsease 2019 (SARS-CoV-2); DAS = disability assessment scale; MAS = modified

Ashworth scale; onaBoNT-A = omabotulimmtoxinA; PGA = physician global assessment; PTMG = primary target mmscle

group; PTT = principal target of treatment; QoL = quality of life; SAE = serious adverse event; SF-12 = 12-Ttem Short Form

Health Survey; S3Qol-6D = Spasticity-related Quality of Life Tool; TEAE = treatment-emergent adverse event.

a A hierarchical approach will be used for amalysis of ponmary and secondary endpeints. If non-inferiomty is
demonstrated for the pnimary endpoint, firstly the supenonty of aboBoNT-A over onaBoNT-A will be tested based

on the key secondary efficacy endpoint, i e. duration of response. If superiority of aboBoNT-A over onaBolNT-A 5
demonstrated, then MAS/TDAS/PGA at Week 12 will be tested at the same time. If positive, then the comesponding
endpoints at Week 10 will be tested (see Sections 5.7.3 and 5.7.4).

b Including any clinically significant abnormal laboratory test results (see Section 10.3.1 of protocol).

The study hypotheses are the following:

» Safety profile of both products 1s comparable: this hypothesis 1s associated with the
pnmary safety endpoint analysis based on non-inferiomty testing regarding the
treatment emergent adverse event (TEAE) rate from injection to Week 12.

» Efficacy profile at peak (Week 4) 1s similar, but aboBoNT-A has longer duration of
effect (Week 10 and beyond): this hypothesis will be associated with secondary
efficacy endpoints analyses based on superiority tests.

Statistical hypotheses for the pnmary analysis have been defined as follows: the anticipated

TEAE rate from imjection to Week 12 has been set to 44% [Gracies et al 20135]. and it was

assumed no difference between the two treatment groups. a non-inferionity margin set to 3%

and a musance parameter set to 22%. Alpha level was set to 0.1 (one sided), power to 80%

and dropout rate to 10%.

2.2 Overall Study Design and Investigational Plan

This 1s a multicentre, mterventional, post-marketing, randommsed, double-blind, crossover
study to evaluate the clinical safety and efficacy of aboBoNT-A (Dysport®) in comparison
with onaBoNT-A (Botox®) when treating male and female adult participants 18-80 years of
age mclusive with ULS.

Participants will be recruited from the investigators’ clinical practice at approximately 90
study sites in the United States of Amenca (USA), Canada and France (public or private).
Randomised participants will receive two cycles of BoNT-A treatment. In each cycle, a
volume of 0.5 ml. BoNT-A solution will be mjected into each of the four wnist/finger flexors
(equivalent to 125 U aboBoNT-A or 50 U onaBoINT-A per muscle) and a volume of 1.6 mL
BoNT-A solution will be mjected mto the biceps (equivalent to 400 U aboBoNT-A or 160 U
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onaBoNT-A). to give a total admimstration volume of 3.6 mL (equvalent to 900 U
aboBoINT-A or 360 U onaBoNT-A).

Sequence 1: participants will receive one cycle of aboBoNT-A (900 Units) followed by one
cycle of onaBolNT-A (360 Umits) in the selected overactive upper limb muscles using
guidance techmques.

Sequence 2: participants will receive one cycle of onaBoNT-A (360 Units) followed by one
cycle of aboBoNT-A (900 Umnits) in the selected overactive upper limb muscles using
guidance techmques.

The second BoNT-A mmjection will be given at Week 12 at the earliest if retreatment cnitenia
are fulfilled. If not, participants will be reassessed every 4 weeks (at Week 16, Week 20 and
Week 24) until retreatment criteria are fulfilled, at which poimnt the second injection will be
admimstered. If retreatment critena are still not fulfilled by Week 24 of Cycle 1, the
participant should be withdrawn from the study and “no clinical indication for reinjection™
documented as the reason for withdrawal.

Visits for each mjection cycle will include the Injection Visit, Week 1, Week 4, Week 10,
Week 12 and additional visits at Week 16, Week 20 and Week 24 as required.

The End of Treatment (EOT) for each participant will be the date of the Cycle 2 myection.

For participants who complete the study, the End of Study (EOS) wisit wall be the visit at
which the retreatment criteria (see Section 6.5.1 of protocol) are fulfilled after the Cycle 2
mjection, 1.e. Week 12 (at the earhiest), Week 16, Week 20 or Week 24 (at the latest) of
Cycle 2.

A participant 15 considered to have completed the study if he/she has completed all phases of
the study mncluding the last scheduled procedure shown mn the Schedule of Assessment (SoA)
(see Section 1.3 of protocol).

The participants will be followed up for safety and efficacy, including quality of life (QolL),
until their EOS or Early Withdrawal (EW) wisit. Participants wathdrawing early from the
study will not be replaced.

The maximum duration of the study for each participant 1s 51 weeks (from screeming to
Week 24 of Cycle 2).

The study design 1s illustrated i Figure 1.
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Figure 1 Study Schema

W1 Wd WD W12 WI1E WID W24

AboBoNT-A = abobotulinnmtoxinA; onaBoNT-A = onabotulinumtoxind; U = units; W = week.

23 Sample Size Determination and Power

The sample size was determined with Power Analysis and Sample Size (PASS 15) software
using the “Non-Inferiority Tests for the Difference Between Two Comrelated Proportions™
procedure.

A blinded sample size reassessment was performed when at least 100 participants had
completed the Week 12 visit of Cycle 2 (see Section 3.2) leading to the new figures below.
Statistical hypotheses for the prumary analysis have been defined as follows: the anticipated
TEAE rate from injection to Week 12 has been set to 44% [Gracies et al 2015], and it was
assumed no difference between the two treatment groups, a non-inferiority margin set to 5%
and a musance parameter set to 22%. Alpha level was set to 0.1 (one sided), power to 80%
and dropout rate to 10%.

Based on statistical hypotheses associated with the primary study objective and the primary
safety endpoint (see Section 2.1), the required number of participants to be randomised is 450
participants. However, by the end of the study, some sites identified a small group of 14
eligible participants (3.1%); the sponsor decided to include them in the study so a total of 464
participants were enrolled.

In total, 563 participants were screened to give 464 eligible participants randomised to one of
the two intervention sequences using a 1:1 randomisation ratio. A stratified randonusation
based on the previous ULS treatment (BoNT-A non-naive versus naive) was performed.

2.4 Randomisation and Blinding (if applicable)

The randomusation and the ntervention number(s) assignation at dispensation, will be
managed by Interactive Web Response System/ Interactive Voice Response System
(IWRS/TVRS).
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The study interventions aboBoNT-A and onaBoNT-A will be reconstituted and prepared n
1dentical ready-to-administer syringes with identical volumes of diluent, therefore, they will
be similar in colour and appearance allowing the blinded conditions of the study to be
maintained for the study mtervention administration by the mvestigator.

Participants and mmvestigators administering the study intervention mjections and performing
assessments will remain blinded to intervention assignment during the study. The study
mtervention injector may also be the assessor and perform safety and efficacy assessments for
the participant he/she has injected.

2.5 Schedule of Assessments
Schedule of assessments 15 presented in section 1.3 from the protocol.

2.6 Change from Statistical Section of the Protocal

There are no changes compared to analyses descnibed in the protocol apart from additions of
sensitivity analysis 3 and supplementary analysis 2 and 3.

3 PLANNED ANALYSES

il Data Monitoring
No independent DMUC will be used in this study.

3.2 Interim Analvsis / Primary Analysis
No intenm analysis was planned other than the blinded sample size reassessment.

The reassessment procedure was performed after at least 100 participants had completed the
Week 12 wisit of Cycle 2. The TEAE rate from injection to Week 12 i each cycle was
estimated as well as the percentage of discordant pairs (participants with TEAE in Cycle 1 but
not in Cycle 2 or conversely). Only blinded data was used. It was to provide an estimate of the
nuisance parameter in order to update the sample size for the tnal based on this estimate.
Subsequently, the nuisance parameter was updated from 20% to 22% 1n this version of SAP.

The mterim analysis was performed on clean data (60% source data venfication (SDV)).
Overall summary of TEAE and summary of dropouts were also provided.

33 Final Analysis
Planned analyses will be done when all participants complete study and after database lock.

4 ANALYSIS SETS

Screened Set
The screened set will contain all participants who signed an informed consent for this study.

Randomised Set

The randommsed set will contain all participants who were randommsed to an mtervention
sequence. A participant will be considered as randomused if a sequence has been assigned by
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the IWRS/IVES. For analyses and displays, participants will be classified according to
randommsed treatment.

Full Analysis Set (FAS)

The FAS will contain all participants from the randomised set who receirved at least one dose
of etther aboBoNT-A or onaBoNT-A. If there 1s any doubt whether a participant was treated
or not, they will be assumed treated for the purposes of analysis.

The ITT principle is preserved. despite the exclusion of participants randommsed who did not
take any study medication, because the decision of whether or not to begin the treatment
could not be mfluenced by knowledge of the assigned treatment as the study medication 1s
blinded.

For efficacy analyses on the FAS, participants will be classified according to allocated
sequence.

Safety Set (SS)

The 55 will contain all participants from the randomised set who received at least one dose of
etther aboBoNT-A or onaBoNT-A. If there 1s any doubt whether a participant was treated or
not, they will be assumed treated for the purposes of analysis.

For safety amalyses on the 55, participants will be classified according to the treatment or
sequence they actually recerved.

However, for pnmary and secondary safety endpomnts, if participants received the same
treatment 1n both cycles, those participants will be excluded from the analyses on the S5.

Per Protocol Set for Efficac PS-Effica

The PPS-Efficacy will contamn all participants from the FAS who completed the 12-week
peniod for both cycles and who did not expenence any major protocol deviations that may
mterfere with efficacy evaluation. Please refer to section 5.3 for details regarding the
management of deviations.

