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A. General information

Protocol TAK-660-4013
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e MDH version 1.0 (13MAY2024)

e Minutes of data review committee
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B. Version History

This statistical analysis plan (SAP) for Study DoL-x Poc is based oncthe protocol dated 28FEB2023.

S4p . Date Change Rationale
Version
1.0 14MAY2024 Not applicable | Original version
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1. Introduction

The treatment of some medical conditions is based on intensive intravenous therapy that
may lead to a real treatment burden for patients (pain, anxiety, decrease in quality of life...)
and relatives, and then to treatment avoidance and poor adherence which can contribute to
poor medical outcomes. In this context, this proof-of-concept study is designed to assess
the ability of a virtual-reality based solution aiming to reduce the treatment burden in
patients and relatives. The studied population will be haemophilia patients receiving
prophylactic Factor VIII or Factor IX infusions.

1:1. Objectives, Endpoints,

and Estimands

Objectives

Endpoints

Primary

To describe the evolution of the
treatment burden in haemophilia
patients receiving prophylactic Factor
VIII or Factor IX infusions, under a
virtual reality-based solution, as well
as for patient relatives and health care
professionals

Before and after each Factor VIII or Factor IX
imnfusion

Anxiety (patientsCand relatives) using an Anxiety
Visual Analogiié Scale (A-VAS).

e Absoluteand relative variation
e Decrease of 2 points out of 10 in the A-VAS
After each Factor VIII or Factor IX infusion

yPain (patients) using a Pain Visual Analogue Scale
(P-VAS).

e Absolute and relative variation
e Decrease of 2 points out of 10 in the P-VAS
At inclusion and at end of follow-up (week 4)

Quality of life measured with the European Quality
of Life 5 Dimensions 3- levels (EQ- 5D- 3L

questionnaire (patients and relatives) - one scale
for adults and one scale for children (EQ-5D-Y)

e Absolute and relative variation
e Decrease of 2 points out of 10 in the VAS

Anxiety using the State-Trait Anxiety Inventory
STAI-Y (patients and relatives) including 2 types of
anxiety: State and Trait. 20 items for each type of
anxiety (score from 20 to 80)

e Absolute and relative variation

© 2018-2023 TransCelerate BioPharma
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e Decrease of at least one level of anxiety state
(STAI-S) severity. Severity is defined as a score
on STAI-S 20-35 (very low) 36-45 (low) 46-55
(moderate) 56-65 (high) 66-80 (very high)

Depression using PHQ-9 Depression Severity

(patients and relatives): 9 items (score from 0 to 27).

e Absolute and relative variation

e Decrease of at least one level of depression
severity. Severity is defined as a score on PHQ-
9: 0-5 (none) 5-10 (mild) 10-15 (moderate) 15-
20 (moderately severe) 20-27 (severe).

Adherence to infusions using MMAS-4

e Absolute variation and changes in classes (0-1:
low adherence; 2-3: medium adherence; 4: high
adherence)

e Score at 4 (higlhadherence) at the end of follow-
up.

At the endof follow-up (week 4)

Adherénce to virtual-reality based solution at the
énd of follow-up using MMAS-4

(8" Score m classes (0-1: low adherence; 2-3:
medium adherence; 4: high adherence).

e Global Impression of Change (GIC) Scale at the
end of follow-up (patients, relatives, and
caregivers)

e Value at 3 or more.

e To describe the satisfaction of At the end of follow-up (week 4)
patients, relatives, and health
care professionals with the
virtual reality-based solution

e Satisfaction, Willingness to Continue the
virtual-reality based solution: Patient, Caregiver
and relatives using a 4-point Likert scale

e Score at 3 or 4 (satisfied or very satisfied)

Preference for the virtual reality-based solution:
Patient Caregiver and relatives using a binary
question

e Preference for the virtual-reality based solution
versus no virtual-reality based solution

© 2018-2023 TransCelerate BioPharma 7
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e To describe the tolerance of
the  wvirtual reality-based
solution

Incidents related to the wvirtual-reality based
solution, adverse events related to the infusions of
Factor VIII or Factor IX, or VR-based solution,
serious adverse events

Exploratory

e To describe the evolution of
drug therapies used by
patients for pain and anxiety,
under the virtual reality-based
solution

Drug therapies used by patients for pain and anxiety
at mnclusion and end of follow-up

© 2018-2023 TransCelerate BioPharma
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1.2.  Study Design

This is an interventional (with minimal risks and constraints), prospective, national, and
multicentre proof-of- concept study designed to describe, in France, the evolution of the treatment
burden of haemophilia patients receiving prophylactic Factor VIII or Factor IX infusions, using a
virtual-reality based solution, as well as for patient relatives and health care professionals.