Per Protocol Set for Saf: PS-Saf

The PP5-Safety will contain all participants from the S5 who recerved 1 dose of aboBoNT-A
and 1 dose of onaBoNT-A and who completed at least 11 weeks in the 12-week penod for
both cycles without any major protocol deviation that may interfere with safety evaluation.
Participants who did not complete at least 11 weeks in Cycle 2 but had an adverse event after
the second mjection and before withdrawal will also be included in the PPS-Safety. Please
refer to section 5.3 for details regarding the management of deviations.

Protocol deviations

Protocol deviations will be described and their mmpact on inclusion i each analysis
population will be assessed (see section 5.3). The final list of protocol deviations 1mpacting
the safety and efficacy populations will be reviewed prior to database lock. After database
lock and unblinding, deviations about treatment mus-dispensation will be re-assessed. If the
actual treatment still matches the planned treatment, these deviations will not lead to
exclusion of the participant from the PPS-Safety or PPS-Efficacy.



IPSEN GROUP CLIN-52120-452

CONFIDENTIAL
STATISTICAL ANALYSIS PLAN: FINAL: 23 SEPTEMEBER 10215 PAGE 16/49
5 STATISTICAL METHODS/ANALYSES

The statistical analyses will be performed 1n accordance with ICH E9 gmideline and gmdelines
presented in section 7.

The service provider Parexel will perform the statistical analysis of the efficacy and safety
data.

5.1 General Considerations

All statistical analyses will be performed using the Statistical Analysis System® software
version 9.4 or a later version in a secure and validated environment.

511 Outputs Presentation

5.1.1.1 Tables Header

Depending on the type of data, the summary tables will be presented as follows:
- For disposition and baseline data: by sequence and overall.

- For demographic: by sequence and overall, and by treatment and overall.

- For pnior medications/non-drug therapies or procedures and for adverse events occurmng
both prior to treatment and emergent while on treatment: by sequence and overall.

- For concomitant medications/non-dmg therapies or procedures: by treatment.

- For extent of exposure, by treatment and cycle.

- For primary safety endpoint: by treatment, and also by cycle (overall and by treatment).
- For efficacy: by treatment.

- For adverse events (prior and emergent): overall presentation by sequence and cycle, AEs by
SOC and PT by sequence.

- For treatment emergent adverse events: by treatment.
- For other safety endpoints: by treatment.

- For exploratory endpoints: by sequence and cycle, and by treatment.

5.1.1.2 Presentation of Treatment Group and Treatment Sequence

Tables, Figures and Listings (TFLs) will be displayed using the following treatment group
and treatment sequence labels, in the order presented:

Table 2: Treatment group and treatment sequence labels

Treatment Group Treatment Group Short Label

aboBoNT-A (900 Units) ABO

onaBoNT-A (360 Units) ONA

Treatment Sequence Treatment Sequence Short
Lahel

aboBoNT-A (900 Units) > ABO - ONA
onaBoNT-A (360 Units)
onaBoNT-A (360 Units) > ONA - ABO
aboBoNT-A (900 Units)
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5.1.1.3 Presentation of Cycles and Visits / Timepoints

The study compnises 2 cycles, each cycle can last between 12 weeks and 24 weeks, depending
on the time to retreatment.

Cycle 1 covers the period between first injection and second imjection or EOS/EW if the
participant did not recerve the second mjection. Cycle 2 covers the peniod between second
myection and EOS/EW.

Summanes by visit will be presented using visit number as collected in the Electromic Case
Report Form (eCRF).
Visits in the TFLs will be presented as follows and 1n the following order:

Table 3: Visits of the study

Long Visit Name Short Name

Screening (Visit 1) [a] Ser [a]

Cycle 1- Baseline (Visit 2) [a] Cycle 1 - Baseline [a]

Cycle 1 - Week 1 (Visit 3) Cycle 1 - Week 1

Cycle 1 - Week 4 (Visit 4) Cycle 1 - Week 4

Cycle 1 - Week 10 (Visit 3) Cycle 1 - Week 10

Cycle 1 - Week 12 (Visit 6) or Cycle 2 = Day 1 (Visit 6) Cycle 1 - Week 12 or Cycle 2
[b] - D1 [b]

Cycle 1 - Week 16 (Visit 7) or Cycle 2 —Day 1 (Visit 7) Cycle 1 - Week 16 or Cycle 2
[b] - D1 [b]

Cycle 1 - Week 20 (Visit 8) or Cycle 2 —Day 1 (Visat 8) Cycle 1 - Week 20 or Cycle 2
[b] - D1 [b]

Cycle 1 - Week 24 (Visit 9) or Cycle 2 —Day 1 (Visit 9) Cycle 1 -Week 24 or Cycle 2
[b] - D1 [b]

Cycle 2 - Week 1 (Visit 10) Cycle 2 - Week 1

Cycle 2 - Week 4 (Visit 11) Cycle 2 - Week 4

Cycle 2 - Week 10 (Visit 12) Cycle 2 - Week 10

Cycle 2 - Week 12 (Visit 13) Cycle 2 - Week 12

Cycle 2 - Week 16 (Visit 14) Cycle 2 - Week 16

Cycle 2 - Week 20 (Visit 15) Cycle 2 - Week 20

Cycle 2 - Week 24 (Visit 16) Cycle 2 - Week 24

[a] In exceptional cases, Visit 1 and Visit 2 will be combined on the same day (all screeming
and baseline assessments being completed before imection). this visit will be indicated as
Cycle 1- Day 1.

[b] If the retreatment critenia (see Section 6.5.1 of protocol) are not met at Week 12, then
Week 16, Week 20 and Week 24 wistts of each cycle will take place until the retreatment
criteria are met. When the retreatment cnteria are met and period 2 injection occurred, the
visit will be named as Cycle 2 — Day 1 and following visits will belong to Cycle 2.

For tables presented by Treatment. the text “Cycle 1-” or “Cycle 2-" will be omutted, only
Week X will be presented.

In QOL tables, Cycle X - End of Cycle will be presented, as QOL 1s assessed only at the last
visit of each cycle.
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512 Descriptive Statistics

All raw and derived vanables will be listed and descnibed using summary statistics. For
categonical vanables, summary statistics will be displayed using descniptive statistics by
frequency count and percentages by category. The missing category will be presented if there
15 at least one category mussing for at least one treatment group. Except otherwise specified,
participants with missing data will not be included in the calculation of percentages. For
quantitative varables, summary statistics will be displayed using descriptive statistics by
mumber of observations, mean, standard deviation (SD), first quartile, median, third quartile,
Two-sided 95% CI for the mean and for proportions will be reported for demographic and
baseline charactenistics. exposure, compliance, quality of life and vital signs.

Two-sided 95% CI for the median will be reported for treatment exposure, study duration,
time since event leading to spasticity and time since most recent mgection for ULS. See
section 5.7.1 for general considerations for the pnimary and secondary efficacy endpoints.

Unless otherwise specified, no imputation of missing data will be done.

5.1.3 Baseline value

Unless otherwise specified, baseline 15 defined as the last non-missing measurement taken
prior to first Investigational Medicial Product (IMP) administration. The second baseline
measurement corresponding to the end of the first cycle will not be considered 1 the analysis.

5.14 Reference Start Date and Study Day

Reference start date 1s defined as the day of the first IMP admimistration.

The day of the first IMP admimistration will be Day 1 (Baseline). Study day will be calculated
as:

- The difference between the event date and the reference date plus one day. if the event 1s on
or after the reference date.

- The difference between the event date and the reference date. if the date of event 1s pnior to
the reference date.

Study day will appear 1 any listings where an assessment date or event date appears.

In case of partial or missing event date, study day will appear missing while any associated
durations will be presented based on the imputations descnbed 1n appendix A2

There will be also a reference start date for Cycle 2, which 1s the date of the mmjection m Cycle
2. The day will be calculated within each cycle and displayed in the adverse event listings.

5.2 Randomisation, Disposition and Analysis Sets
Mis-Stratification
With stratified randomisation. participants with mcorrectly deternmned strata can lead to a

randomisation error, which does not implement the desired balance of strata among treatment
sequence. In such a case the analysis should take into account the comected strata but preserve
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the mitial/actual randomisation. even if this may lead to a change of the planned size of the
strata.

The approach 1s used for both, efficacy, and safety analyses.

Following disposition summarnies and listings will be provided:

- Summary table with the number and percentage of participants screened, screen failed,
reason for screen failures, randomised, treated i cycle 1, treated in both cycles-on the
screened set,

- Summary table with the number and percentages of randomised participants per
country and site on the randommsed set,

- Summary table with the number and percentage of participants who completed or did
not complete Cycle 1 and Cycle 2 and who discontinued the study with associated
reasons, treatments and timepoints on the randomised set,

- Summary table with the number and percentage of participants per cycle and visit on
the randomised set,

- Summary table with the number and percentage of participants with at least one visit
mmpacted by the pandemic, overall and for each cycle, the number of visits impacted by
the pandenmc, overall and for each cycle together with the impacts and the reasons on
the randomised set,

- Summary table on duration of participant participation in the study (in weeks),

- Listing of screen failure participants,

- Listing of randomisation details,

- Listing of dates of wistt including duration of participant participation for the
randomised participants,

- Listing of withdrawn participants on the randomised set.

A partictpant has completed Cycle 1 if he meets any of these categomnies:
- Participant 1s re-imjected at Cycle 2
- Participant reached Week 24 assessment and re-treatment criteria was not met

- Participant reached at least Week 12 assessment and re-treatment criteria was met at
Week 10, 12, 16, 20 or 24

A participant has completed Cycle 2 if he has completed Cycle 1 and meets any of these
categonies:
- Participant reached Week 24 assessment and re-treatment criteria was not met

- Participant reached at least Week 12 assessment and re-treatment criteria was met at
Week 10, 12, 16, 20 or 24

Duration of participant participation will be derived as follows:
Duration (weeks) = (last study visit - date of informed consent +1) /7

Following summaries and listings will be provided on the randomised set:
- Listing of participants not meeting at least one inclusion criterion,
- Listing of participants fulfilling at least one exclusion cnterion,
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- Summary of the oumber and percentage of participants in each analysis set, by
sequence on the randomised set, by treatment on the safety set and by treatment on the
FAS with reasons for exclusion from each analysis set,

- Summary of the number and percentage of participants in each analysis set by sequence
and by country based on all randommsed participants,

- Listing including flag for each analysis set and reason for exclusion from each set.

53 Protocol Deviations
An exhaustive list of major protocol deviations that may occur dunng the course of the study
and any action to be taken regarding exclusion of participants from the PP-Safety set and the
PP-efficacy set 1s defined 1n a Protocol Dewviation Specification form Status of protocol
deviations (Major, minor) and assignment to analysis sets will be confirmed before unblinding
of the study, finalised dunng the blind data review and documented in a separate document
261930 Protocol Dewiations 2023xx=xx v1.0xls. After unblinding, any dewiation with
potential unblinding observed duning the study or found after unblinding will be added to the
other deviations.
The following protocol deviation summanes and listings will be provided on the randomised
set:
Number and percentage of participants with major protocol deviations by dewviation category
(see DV section of Standard Study Data Tabulation Model (SDTM) user guide).
- A table of number and percentage of participants with major protocol deviations by
deviation category by sequence,
- A table of nmumber and percentage of participants with minor protocol deviations by
deviation category by sequence,
- A listing of major protocol deviations including exclusion from analysis sets.
- A listing of minor protocol deviations

5.4 Demography and Other baseline characteristics

All demographic and baseline charactenstics summarnies and listimgs will be provided by
sequence for the randomised set. overall for the PPS-5Safety and by treatment on the Safety set
in case there are more than 10% of difference between the PPS-Safety and the Safety set. No
statistical companson between treatment sequence will be performed and omly 95%
confidence intervals (CIs) of the within sequence will be reported.

Following summaries will be provided on:

- Demographic vanables (Sex. age, race. ethmcity, refer to appendix A5 for EudraCT
age categores),

- Disease charactenstics (diagnosis, primary aetiology of spasticity, time since event
leading to spasticity, pattern of upper limb paresis, affected or not by lower limb
spasticity).

- Prnior BoNT-A therapy (first adnmnistration for ULS, overall number of mjection cycles
between first ever injection and most recent injection in categories (<=3, 5-10, 11-20 or
=20 cycles), time since most recent mjection for ULS, BoNT-A preparation for ULS
myjected, total dose for ULS, BoNT-A for other indication(s) than ULS, with type of
indication and total dose for other indications classified by brand)
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Age will be denived from vear of birth using the following formmulae:
Age (years) = Year at Screening - Year of Barth
CI of categorical vaniables will be derived using Wald method.

Diagnosis of neurological condition leading to spasticity and pnimary aetiology of spasticity
will be amended for some eCRF entnes ‘Other’. Sponsor will provide a file to reclassify the
*Other’ terms. In tables, the reclassification, if provided will be used, whereas in hstings, both
*Other’ and the reclassification will be presented.

Time since event leading to spasticity will be denived using the following formmlae:

Time (years) = (Screeming date - Onset date of event leading to spasticity) / 36525

In case of partial date of event, if only day is mussing, the first day of the month will be
imputed. if day and month are missing, the 1% January will be imputed.

Time since most recent mjection for ULS will be derrved using the following formulae:
Time (days) = Screeming date - date of most recent imection

Listmgs will also be provided for all the summanies listed above.

5.5 Medical history, non-drug therapies, medications and surgical procedures

All summanes of Significant medical and surgical lustory (excluding spasticity), non-drug
therapies, medications and surgical procedures will be provided on the randomsed set.
Medical and surgical history and surgical procedures will be coded using the latest version of
Medical Dictionary for Regulatory Activities (MedDFA) at the time of database lock
Medications for other indications than spasticity will be coded using the latest version of
World Health Orgamization-Drug dictionary m effect at the time of database lock

5.51 Significant Medical and Surgical History (Excluding Spasticity)
Summary tables on sigmificant medical or surgical history (excluding spasticity) will be
summarized by sequence and overall, by system organ class (SOC) and preferred term (PT).

5.5.2 Non-Drug Therapies for Spasticity and Spasticity-Related Pain
Summanes of prior/concomitant non-drug therapies will be presented as entered 1n eCRF.

- Prior non-drug therapies (at least one therapy, type of therapy. place of therapy. total
mumber of hours per session, total number of sessions per week and total number of
weeks) by sequence and overall on the randomised set,

- Concomitant non-drug therapies, by treatment group on the safety set.

Listings will be provided for the summaries listed above. The hsting reporting conconutant
non-drug therapies should mnclude a flag indicating the study treatment that was concomitant
with the therapy (ONA, ABO, or ABO-ONA or ONA-ABO).
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553 Medications for Spasticity and Spasticitv-Related Pain
Summanes of prior/concomitant medications for spasticity and spasticity-related pain will be
presented as entered 1 eCRF.

- Pnor medications (trade name. baclofen admimstered. mdication, duraton of
treatment) by sequence and overall on the randomised set,

- Concomitant medications (trade name, baclofen admimstered or not, indication, started
or not prior to study entry, continuing or not at end of study) by treatment on the safety
set.

Listings will be provided for the summanes listed above. The listing reporting concomitant
medications should mclude a flag indicating the study treatment that was concommtant with
the medication (ONA, ABO, or ABO-ONA or ONA-ABO).

554 Medications for Other Indications

Medication start and stop dates will be compared to the date of the first ijection of cycle 1
and second injection i cycle 2 to allow classification as either:

- Prorto Cycle 1

- Concomitant to Cycle 1 only

- Concomitant to Cycle 1 and Cycle 2
- Concomitant to Cycle 2 only

Table 4: Defimtions of prior/concomtant

Prior (P) Start date and stop date are prior to the date of the Cycle 1
injection (or prior to randomisation date if the participant 1s
not treated).

Concomitant (C1) Stop date after the date of Cycle 1 mjection and before the

date of the Cycle 2 mjection (or after randomisation date if
the participant 1s not treated). Or ongomng if there 1s no
injection 2.

Concomitant (C12) Start date before the date of the Cycle 1 mnjection or before
the date of Cycle 2 mjection and stop date on or after the
date of the Cycle 2 imjection or ongoing after Cycle 2
injection.

Concomitant (C2) Start date on or after the date of the Cycle 2 imjection

See detailed rules in appendix A2 for classification of prior and concomitant medication
case of partial'missing date.

Summary tables on prior medications will include “P” only and will be summanzed by
sequence and overall.

Summary tables on concomitant medications will include “C” combinations (C1, C12 and C2)
and will be summanzed by treatment.



IPSEN GROUP CLIN-52120-452
CONFIDENTIAL
STATISTICAL ANALYSIS PLAN: FINAL: 23 SEPTEMEBER 10215 PAGE 13/49

The therapeutic class will correspond to the second level of ATC code, that 1s, corresponding
to the first 3 figures.

Following summanes, presenting count and percentages of participants will be provided on
the randomised set:
- Prior medications (P) by ATC class and PN (ATC level 2), by sequence and overall,

- Concomitant medications (C1, C12, C2) by ATC class and PN (ATC level 2), by
treatment,

Listings will be provided for all the summanes listed above. The listngs reporting
concomitant medications should include a flag mmdicating the study treatment that was
concomitant with the medication (ONA, ABO, or ABO-ONA or ONA-ABQ).

555 Concomitant Surgical Procedures
Summanes of concomitant surgical procedures will be presented
- by SOC and PT, by treatment

A listing will be provided. The listing should include a flag indicating the study treatment that
was concomitant with the surgery (ONA or ABQO).

5.6 Compliance

Compliance will be provided on the safety set and PPS-Safety.

Participants will receive study intervention directly from the investigator or designee, under
medical supervision, at the study site and therefore participant compliance with study
mtervention is not expected to be an 1ssue.

The muscles for mjection are: flexor carpr radialis, flexor carpi ulnans, flexor digitorum
profundus, flexor digitorum superficialis and biceps brachn.

In each treatment cycle, study mtervention will be mmjected locally into the five specified
upper limb muscles. The mjection volume for each muscle and the number of mjection sites
are shown in table 5 below. For the biceps, the total 1.6 mL imjection volume can be split
between the two biceps brachii injection sites according to the investigator's clinical
judgement, but no more than 1 ml should be imjected into a single site. Dosing syninges will
be labelled “wrist/finger flexors™ (2.0 mL total volume) or “biceps” (1.6 mL total volume).
The full blinded imection volume of 3.6 mL must be administered as specified 1n order to
achieve a total dose of 900 Units of aboBoNT-A or 360 Units of onaBoNT-A_

Table 5 AboBoNT-A and OnaBoNT-A Desing by Muscle

Volume/ | Injection | AboBoNT-A OnaBoNT-A
Syringe Label Muscle Injected Muscle Sites Dose (T) Daose (T)
(mL}) Total 900 U Total 360 U
Flexor carpi radialis 0.5 1 125 30
- Flexor carpi ulnaris 0.5 1 125 30
Wrist/finger flexors Flexor digitornm 05 1 125 50
profundus
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Volume/ | Injection | AboBoNT-A OnaBoNT-A
Syringe Label Muscle Injected Muscle Sites Dose (T) Daose (T)
(mL) Total 900 U Total 360 U
Flexor digitorum 0.5 1 125 50
superficialis
Biceps Biceps brachii 1.6[a] 2 400 160
AboBoNT-A = abobotulimmtoxin A; OnaBoNT-A = cnabotulimimtozind ; 77 = umit{s).
a No more than 1 ml to be administered at any injection site.