The duration of the clinical study will be 4 weeks for each patient enrolled.

The virtual-reality based solution to be studied is provided in a medical device CE marked and
specifically developed by Deepsen, a French company specialized in e-health solutions to reduce
pain.

The studied solution comprises:

infusions in satisfactory conditions, notably as regards safety, as well as VAS for pain and anxiety
to be complete between the inclusion and the Week 4 visit

- A 3D mask (to be used during infusions) including
o Simulation of infusions themselves (before infusion)
o A relaxing and distracting content (during and after infusions)

The content of the different parts of the studied solution is @dapted to the person who will oversee
the infusions when not performed by the healthcare professional (patient or family).

Before the clinical study itself, a test phase was cofiducted in a limited number of patients (n=8)
to validate the proper functioning of the hardwar&’and software solution, and its appropriation by
patients and caregivers (learning agility, understanding of modules and objectives, and actions to
be taken if technical problems). This phase’'was conducted at the Lyon centre (National Reference
Centre for Haemophilia and other rare bleeding disorders) that will be also involved in the study
itself. This test phase will consist of(a'single visit for patients. These patients will be allowed to
participate in the clinical study itself; after a period of 4 months minimum with no use of the virtual
reality-based solution. Thesepatients will be selected to present different characteristics in terms
of age and autonomy with Factor VIII infusions (2 patients for each of the 4 following subgroups:
autonomous children, autonomous adults, non-autonomous children, and non-autonomous adults).
This test phase is not included in this SAP.

During the clinical study itself, included patients will be followed up for 4 weeks, with the
following steps:

1. Inclusion visit:

a. Firstly, Factor VIII or Factor IX infusion performed at hospital as usual, with no use of the
virtual reality-based solution, and baseline evaluation

b. Secondly, training with the virtual reality-based solution

2. Evaluations at the time of the following infusions, using the virtual reality-based solution (at
home with or without the help of a nurse, or at hospital according to usual practices)

3. Final visit to hospital 4 weeks after inclusion, for evaluations at the time of the last infusion
during follow-up.

© 2018-2023 TransCelerate BioPharma 9
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The virtual reality-based solution to be studied could lead clinicians to changes in the current
management of haemophilia patients (e.g.: potential decrease in analgesics or anxiolytics). This
study is therefore through (and in accordance with) the reference MR-001 method defined in
France for interventional studies with minimal risks and constraints (This category of studies id
defined in the decree of April 12th, 2018; NOR: SSAP1810239A; JORF No 0089, dated on 2018,
April 17).

Figure 1: Study Design Flow Chart

Patients Inclusion visit Use of Week 4 visit (3 days)
under the VR-
Factor VIII - based -
or Factor IX solution
infusions for
haemophilia
Baseline At each At the last Factor VIII or Factor
Factor IX infusion under the VR-based
VIII or solution
Factor IX
infusion
v v v v v
Centre Patients and Patients Centre Patients and
relatives and relatives
relatives
v v v v v
e Patient and e Patient o-¢cPROs e Satisfaction |e PROs
disease reported (VAS and including
characteristics | outcomes for pain preference satisfaction
e Drugs taken (PROs) before and e Drugs and preference
for pain and training (paper anxiety) taken for (paper
anxiety questignnaires) pain and questionnaires)
anxiety
e VR-based
solution
incidents
and adverse
events
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2. General Considerations

The Statistical Analysis Plan (SAP) is finalized and approved by the Scientific Committee before
the database lock.

Statistical analysis will be performed by eXYSTAT under the supervision of the sponsor and the
Scientific Committee. All statistical analyses will be performed in accordance with this SAP using
SAS® release 9.4. All computer programs and macros will be developed and validated according
to eXYSTAT standard operating procedures. An internal review by the lead statistician in charge
of the project will be performed, including SAS® codes and programming, SAS® logs and outputs
and edition of the TFL. Then, an external review of the TFL will be performed by another
statistician and the medical writer.