The compliance will be denved for each treatment (or for each cycle). by mmuscle and overall,
as follows:

Compliance for each of the Flexor muscles (%) = Volume admimistered in mL/ 0.5 = 100
Compliance for Biceps (%) = Volume admimstered m ml/ 1.6 = 100
Overall compliance (%) = Total volume admimstered in mL / 3.6 = 100

Following summary and listing will be provided on the safety set and PPS-Safety:

- Descriptive statistics of compliance at each imjection visit by treatment including volume
and dose (denved from volume) admimstered by muscle and overall and for the overall
comphiance the number and percentage of participants by class of compliance (<80, [80, 120],
=120).

- A listing of treatment compliance.

Participants treated with the same treatment in each cycle (sequence ABO-ABO or ONA—
ONA) will be excluded from PPS-Safety by definition. However, for summaries on the safety
set, these participants will also be excluded. They will be included n hstings.

The dose will be denived as follows and presented 1n the listings:
ABO dose (U= Volume admimstered in ml. * 250
ONA dose (U= Volume administered 1 mL * 100

5.7 Safety primary endpoint analysis and efficacy secondary endpoints analysis

5.71 General Considerations

As the pnmary analysis 15 based on non-inferionity testing for a safety criterion, the pnmary
population will be the PPS-Safety. The non-infenionity will be confirmed in the Safety Set for
a robust mterpretation. In these summanes on the safety set, participants treated with the same
treatment 1n each cycle ABO-ABO or ONA-ONA will be excluded. They will be included 1n

hstings.

A listing of all TEAEs will be provided (see listing detail conventions in Appendix A4).

The FAS set will be used for efficacy analyses unless explicitly stated differently. Analyses in
the PPS-Efficacy will be performed additionally for key secondary endponts.

A listing of all efficacy data (raw and derived) will be provided (see listing detail conventions
i Appendix A4). Desciptive statistics will be provided for all endponts.
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5.7.1.1 Significance Testing and Estimations

For primary safety endpoint, all statistical tests will be one-sided at the 10% level of
significance. For key secondary efficacy endpomnts, multiphicity adjustment to control the
overall type I error rate at one-sided 0.1 1s done with Bonferromi method (see Section 5.7.1.3).
Two-sided 80% CI (the upper limit corresponds to the one-sided 90% CI) will be reported for
the pnmary endpoint of estimated difference in TEAE rate and for the mean and median for
secondary efficacy endpoints duration of response, MAS, DAS and PGA.

For other exploratory endpomts, all statistical tests will also be one-sided at the 10% level of
sigmficance using two-sided 80% CL

5.7.1.2 Handling of Dropouts and missing data

Diligent attempts will be made to limat the amount of missing data and to follow-up all
randomised participants to collect the pnmary and secondary efficacy endpomnts for the
statistical analysis.

Unless otherwise specified, no imputation of missing data will be done.

5.7.1.3 Statistical/analytical issues

Adjustments for Covanates

The randomisation 1s stratified by BolNT-A status (BoNT-A previously treated for ULS or
naive). But the stratification factor and other factors such as age. gender or country are
assumed not to have an impact or contribute to the sequence effect and therefore will not be
accounted for in this crossover analysis for the analysis of the non-infenonty of aboBoNT-A
versus onaBoNT-A.

Intenim Analyses and Data Monitoring
Please refer to section 3.

Multicentre Studies
This 15 a multicentre study conducted 1n 3 countries: France, Canada and US and 90 centres.

Multiple Compansons/Multiplicity

In order to preserve an overall type I error rate of 0.1 (one-sided) for the primary key and

secondary endpoints, a mmultiplicity adjustment mvolving Bonferrom adjustment and senial

gatekeeping procedure with pre-specified hierarchical order will be performed.

Each hypothesis (or hypotheses family) will be formally tested only if the previous hypothesis

i the pre-specified herarchical order 1s tested sigmificantly. If a test 1s not sigmificant, the

senal gatekeeping procedure will stop (the result of the test as well as the next tests of the

sequence cannot be claimed sigmficant).

The statistical testing sequence of key secondary endpoints will be the following:

(1) If the analysis of the primary safety criterion (TEAE rate from mjection to Week 12)
demonstrates the non-infenonty of aboBoNT-A versus onaBoNT-A, then the
superionty test comparing the duration of response (aboBolNT-A versus onaBoNT-A)
will be performed (hypothesis 1).
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(2) If hypothesis 1 is tested significantly, alpha will propagate to the next step: a

Bonferroni split will then be used where «/3 is allocated to test family related to PGA,
test family related to DAS score (for the PTT) and test family related to MAS score (for
the PTMG).

Within each family, the superiority test of aboBoNT-A versus onaBoNT-A for the
score will be performed at Week 12 (at a/3 level), then at Week 10 only if the test at
Week 12 1s sigmficant (same alpha levels as for tests at Week 12).

5.7.2 Analysis of Primary Safety Endpoint
5.7.2.1 Endpoint, Treatment Effect and Estimand Definition

Definition of TEAE:

All adverse events (AEs) recorded in the eCRF will be coded using the latest version of the
Medical Dictionary for Regulatory Activities (MedDEA) n effect withun IPSEN at the tune
of the database lock. They will be classified by SOC and PT.

A TEAE 1s defined for each treatment cycle (*) as any AE that occurs durning the cycle ift
. it was not present prior to treatiment injection, or
. it was present prior to treatment injection but the ntensity increased during the cycle.

(*) Cyele 1 covers the period between first injection and second injection or EOS/EW if the

participant did not receive the second injection. Cycle 2 covers the period between second
mjection and EOS/EW.

Complete AE start date

YYYY-MM-DD < YYYY-MM-DD of [First IMP admin. | Not TEAE

YYYY-MM-DD >= YYYY-MM-DD of [First IMP admun.] and | TEAE cycle 1
= YYYY-MM-DD of [Second IMP adoun. ]

YYYY-MM-DD >=YYYY-MM-DD of [Furst IMP admin. ] and | TEAE cycle 1
== EOS/EW date if no Second IMP admin.

YYYY-MM-DD == YYYY-MM-DD of [Second IMP admin. | TEAE cycle 2
and <= EOS/EW date.

The rules in case of partial/missing start dates can be found in appendix A3. In the case where
it 1s not possible to define an AE as treatment emergent or not in any cycle, the AE will be
classified as treatment emergent in cycle 1.

Definition of primary endpoint:

The primary safety endpoint is based on the TEAE mcidence rate from injection to Week 12,
r.e. number of participants with TEAEs that occurred during each cycle from injection to 12
weeks after injection (until 84 days after injection or until the day prior to next injection day
or until EOS/EW day whichever occurs first).

Estimands:
Estimand framework is addressed in this study only for the analysis of the primary endpoint.



IPSEN GROUP CLIN-52120-452
CONFIDENTIAL
STATISTICAL ANALYSIS PLAN: FINAL: 23 SEPTEMEBER 10215 PAGE 17/49

To assess the pnmary objective on the PP5-Safety, the following primary estimand will be

defined by the following key attnibutes:

- Population of interest: participants with upper hmb spasticity of any aetiology
(US/France) or post-stroke ULS (Canada) as defined by the listed Inclusion/Exclusion
criteria m Section 5.1 and 3.2 of the protocol

- Vanable/Endpoint of interest: TEAE incidence rate from mjection to Week 12 1 each
cycle

- Key Intercurrent event (ICE) / Intercurrent Event Strategy (ICES):

. Prohibited concomitant medication Treatment Policy Strategy: all TEAEs
meeting above start date conditions will be included in the analysis

. Visits delayed or not performed, or AEs due to COVID-19: Treatment Policy
Strategy: all TEAEs meeting above start date conditions will be included in the
analysis

. No evidence of safety mformation and participant attended at least Week 12 of
cycle 2 after mjection wvisit: Treatment Policy Strategy: participant will be
assumed to have not expenienced any TEAE.

. No evidence of safety information and participant attended at least Week 12 of
any cycle after injection visit Treatment Policy Strategy: participant will be
assumed to have not experienced any TEAE for the concemed cycle.

. No evidence of safety information and participant did not attend any visit of the
cycle after first injection visit Treatment Policy Strategy: participant will be
excluded from the analysis.

. No evidence of safety information and participant did not attend any visit of the
cycle after second mjection visit Treatment Policy Strategy: the second cycle
of the considered participant will be excluded from the analysis. In any case, the
partictpant will be excluded from the PP5-Safety.

Of note: assessment of retreatment critenia completed 1s evidence of safety information.

- Treatment regimen:

Sequence 1: aboBoNT-A (900 Units) = onaBoNT-A (360 Umnts)

Sequence 2: onaBoNT-A (360 Units) = aboBoNT-A (900 Unats)

and potential mntake of permutted concomtant medications (see list in protocol section

6.3)

- Population-level summary of the treatment effect of interest: the difference n TEAE
rate of participants, between aboBoINT-A (900 Units) group and the onaBoNT-A (360
Umnits) group.

3.7.2.2 Primary Analysis

Analysis will be based on the primary estimand described 1 Section 5.7.2.1.

A generalised linear mixed model approach based on binommal distribution with identity link
will be used to estimate the difference in TEAE rate between the two treatment groups wiile
accounting for within-participant correlations ansing from the crossover design.

The fitted model wall mnclude fixed effects for treatment and cycle and a random effect
associated with the participant. The treatment by cycle mteraction (carryover effect) will be
tested: 1f the associated p-value of the interaction in the full model 1s more than 0.10 1t will be
considered as absent or negligible and it will not be included in the final model to provide
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estimates, if the associated p-value of the mnteraction in the full model 1s less or equal to 0.10,
the results will also be presented by cycle.

The SAS code can be found n section 8, appendix Al.

Testing non-infenionty of aboBoNT-A over onaBoNT-A in treatment of upper limb spasticity
by rejecting the null hypothesis described below at one-sided significance level 0=0.1:

HO: The difference between aboBoNT-A and onaBoNT-A 1s more than 5%. aboBoNT-A has
more than 5% TEAEs as compared to onaBoNT-A.

The estimated difference in TEAE rate (aboBoINT-A — onaBoNT-A) and associated two-sided
80% CI (showing the upper linmt which corresponds to the ome-sided 90% CI) wall be
provided.

If the upper bound of this CI 1s lower than 5% in the PPS-Safety analyses, the non-inferionty
of aboBoNT-A versus onaBoNT-A will be demonstrated.

A listing will be provided including all participants who had a cycle where no safety
information was recorded. either the participant discontinued before the end of the cycle, or
there was no evidence of safety recording (no safety related page filled in: neither physical
examination, nor vital signs nor concomutant medications nor AEs). For these participants,
the listing will provide the reason and timing for study discontinuation for disconfinued
participants and any AE that may have occurred before the cycle.

Following summanes will be provided on the PPS-safety and listings on the safety set:
- Overall summary of treatment-emergent adverse events from imjection to Week 12 by
treatment (PPS-safety)

- Owerall summary of treatment-emergent adverse events from mjection to Week 12 by cycle
(PPS-safety)

- Analysis of rate of TEAEs from imjection to Week 12 (PPS-safety)

- A summary of mtercurrent events from injection to Week 12 (Safety Set excluding ABO-
ABO and ONA-ONA participants)

- A forest plot of difference of rates of TEAEs (PPS-safety)

- A plot wath the 10 most frequent TEAEs (Preferred Term) from injection to Week 12 (PPS-
safety)

- A histing of treatment emergent adverse events from mjection to Week 12 (Safety Set)

- A histing of participants with no safety information recorded during a cycle (Safety Set)

- A histing of intercurrent events (Safety Set)

3.7.2.3  Sensitivity Analyses

Sensitivity analysis 1

A sensitivity analysis will be performed using the Safety set (excluding ABO-ABO and ONA-
ONA participants) as part of robustness analyses.

To assess the pnimary objective on the Safety set, the followimng primary estimand will be
defined by the following key attnibutes:
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Population of interest: participants with upper limb spasticity of any aetiology
(US/France) or post-stroke ULS (Canada) as defined by the listed Inclusion/Exclusion
criteria i Section 5.1 and 5.2 of the protocol

Vanable/Endpoint of interest: TEAE incidence rate from mjection to Week 12 1 each
cycle

Key Intercurrent event (ICE) / Intercurrent Event Strategy (ICES):

. Treatment discontimuation due to AE non-related: Treatment Policy Strategy:
all TEAEs from Cycle 1 meeting above start date conditions will be mncluded 1n
the analysis

. Treatment discontinuation due to AE related: Treatment Policy Strategy: all
TEAE:s from Cycle 1 meeting above start date conditions will be included in the
analysis

. Treatment discontinnation for other reason than AE: Treatment Policy
Strategy: all TEAEs from Cycle 1 meeting above start date conditions will be
included in the analysis

. Prohibited concomitant medication Treatment Policy Strategy: all TEAEs
meeting above start date conditions will be included in the analysis

. Visits delayed or not performed, or AEs due to COVID-19: Treatment Policy
Strategy: all TEAEs meeting above start date conditions will be included in the
analysis

. No evidence of safety mformation and participant attended at least Week 12 of
cycle 2 after mjection wvisit: Treatment Policy Strategy: participant will be
assumed to have not expenienced any TEAE.

. No evidence of safety mformation and participant attended at least Week 12 of
any cycle after mjection visit Treatment Policy Strategy: participant will be
assumed to have not expenienced any TEAE for the concemed cycle.

. No evidence of safety information and participant did not attend any visit of the
cycle after first injection visit Treatment Policy Strategy: participant will be
excluded from the analysis.

. No evidence of safety information and participant did not attend any visit of the
cycle after second mjection visit Treatment Policy Strategy: the second cycle
of the considered participant will be excluded from the analysis.

Of note: assessment of retreatment critenia completed 1s evidence of safety information.

Treatment regimen:

Sequence 1: aboBoNT-A (900 Units) = onaBoNT-A (360 Units)

Sequence 2: onaBoNT-A (360 Units) = aboBoNT-A (900 Unats)

and potential intake of permitted concomitant medications (see list in protocol section
6.3)

Population-level summary of the treatment effect of interest: the difference n TEAE
rate of participants, between aboBoINT-A (900 Units) group and the onaBoNT-A (360

Umnits) group.

The analysis will be done as in the main analysis with a generalised linear mixed model.
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The estimated difference in TEAE rate (aboBoINT-A — onaBoNT-A) and associated two-sided
80% CI (showing the upper it which corresponds to the one-sided 90% CI) wall be
provided.

The number of study discontinuations before Week 12 of Cycle 1 or Cycle 2 (1.e. participants
who would recerve an immjection but could not be followed up for the next 12 weeks) s
assumed to be negligible, thus no mntercurrent event 1s defined for these participants and no
specific strategy 1s planned to take into account such cases.

Following summaries will be provided on the safety set (excluding ABO-ABO and ONA-
ONA participants):

- Overall summary of treatment-emergent adverse events from mjection to Week 12 by
treatment (Safety Set)

- Owerall summary of treatment-emergent adverse events from mjection to Week 12 by cycle
(Safety Set)

- Analysis of rate of TEAEs from mjection to Week 12 (Safety Set)

- A forest plot of difference of rates of TEAEs (Safety Set)

Sensitivity analysis 2

On the PPS-Safety, the estimated overall difference and the estimated SD of the paired
differences of TEAE rate (aboBoNTA — onaBoNT-A) for each participant within each
sequence will be calculated using Wald test.

The associated two-sided 80% CI (showing the upper limit which corresponds to the one-
sided 90% CI) will be derived.

A forest plot of paired difference of rates of TEAEs will also be provided.

3.7.2.4 Supplementary Analyses

Supplementary analysis 1

The potential impact of the COVID-19 pandemic on the TEAE rate will be explored through a
supplementary analysis in which TEAEs identified as COVID-19 TEAEs will not be
considered for the calculation of the incidence rate.

This analysis will be performed on the PPS-Safety with the same estimands as in the pnmary
analysis.

The estimated difference in TEAE rate (aboBoINT-A — onaBoNT-A) and associated two-sided
80% CI (showing the upper linmt which corresponds to the one-sided 90% CI) wall be
provided.

Supplementary analysis 2

On the PPS-Safety. the number of TEAEs will be compared using a generalized linear model
with Poisson distnibution and identity link, treatment and cycle as fixed effects. treatment by
cycle interaction and participant as repeated factor. The treatment by cycle interaction
(carryover effect) will be tested: if the associated p-value of the interaction 1n the full model 1s
more than 0.10 1t will be considered as absent or negligible and it will not be included in the
final model to provide estimates, 1f the associated p-value of the mteraction in the full model
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15 less or equal to 0.10, the imnteraction will be kept in the final model and the results will also
be presented by cycle.
This will be superionty testing and the associated two-sided 80% CI will also be denved.

If the upper bound of this CI 15 lower than 0, the supenonty of aboBoNT-A versus onaBoNT-
A wnll be demonstrated.

The SAS code can be found m sectionAl, appendix Al.

Supplementary analysis 3

A supplementary analysis will be performed on the Safety set (excluding ABO-ABO and
ONA-ONA participants) to analyse the incidence rate of related TEAEs.

This will be supenority testing. The same analysis as the sensitivity 1 of the pnimary endpoint
will be performed.

If the upper bound of this CI is lower than 0%, the supenonty of aboBolNT-A versus
onaBoNT-A will be demonstrated.

A related TEAE 1s defined for each treatment cycle as any TEAE that was assessed by the
mvestigator as related to the study treatment. A TEAE will be considered related in case of
missing causality assessment.

Supplementary analysis 4

A supplementary analysis will be performed on the Safety set (excluding ABO-ABO and
ONA-ONA participants) to analyse the AESI incidence rate.

This will be supenority testing. The same analysis as the sensitivity 1 of the pnimary endpoint
will be performed.

If the upper bound of this CI 15 lower than 0, the supenonty of aboBoNT-A versus onaBolNT-
A will be demonstrated.

5.7.2.5 Subgroup Analysis

Descriptive statistics will be provided for the primary endpoint within each category of the
following vaniables if sample size allows (at least 30 participants in each category):

. Sex (Male, Female)

. Age (= 63 years, > 65 years)

. Country (USA. Canada, France)

. BolNT-A status for ULS (naive, non-naive)

573 Analysis of Key Secondary Efficacy Endpoint: Duration of response

5.7.3.1 Endpoint and Treatment Effect
Estimand framework 1s not addressed i this study for secondary endpoints.

The duration of response (DOR) 1s defined as follows:

. For Cycle 1: time between Cycle 1 mjection and the first Cycle 1 wvisit when
retreatment critenia are met (from Week 10 wisit), or time between Cycle 1 mgection
and study withdrawal if the participant discontinues from the study before Cycle 2
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mjection without meeting retreatment crniteria. If the reason of withdrawal 15 lost to
follow up, the last visit date will be used nstead of the date of withdrawal.

. For Cycle 2: time between Cycle 2 mjection and the first Cycle 2 wvisit when
retreatment critenia are met (from Week 10 wisit), or time between Cycle 2 mmection
and EOQOS/EW 1f the participant completes the study or discontinues from the study after
Cycle 2 injection without meeting retreatment critenia. If the reason of withdrawal is
lost to follow up, the last visit date will be used instead of the date of withdrawal.

Retreatment criteria will be captured both 1n the eCRF at each visit (from Week 10 wvisit) and
m logs in TWES.
In case of inconsistencies between eCRF and TWRS, the status in eCRF will be considered.

DOR. will be calculated for each cycle as:

DOR. (days) = date of retreatment criteria met or withdrawal date or completion date — date of
injectiont+]

DOR. will be presented by treatment in summary tables.