Quantitative data will be summarized by the following descriptive statistics: number of data
available, number of missing data, mean, standard deviation, first quartile (Q1), median, third
quartile (Q3), minimum and maximum. When relevant, the associated 95%confidence interval will
also be presented.

Qualitative data will be summarized by the following descriptive statistics: number of data
available, number of missing data, frequency, and percentage for.each modality. The percentages
will be based on the number of data available. When relevant, the associated 95% confidence
interval will also be presented.

When specified, the following derived variables will bewsed:

e Absolute change from baseline B at visit V<{(unit) = Value at V (unit) — Value at B (unit)
e Relative change from B at V (%) = 100 Absolute change from B at V (unit) / Value at B
(unit)
In case of null value at B, the relative change will be considered as missing.

All the analyses will be presented dn*3 columns according to subgroups: autonomy, without
autonomy, and total. The risk 1 error (o) will be set to 5% (two-sided).

Data will be presented using an appropriate number of decimal places (i.e. the number of decimal
places used does not imply undue precision):

- Raw data: same number of decimals as collected,

- Derived data: The appropriate number of decimal places will be determined by general
practice, mathematical rationale, or scientific rationale (e.g. age should be presented in
whole numbers),

- Mean, standard deviation, median, first and third quartiles: reported to one decimal place
greater than the raw/derived data that they summarize,

- Minimum and maximum: same precision as the raw data,

- Percentage: one decimal place,

- P-values: three decimal places (e.g.: p=0.037), after rounding. P-values which are less than

0.001 will be presented as ‘<0.001".

Conventions for time calculations:

- Time between 2 dates in days = (Date 2 — Date 1 + 1)

© 2018-2023 TransCelerate BioPharma 11
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- Time between 2 dates in weeks = (Date 2 — Date 1 + 1)/7
- Time between 2 dates in months = (Date 2 — Date 1 + 1)/30.4375
- Time between 2 dates in years = (Date 2 — Date 1 + 1)/365.25

Descriptive analysis 1s performed overall and by group.

2.1. Decision Criteria

If the p value is significant for at least one endpoint among pain, anxiety, depression or quality of
life, this proof-of-concept study will be considered as positive.

2.2.  Multiplicity Adjustment

No handling for multiplicity is considered for the analysis of the different endpoints.

2.3. Impact of Intercurrent Events Strategies

Not applicable. Estimand approach is not used for this analysis.

2.4.  Handling of Missing Data
Missing data will not be replaced and only observed data will be analyzed.
For incomplete dates, following conventions will be-used:

e For baseline data: missing dates will not-be replaced
o For safety dates, survival dates and coneomitant treatment dates:
- Formissing start day: ‘01’ is us€d." Except if the calculated date is anterior to first intake
date (in this case, missing start-date will be first intake date).
- For missing start month of year: missing data will not be replaced
- For missing end day: last day of the month’ 1s used
- For missing end month or year: missing data will not be replaced
e For all other criteria, missing dates will remain missing.

© 2018-2023 TransCelerate BioPharma 12
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3.

Analysis Sets

Included set (IS)

The included set will include all included patients with or without assessment at the end of the
week 4 visit.

Full Analysis set (FAS) — Primary population

The full analysis set will include all included patients for whom at least one assessment at the week
4 visit is available. The number and percentage of patients included in the FAS will be described
with the reason for non-inclusion in the FAS. The number and percentage of patients prematurely
discontinued with the reason for premature discontinuation will also be provided.

To describe the population, the following analysis will be provided:

Number of selected patients, included patients, selected and not included patients with
reason for non-inclusion.

Number of patients in IS and FAS populations in each subgroup

Listing of protocol deviations

Number and percentages of prematurely discontinued patients

Number and percentages of patients present at each visit

Study duration (time from screening visit) will be described.