3.7.3.2 Main Secondary Analysis

On the FAS, the duration of response will be descnbed and compared between treatment
groups using a mixed effects model with treatment, cycle and treatment by cycle interaction
as fixed effects and participant as random effect. The treatment by cycle interaction
(carryover effect) will be tested: if the associated p-value of the interaction in the full model 1s
more than 0.10 1t will be considered as absent or neghgible and it will not be included in the
final model to provide estimates, if the associated p-value of the interaction in the full model
15 less or equal to 0.10, the mteraction will be kept in the final model and the results will also
be presented by cycle.

The within-participant variance covanance matnx will be assumed to be unstructured.

The SAS code can be found in section 8, appendix Al.

The p-value associated with cycle and treatment effects will be provided. and the estimate of
the difference between treatment groups and two-sided 80% CI will be provided.

This will be supenionty testing. If the lower bound of this CI 1s greater than 0. the superionity
of aboBoNT-A versus onaBoNT-A will be demonstrated.

In addition, a summmary table presenting count and percentages of participants meeting
retreatment cntena, participants retreated from 12 weeks (Week 12, Week 16, Week 20,
Week 24) and participants not meeting retreatment cnitenia in each cycle will be provided on
the FAS.

A bar chart of duration of response with mean and CI will also be presented by treatment and
cycle and by treatment overall.

3.7.3.3  Sensitivity Analysis 1
The same analysis as the main secondary analysis will be performed vsing the PPS-Efficacy
as part of robustness analyses.
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5.7.3.4 Sensitivity Analysis 2

Sensitrvity amalyses will be performed in participants having available values for both
treatments, 1.e. participants having an mjection 1n cycle 1 and an imection 1 cycle 2.

A Wilcoxon signed-rank test will be performed to test the difference in DOR. between
treatment groups at one-sided 10% sigmficant level

The median difference and associated two-sided 80% CI will be provided 1n a summary table.

5.7.3.5 Subgroup Analysis

Descriptive statistics will be provided for key secondary endpoint “Duration of response™
within each category of the following variables if sample size allows (at least 30 participants
in each category):

. Sex (Male, Female)

. Age (< 63 years, = 63 years)

» Country (USA. Canada, France)

. BolNT-A status for ULS (naive, non-naive)

574 Analysis of Other Key Secondary Efficacy Endpoints
Estimand framework 1s not addressed i this study for secondary endpoints.

Modified Asworth Scale (MAS)

MAS score for joints in the affected upper limb

Finger flexor muscle tone, wnist flexor muscle tone and elbow flexor muscle tone will be
assessed with the MAS tool using a scale whach 1s categonised for each of the three jomts as
follows: no change (0), shight mcrease (1 or 1+). marked increase (2). considerable increase
(3) or affected/nigid region (4).

The primary target muscle group (PTMG; finger, wnst or elbow flexors) will be selected by
the mvestigators at screening as the muscle group with the highest MAS score. If several
muscle groups have the highest MAS score at screeming, the investigator will select the
PTMG among those muscle groups based on climical judgement.

MAS total score

The MAS total score 15 used as a reflection of spasticity sevenity and 1s calculated as the sum
of the scores for all three joints analysed (finger, wrist and elbow), ranging between 0 and 12.

The main assessment of MAS will be based on the pnmary target muscle group (PTMG).
MAS total score (finger, wnist and elbow flexors) will also be calculated. A numeric score of
1.5 will be associated with the 1+ value.

MAS score for the PTMG and MAS score of all joints will be descnibed qualitatively and
quantitatively at each timepoint (baseline, Week 1, 4. 10, 12 £ 16, 20, 24) and at the end of
the cycle.

MAS total score will be descibed quantitatively at each timepoint (baseline, Week 1. 4, 10,
12 £ 16, 20, 24) and at the end of the cycle.
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Change from baseline of MAS score for the PTMG, MAS score of all jonts and MAS total
score will be described quantitatively.

MAS (PTMG) mumenical scores at Week 12 will be compared between treatment groups in
the same way as the DOR using a mixed effects model but at the /3 (0.1/3) level (one-sided)
(see Multiple Comparisons/Multiplicity in section 5.7.1.3).

Uncorrected p-values and Bonferrom adjusted p-values will be presented.

If significant at Week 12, the companson will be repeated at Week 10 with the same alpha
level. If not significant at Week 12, Week 10 data will be presented but will not be considered
as confirmatory.

Non-parametnic sensitivity analysis will also be performed using a Wilcoxon Signed-Rank
test to test the difference between treatment groups at same alpha level. Estimates from
Hodges Lehmann and CI from Tukey will be provided (Hollander&Wolfe, 1999).

Disability Assessment Scale (DAS)

The main assessment of DAS will be based on the pnncipal target of treatment (PTT). DAS
total score (hygiene, dressing. limb position and pain) will also be calculated.

The DAS total score 1s calculated as the sum of the scores for all four domains analysed
(hyvgiene, dressing, limb position and pain), ranging between 0 and 12 (each domain ranging
from 0=No disability to 3=Severe disability).

DAS score for the PTT and DAS score of all domains will be descnbed qualitatively and
quantitatively at each timepoint (baseline, Week 1, 4. 10, 12 £ 16, 20, 24) and at the end of
the cycle.

DAS total score will be descnibed quantitatively at each timepoint (baseline, Week 1. 4, 10, 12
+ 16, 20, 24) and the end of the cycle.

Change from baseline of DAS score for the PTT, DAS score of all domains and DAS total
score will be descriibed quantitatively.

DAS (PTT) scores at Week 12 will be compared between treatment groups in the same way
as the DOR using a muxed effects model but at the a/3 (0.1/3) level (one-sided) (see Multiple
Comparisons/Multiplicity 1 section 5.7.1.3).

Uncorrected p-values and Bonferrom adjusted p-values will be presented.

If significant at Week 12, the companson will be repeated at Week 10 with the same alpha
level. If not significant at Week 12, Week 10 data will be presented but will not be considered
as confirmatory.

Non-parametric sensitivity analysis will also be performed using a Wilcoxon Signed-Rank
test to test the difference between treatment groups at same alpha level.

Physician’s global assessment (PGA)

The PGA of treatment response will be assessed by asking the inmvestigator the following
question:

‘how would you rate the response to treatment in the participant’s upper limb since the last
injection?’
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Answers will be made on a mne-poimnt rating scale (-4: markedly worse, -3: much worse -2:
worse, -1: slightly worse, 0: no change, +1: shightly improved, +2: mmproved, +3: much
mmproved and +4: markedly improved).

PGA score will also be categorized in 2 different ways as follows:

-Any mmprovement (+1: shghtly mmproved. +2: immproved. +3: much mmproved and +4:
markedly improved)

-No change or worsemng (-4: markedly worse, -3: mmuch worse -2: worse, -1: slightly worse,
0: no change).

and:

-Strong improvement (+3: much improved and +4: markedly improved)

-No strong improvement (-4: markedly worse, -3: much worse -2: worse, -1: shightly worse, 0:
no change, +1: slightly improved, +2: improved)

PGA of treatment response and binary categories of PGA will be descnibed qualitatively and
quantitatively at each timepoint (Week 1, 4. 10, 12 £+ 16, 20, 24) and at the end of the cycle.

PGA scores at Week 12 will be compared between treatment groups in the same way as the
DOR. using a mixed effects model but at the w/3 (0.1/3) level (one-sided) (see Multiple
Comparisons/Multiplicity 1 section 5.7.1.3).

Uncorrected p-values and Bonferrom adjusted p-values will be presented.

If significant at Week 12, the companson will be repeated at Week 10 with the same alpha
level. If not significant at Week 12, Week 10 data will be presented but will not be considered
as confirmatory.

Non-parametric sensitivity analysis will also be performed using a Wilcoxon Signed-Rank
test to test the difference between treatment groups at same alpha level.

5.7.5  Analysis of Exploratory Endpoints

3.7.5.1 SF-12

Participants will be asked to complete the SF-12 health survey at baseline, Week 4, Week 12
and at end of each cycle. The SF-12 is a genenic, multipurpose short-form survey consisting of
12 questions. The acute, or 1-week recall, survey form will be used. It asks the respondent to
answer the SF-12v2 questions as they pertain to the way he or she felt or acted duning the past
week.

The SF-12 covers eight domams/dimensions of health, including physical functioning. role
physical, bodily pain, general health, vitality, social functioming, role emotional and mental
health, and two summary measures of physical and mental health: the physical component
summary (PCS-12) and mental component summary (MCS-12), scored using norm-based
methods.

PRO CoRE. a QualityMetric Scoring Software will be used to derive the SF-12 summary

SCore.

The SF-12 summary score 15 between 0 and 100, with higher scores indicating better
self-reported health.
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Individual domains, PCS-12 score, and MCS-12 score will be descniptively summanzed on
the FAS by sequence and by treatment together with change from baseline.

Listing of the SF-12 V2 domains and components scores will be provaded by sequence and
cycle.

5.7.5.1 SQelL-6D

Participants will be asked to complete the SQoL-6D questionnaire at baseline, Week 4, Week
12 and at end of each cycle. This 15 a bnef questionnaire 1n six domains (pain/discomfort,
mvoluntary movements or spasms, restricted range of movement, canng for the affected limb,
using the affected limb and mobility/balance) designed to assess QoL 1n relation to spasticity
that affects the upper limb, which includes the amm  shoulder or hand. Each dimension is
assessed by asking participants about symptoms within the last 7 days, using a five-level scale
ranging from 0 to 4, with higher scores meaning worse condition.

The total score will be calculated if at least 50% of the items have been completed. The mean
of the 6-dimension scores will be calculated and the total score ranging from 0 to 100 will be
denived as follows, with a higher score indicating better QolL:

Total score = [(4-Mean)/4]*100

A frequency table will be produced on the FAS to summanze answers provided to each of the
6 dimensions of the SQoL-6D system at each scheduled wisit by sequence and also by
treatment. The total SQoL-6D score and change from baseline will also be summanzed at
each scheduled visit by sequence and also by treatment.

A by-participant histing of SQoL-6D will be provided.

5.8 Safety

5.8.1 General Consideration

All safety summanes and analyses will be based upon the Safety Set. All safety data wall be
mncluded in participant data listings (see histing detail conventions i Appendix A4). There
will be no statistical companson between the treatment groups for safety data (other than
safety data related to the primary endpoint).

5.8.2 Extent of exposure
The duration of exposure will be calculated as follows:

Duration of treatment | © For participants who are retreated at the end of the
cycle (in weeks) cycle:
(date of retreatment) — (treatment injection date)/7.
For participants who are not retreated at the end of
the cycle:
((last attended visit date of the treatment cycle) —
(treatment imnjection date) + 1)/7.

The following extent of exposure summanies will be presented:
» Summary of the duration of exposure to treatment, by treatment group and cycle.
» Listing of exposure data.
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In summary of extent of exposure, participants who recerved the same treatment 1n each cycle
ABO-ABO or ONA-ONA wall be excluded. They will be included 1n listings.

5.83 Adverse Events

All AEs recorded 1n the eCRF will be coded using the latest version of the Medical Dictionary
for Regulatory Activities (MedDRA) 1n effect within [PSEN at the time of the database lock
and will be classified by SOC and PT.

AFEs will be classified as Treatment-Emergent AEs (TEAEs) according to the rules described
m section 3.7.2. The mules in case of partial’'missing start dates can be found 1 appendix A2.
In the case where 1t 1s not possible to define an AE as treatment emergent or not. the AE will
be classified as treatment emergent in cycle 1.

A related TEAE 1s defined for each treatment cycle as any TEAE that was assessed by the
mvestigator as related to the study treatment. A TEAE will be considered related in case of
missing causality assessment.

The following summanes will be provided by sequence:

*  An overview table summanzing the number and percentage of participants with at
least one of the following AEs together with the cormresponding number of events
for each of these AE categories listed below:

- any AE (overall and in each cycle).
- any Senious Adverse Event (SAE) (overall and 1 each cycle),
o summary of the mumber and percentage of participants reporting an AE by
sequence, SOC and PT
AE summanes will be ordered by decreasing frequency for SOC and PT within SOC in the
sequence aboBoNT-A- onaBolNT and then similarly by decreasing frequency in the sequence
onaBoNT-A- aboBoNT-A, and then alphabetically for SOC and PT within SOC.

In the summary of AEs by sequence, participants who received the same treatment in each
cycle, ABO-ABO or ONA-ONA, will be excluded. They will be included mn listings.

The following summaries will be provided by treatment. The tables will be duplicated: one
table for the whole cycle duration and one table from injection to Week 12:

*  An overview table summanzing the number and percentage of participants with at
least one of the following AEs together with the comresponding nmumber of events
for each of these AE categories listed below:

- any TEAE,

- any mild, any moderate and any severe TEAE,

- any non-treatment related TEAE. any treatment related TEAE,

- TEAE leading to discontinuation from the study,

- any treatment emergent SAE,

- any treatment emergent adverse event of special mterest (AESI)
- any non-serious TEAE

. A summary of the number and percentage of participants reporting a TEAE by
treatment group, SOC and PT,
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. A summary of the 5 most common TEAEs by treatment group, SOC and PT,

. A summary of the number and percentage of participants reporting a related
TEAE by treatment group, SOC and PT,

. A summary of the number and percentage of participants reporting a TEAE by
treatment group, mtensity, SOC and PT,

. A summary of the number and percentage of participants reporting a TEAE by
treatment group, causality, SOC and PT,

. A summary of the number and percentage of participants reporting a TEAE by
treatment group, time to onset (<=28 days and =28 days), SOC and PT.

. A summary of the outcome of TEAESs,

. A summary of the action taken for TEAES,

. A summary of non-serious TEAE by treatment group, SOC and PT.

AE summanes will be ordered in term of decreasing frequency for SOC and PT wathun SOC
i the aboBoNT-A group and then simmlarly by decreasing frequency mm the onaBoNT-A
group, and then alphabetically for SOC and PT within SOC.

AEs will be counted as follows:

. Participants with more than one AE within a cycle and within a particular SOC are
counted only once for that SOC. Similarly, participants with more than one AE within
a cycle and within a particular PT are counted only once for that PT;

. Participants reporting a TEAE more than once within a cycle and within that SOC/ PT
but with different levels of seriousness, all the reported seriousness will be used in the
corresponding seriousness sumMmaries;

. Participants reporting a TEAE more than once within a cycle and within that SOC/ PT
but with different intensities, all the reported intensities will be used m the
corresponding mtensity summarnies;

. Participants reporting a TEAE more than once within a cycle and within that SOC/ PT
but with different relationships. all the reported relationships will be used in the
corresponding relationship summaries;

. If the intensity 1s mussing for a TEAE, 1t will be considered as missing in the summary

tables;

» If the capsality is mussing for a TEAE, 1t will be considered related in the summary
tables;

. The non-serious TEAEs table should include a specific row “any non-serious TEAE
above 5%;

. A TEAE i1s counted only in the cycle where it started (if there 1s a change in the
seriousness or in the intensity after a BoNT-A mjection, an additional AE should have
been collected in the eCEF).

In addition. a listing with all AE data will be provided by sequence and treatment including
non- TEAEs. Treatment-emergence status will be flagged in the listing.
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Deaths. SAFEs. and Other Significant AEs

Adverse events of special mterest (AESIs) for abobotulinumtoxin A are Treatment Emergent
Adverse Events (TEAEs) that suggest a possible remote spread of effect of the toxin or events
suggestive of hypersensitivity like reactions.

. TEAEs due to possible remote spread of the effects of AbobotulinumtoxinA
(Dysport®) will be identified using the list of MedDRA preferred terms (PTs)
compatible with the mechanism of action of botulinum toxin A and based on
Appendix-A of the FDA Draft Guidance for the Industry mnvolved in developing
botulin toxin drug product for Upper Facial Lines'.

. TEAEs potentially representing hypersensitivity reactions will be identified
using the Standardised MedDRA Query (SMQ) (narrow search query) for
hypersensitivity reactions. A hst of MedDRA preferred terms. used to identify
any potential AESI, 1s provided mm Appendix A6.

All potential remote spread of toxin AESIs identified using the search strategy described
above will be medically evaluated dunng the study, before the database lock and unblinding,
by the sponsor to identify events which could possibly represent ‘remote spread of effect of
toxin® due to study treatment administration. Potential remote spread of toxin AESIs will be
excluded if they are confounded by presence of altemative climical aetiologies (medical
history, concomitant medication or diagnosis which could account for the symptoms); 1f they
are considered to be local effects instead of remote spread of toxin as judged by the site of
injection; the time period between the last study treatment admimistration and event onset 1s
not i accordance with the expected mechamsm of action; or due to msufficient
information/evidence to make an assessment.

In the TFLs, in addition to the table presenting AESIs of hypersensitivity, a table of pre-
adjudicated potential remote spread of toxin events and a table of adjudicated potential remote
spread of toxin events will be produced for transparency and traceability, but for all AE
summary tables only the final adjudicated list of remote spread of toxin AESIs confirmed by

the sponsor as “a possible remote spread event” will be included.

The following summaries will be provided by sequence:
. A summary of the number and percentage of participants reporting a SAE by SOC and
PT

The following summaries will be provided by treatment. The tables will be duplicated: one

table for the whole cycle duration and one table from injection to Week 12:

. A summary of the number and percentage of deaths (including SAEs with fatal
outcome and deaths as PT). by treatment group (if numbers allow),

. A summary of the mumber and percentage of participants reporting a serious TEAE. by
treatment group, SOC and PT,

. A summary of the number and percentage of participants with TEAEs leading to
discontinuation of study treatment, by treatment group, SOC and PT (if numbers
allow).
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. A summary of AESIs of hypersensitivity with the number and percentage of
participants and the mumber of occumrences presented by treatment group, pnmary SOC
and PT.

. A summary of pre-adjudicated AESIs of potential remote spread of toxin events with
the number and percentage of participants and the number of occurrences presented by
treatment group. pnmary SOC and PT.

. A summary of adjudicated AESIs of potential remote spread of toxin events with the
number and percentage of participants and the number of occumrences presented by
treatment group. pnmary SOC and PT.

The following histings will be provided:

. A listing of all deaths that occurred dunng the study,

. A listing of all SAEs (including non treatment-emergent SAESs),

. A listing of all TEAESs leading to discontinuation of study treatment,

. A listing of participants having AESIs of hypersensitivity,

. A listing of participants having pre-adjudicated AESIs of potential remote spread of
toxin events,

. A listing of participants having adjudicated AESIs of potential remote spread of toxin
events.

5.84 Laboratory Data

Not applicable. Laboratory tests are performed but laboratory data will not be recorded 1n
database nor analysed.

5.8.5 Vital Signs

Vital signs are collected on the day of first igjection (Baseline) and at Week 12 (and Week 16,

Week 20, Week 24 until the retreatment criteria are met) of each cycle and at EOS or early

withdrawal visit.

The following summaries and listings will be provided:

. A summary of the actual and change from baseline in each wvital sign parameter by
treatment group and timepoint,

. A listing of vital sign data by sequence.

5.8.6 Physical Examination

Physical examination 1s performed on the day of first imjection (Baseline) and at Week 12
(and Week 16, Week 20, Week 24 until the retreatment criteria are met) of each cycle and at
EOS or early withdrawal visit.