© 2018-2023 TransCelerate BioPharma 13



DocuSign Envelope ID: 156EB99FF-0383-4D89-B71F-9B7B843296C7

CONFIDENTIAL Statistical Analysis Plan DoL-x Poc - version 1.0 14MAY2024

4. Analyses Supporting Primary Objective(s)

4.1.  Primary endpoints
4.1.1. Definition of Endpoint(s)

4.1.2. Main Analytical Approach

All analyses will be performed in the FAS population. Quantitative paired variables will be
compared to assess the change from baseline significance using the MMRM model or/and
Wilcoxon signed rank test. Changes will be associated with their exact 95% two sided Clopper-
Person confidence interval.

4.1.2.1.  Anxiety (patients and relatives) using an Anxiety Visual Analogue Scale (A-VAS)

The A-VAS scale will be available before and after each injection for a theoretical total number of
twelve injections at a maximum (up to 3 injections per week during the 4 weeks). The effect on
anxiety will be analysed using three different approaches: all the values before injection, then all
the values after injection and finally the absolute changes after injeetion minus before injection.

If autonomous patient: VAS completed in the eCRF at each visit-and at each injection by the patient

If non autonomous patient: VAS completed in the eCRE ‘at’each visit by the relative and at each
injection by the patient

The selection of VAS values will be done by prioritizing the tablet values to the mask values. All
values reported outside the perfusion’s windows§will be not considered.

The disposition of the VAS will be deseribed as the number of VAS per patient and the number of
VAS at each visit and each injection./The completion rate corresponding to the number of VAS
done divided by the number that should have been done according to the number of weekly
perfusions entered at inclusiotrwill be calculated for each patient.

1- Absolute and relative variation from baseline value before injection will be described using
a mixed-effects model for repeated measures (MMRM) analysis with patient, group
(acquired autonomy or without autonomy), and injection number as explanatory variables
and baseline score as covariate. Patient will be fitted as a random effect, and compound
score covariance structure will be used for all models. The Least Squares Mean differences
will be reported and plotted with corresponding 95% Cls at each injection. Overall effect
will be estimated using this model with corresponding 95% Cis and associated p-value.

The number of patients with a decrease from baseline of 2 points out of 10 in the A-VAS
will be described at each injection with the associated 95% two-sided exact confidence
interval. The number of patients with a decrease from baseline of 2 points out of 10 in the
A-VAS at least once during study will be described with the associated 95% two-sided
exact confidence interval. The number of patients with a decrease from baseline of 2 points
out of 10 in the A-VAS between baseline and week4 will be described with the associated
95% two-sided exact confidence interval.

© 2018-2023 TransCelerate BioPharma 14
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2- Absolute and relative variation from baseline value after injection will be described using
a mixed-effects model for repeated measures (MMRM) analysis with patient, group
(acquired autonomy or without autonomy), and injection number as explanatory variables
and baseline score as covariate. Patient will be fitted as a random effect, and compound
score covariance structure will be used for all models. The Least Squares Mean differences
will be reported and plotted with corresponding 95% Cls at each injection. Overall effect
will be estimated using this model with corresponding 95% Cls and associated p-value.

The number of patients with a decrease from baseline of 2 points out of 10 in the A-VAS will
be described at each injection with the associated 95% two-sided exact confidence interval.
The number of patients with a decrease from baseline of 2 points out of 10 in the A-VAS at
least once during study will be described with the associated 95% two-sided exact confidence
interval. The number of patients with a decrease from baseline of 2 points out of 10 in the A-
VAS between baseline and week4 will be described with the associated 95% two-sided exact
confidence interval.

3- Absolute and relative variation between after and before injection will be described using
a mixed-effects model for repeated measures (MMRM) analysis with patient, group
(acquired autonomy or without autonomy), and injection fimber as explanatory variables.
Patient will be fitted as a random effect, and compound score covariance structure will be
used for all models. The Least Squares Mean differefices will be reported and plotted with
corresponding 95% Cls at each injection. Overalleffect will be estimated using this model
with corresponding 95% Cis and associated p~yalue.

The number of patients with a decrease from baseline of 2 points out of 10 in the A-VAS will
be described at each injection with the associated 95% two-sided exact confidence interval.
The number of patients with a decreasedrom baseline of 2 points out of 10 in the A-VAS at
least once during study will be described with the associated 95% two-sided exact confidence
interval. The number of patients with a decrease from baseline of 2 points out of 10 in the A-
VAS between baseline and week4 will be described with the associated 95% two-sided exact
confidence interval.