The following summary and hstings will be provided:

. A summary table of physical examination data by treatment group

. A listing of physical exammnation data,

. A listing with any participants with at least one physical examination abnormality.
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6 DATA HANDLING
6.1 Visit window

No wisit windows are needed for the analyses. There 1s a cut off of 84 days for the primary
endpoint based on the TEAE mncidence rate from injection to Week 12 (see section 5.7.2).

6.2 Unscheduled Visits, Retest, Withdrawal Visit,
There will be no unscheduled visits. All listings will include retests if amy.

Retest measurements will be used to provide a measurement for a baseline data or endpoint
value (e.g. worst value), if appropniate according to their defimition. These measurements will
also be used to determmine vital signs values.

If a value requires a retest (for vital signs) the closest non-mussing reliable value to the
scheduled visit will be used 1n the summary tables.

An assessment will be considered reliable if 1t 1s performed without any techmical problem
and 1f the result 15 within the range of likely values.
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8 APPENDICES
Al. SAS code

Following code could be used but might be adapted.

Primary safety endpoint: Main analysis of TEAE Incidence rate

proc GLIMMIX data=response;
class SEQ (ref=SEQ1") TREAT (ref='ONA") CYCLE (ref="Cyclel") SUBJID;
model RESP = TREAT CYCLE TREAT*CYCLE / dist=bin link=1dentity solution;
random SEQ(SUBIJID);
Ismeans TREAT / cl alpha=0.2;
estimate "TRT" TREAT 1 -1/ ¢l exp alpha=02;

o,

Primary safety endpoint : Supplementary analysis 2 of number of TEAESs per participant
proc GENMOD data = teae;

class SEQ (ref=SEQ1") TREAT (ref='ONA") CYCLE (ref='Cyclel") SUBJID;

model TEAE = TREAT CYCLE TREAT * CYCLE / dist = Poisson;

repeated subject= SUBJIDY type=un corrw covb;

Ismeans TREAT / PDIFF CL E alpha=0.2;

estimate "TRT" TREAT 1 -1/ exp alpha=0.2;
o,

Secondary efficacy endpoint: Main analysis of Duration of response
proc MIXED data=DOR;
class SEQ (ref=SEQ1") TREAT (ref='ONA") CYCLE (ref="Cyclel") SUBJID;
model DOR=TREAT CYCLE TREAT*CYCLE;
random SEQ(SUBIJID) / type=un;
Ismeans TREAT / PDIFF CL E alpha=0.2;
estimate "TRT" TREAT 1 -1 alpha=0.2;
o,
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Al Partial/Missing Date Convention

In all listings, missing or incomplete dates should be left as they have been recorded.
However, for calculation / sorting / assignation based on dates, the following methods will be
used:

- The most conservative approach will be systematically considered (i.e. if the onset date
of an AE/concomitant medication is missing / partial, it is assumed to have occurred
during the study treatment phase (i.e. a TEAE for AEs) except if the partial onset date
or the stop date indicates differently.

- Where this is possible, the derivations based on a partial date will be presented as
superior inequalities (i.e.: for an AE started in FEB2004 after the first IMP
admimstration performed on 31JAN2004, the days since last dose will be “=27,
similarly the duration of ongoing AEs or medication will be “>xx" according to the
start and last visit dates).

Algorithm for Prior/ Concomitant

Medication. non-drug therapies and surgical procedures start and stop dates will be compared
to the date of the first IMP administration (ABO or ONA) and to the date of the second IMP
administration (ONA or ABO respectively) to allow classification as either Prior or
Concomitant only for each of the treatments. or Concomitant to both treatments In case a
participant is randomised but not treated, the start and stop dates will be compared to the
randomisation date.

If the start date of a medication is partial or missing, the medication will be assigned to the

most recent treatment received on or before the medication start date (taking into account date
stopped).

Algorithm for TEAE

For deriving the TEAE flag the following process of temporary date imputation is done (for
AE start date only assuming no AE end date are missing). The date imputation algorithm for
incomplete AE start dates is described in Table 1. Classification of AE according to its
treatment-emergent status 1s then done using the mnputed date.

In the following table, all dates are presented using an YYYY-MM-DD format. As an
example, suppose First IMP administration = 2002-08-10, Second IMP administration =
2002-11-02 and several AEs have mcomplete start dates.

Table 4: Data imputation algorithm for AE start date

Description of Imputed Example

icomplete date numeric date Character date | Imputed date

Day 1s missing

YYYY-MM < YYYY-MM-01 | 2002-07-XX | 2002-07-01 Not TEAE

YYYY-MM of [First

IMP admin. |

YYYY-MM= Min ([First IMP | 2002-08-XX Min (2002-08- | Not TEAE if

YYYY-MM of [Fust | admun. ], AE end 10, AE end AFE end date<

IMP admin. ] date) date) First IMP
admin,
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TEAE cycle 1
if AE end date
==First IMP
admin.

YYYY-MM = YYYY-MM-01 |2002-09-33 | 2002-09-01 TEAE cycle 1

YYYY-MM of [First

IMP admin ] and <

YYYY-MM of

[Second IMP admin |

YYYY-MM = YYYY-MM-01 |2002-09-33 | 2002-09-01 TEAE cycle 1

YYYY-MM of [First

IMP admin | and ==

YYYY-MM of

EOS/EW date 1f no

Second IMP admin.

YYYY-MM= Min ([Second 2002-09-XX | Min (2002-11- | TEAE cycle 1

YYYY-MM of IMP adomn ], 02, AE end

[Second IMP admin ] | AE end date) date)

YYYY-MM = YYYY-MM-01 |2002-09-33 | 2002-09-01 TEAE cycle 2

YYYY-MM of

[Second IMP admin ]

Day and month are missing

YYYY=YYYY of YYYY-01-01 20013333 | 2001-01-01 Not TEAE

[First IMP admun ]

YYYY=YYYY of Min ([First IMP | 2002-XX-XX | Min (2002-08- | Not TEAE 1f

[First IMP admun ] admun ], AE end 10, AE end AE end date<

and YYYY <=YYYY | date) date) First IMP

of [Second IMP admin,

admin ] TEAE cycle 1
if AE end date
==First IMP
admin.

YYYY=YYYY of Min ([First IMP | 2002-XX-XX | Min (2002-08- | Not TEAE 1f

[First IMP admun ] admun ], AE end 10, AE end AE end date<

and YYYY=YYYY | date) date) First IMP

of [Second IMP admin,

admin ] TEAE cycle 1
otherwise.

YYYY=YYYYOF | Min ([Fust IMP | 2002-XX-XX | Min (2002-08- | TEAE cycle 1

[First IMP admun ] admun ], AE end 10, AE end

and YYYY=YYYY | date) date)

of [Second IMP

admin ]

YYYY=YYYYOF | YYYY-01-01 2003-3033( | 2003-01-01 TEAE cycle 2

[Second IMP admin ]

YYYY=YYYYOF |Mimn ([First IMP | 2002-XX-XX | Min (2002-08- | Not TEAE 1f

[First IMP admun ] admun ], AE end 10, AE end AE end date<

and==YYYY of date) date) First IMP

EOS/EW date if no admin,
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Second IMP admin. TEAE cycle 1
if AE end date
==First IMP
admin.
YYYY=YYYYOF | YYYY-01-01 2003-305-33{ | 2003-01-01 TEAE cycle 1
[First IMP admun ]
and==YYYY of
EOS/EW date 1f no
Second IMP admin.
Day, month, and year are mmussing
1. 0.0.0.8.0.8.0.4 Min ([First IMP Min (2002-08- | Not TEAE 1f
admun ], AE end 10, AE end AE end date<
date) date) First IMP
admin_
TEAE cycle
lotherwise.

YYYY = non-missing year, MM = non-missing month, DD = non-missing day, XX = mussing
field.

If AE end date 1s partial, imputation could be done assumung the latest possible date (1.e. last
day of month if day unknown. or 31* of December if day and month are unknown).

In the case where 1t 1s not possible to define an AE as treatment emergent or not, the AE wall
be considered as emergent and will be allocated to the first IMP administration where onset
could have occurred (taking into account date and time stopped).
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A3. Programming Convention for Qutputs

All text fields must be left justified and numenc or numenc with some text specification (e g.:
not done, unknown, <4.5, ...) must be decimal justified.

The mean. median, lower quartile, upper quartile, SD and standard emmors (SE) of the mean,
and 95%, 90% or 80% CI values will be reported to one decimal place greater than the raw
data recorded in the database. If a parameter 1s expected to be positive and the lower bound of
the 95%. 90% or 80% CI 1s negative, 1t will be set to (. The mimmum and maximum values
will be reported with the same mumber of decimal places as the raw data recorded in the
database. In general, the maximum number of decimal places reported should be four for any

summary statistic.

Percentages will be presented to one decimal place. Percentages will not be presented for zero
counts. Percentage will be calculated using n as denommnator. The denomunator n will be
specified in a footnote for clanfication if necessary. If sample sizes are small the data
displays will show the percentages, but i the CSR only frequency counts should be
described.

P-values will be reported to four decimal places (e.g.: p=0.0037), after rounding. P-values
which are less than 0.0001 will be presented as *<0.0001".

All values below or above a limit of detection (e.g. <<0.1 or =100) will be listed as such.
However, in the analyses, the linmt of detection will be used (e.g. 0.1 or 100).

Dates will be presented in the format [ddmmmyyyy] and times in the format [hh-mm].

Ad. Listings conventions

Any listings will contain at least the following data: participant identifier, age. gender and
site. When dates are presented, the associated study days should be included. They should be
sorted by participant identifier. sequence and visit.
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A5 EudraCT categories for age

For EudraCT results summanes, in addition to quantitative descnptive statistics of age,
demographic tables should include presentation of age using the following EudraCT
categornies:

Adults (18-64 vears)
From 65 to 84 years
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A6.AESI: Hyvpersensitivity reactions and Remote spread

Hypersensitivity reactions and Remote spread PTs are based on the most recent version of
MedDRA.