For each patient, a spaghetti plot with A-VAS value will be presented.

4.1.2.2.  Pain (patients) using a Pain Visual Analogue Scale (P-VAS)
If autonomous patient: VAS completed in the eCRF at each visit and at each injection by the patient

If non autonomous patient: VAS completed in the eCRF at each visit by the relative and at each
injection by the patient

The disposition of the VAS will be described as the number of VAS per patient and the number of
VAS at each visit and each injection.

The P-VAS scale will be available after each injection for a theoretical total number of
approximately twelve injections (3 injection per week during the 4 weeks). Absolute and relative
variation from baseline value after injection will be described using a mixed-effects model for
repeated measures (MMRM) analysis with patient, group (acquired autonomy or without

© 2018-2023 TransCelerate BioPharma 15
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autonomy), and injection number as explanatory variables and baseline score as covariate. Patient
will be fitted as a random effect, and compound score covariance structure will be used for all
models. The Least Squares Mean differences will be reported and plotted with corresponding 95%
CIs at each injection. Overall effect will be estimated using this model with corresponding 95%
Cis and associated p-value. The number of patients with a decrease from baseline of 2 points out
of 10 in the P-VAS will be described at each injection with the associated 95% two-sided exact
confidence interval. The number of patients with a decrease from baseline of 2 points out of 10 in
the P-VAS at least once during study will be described with the associated 95% two-sided exact
confidence interval. The number of patients with a decrease from baseline of 2 points out of 10 in
the P-VAS between baseline and week4 will be described with the associated 95% two-sided exact
confidence interval.

For each patient, a spaghetti plot with P-VAS value will be presented.

The correlation between the variation (absolute and relative) of A-VAS before and after each
injection and the P-VAS after each injection will be evaluated using linear regression model.
Patient will be fitted as a random effect. The Pearson linear determination coefficient R* with the
associated 95% confidence interval will be calculated.

4.1.2.3.  Quality of life measured with the EQ- 5SD- 3L questionnaire

The EQ-5D family of instruments has been developed.to.déscribe and value health across a wide
range of disease areas. They are also frequently used in research into health in the general
population. There are three versions of the instrument: EQ-5D-5L, EQ-5D-3L and EQ-5D-Y. For
over 30 years, they have been widely used in chpical trials, population studies and in real-world
clinical settings. The EQ-5D is used worldwide and has been translated into numerous languages
through a closely monitored translation prégess.

Each EQ-5D instrument comprises a short descriptive system questionnaire and a visual analogue
scale (EQ VAS) that are cognitively: indemanding, taking only a few minutes to complete. The
questionnaire provides a simple-descriptive profile of a respondent’s health state.

The EQ-5D-3L descriptive system comprises the following five dimensions, each describing a
different aspect of health: MOBILITY, SELF-CARE, USUAL ACTIVITIES, PAIN/
DISCOMFORT and ANXIETY/DEPRESSION. Each dimension has three response levels of
severity: no problems, some problems, extreme problems. The respondent is asked to indicate
his/her health state by checking the box next to the most appropriate response level of each of the
five dimensions. The EQ VAS records the respondent’s self-rated health on a vertical VAS that
ranges from ‘The best health you can imagine’ to ‘The worst health you can imagine’. This
information can be used as a quantitative measure of health outcome as judged by individual
respondents.

The EQ-5D-3L has a descriptive system that comprises five health dimensions and has three
severity levels: no problems, some problems, extreme problems. Implicitly designed to be used by
adults, the wording used in the descriptive system questionnaire and EQ VAS is slightly different
from the EQ-5D-Y. EQ-5D-Y health states can be described using the 5-digit code or represented
by a single summary number (index value), which reflects how good or bad a health state is
according to the preferences of the general population of a country.

Considering scoring following rules will be applied:
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e Only ONE response for each dimension.

e Missing values are preferably coded as ‘9.

e Ambiguous values (e.g. two boxes ticked for a single dimension) should be treated as
missing values.

By selecting for each item of the domains, one of the different levels of severity problem proposed
(3 or 5 depending on the questionnaire used). For 3-level questionnaires, the results will be
converted to 5 levels with the following rule, to affect an index value:

0 1 will remain 1,
0 2 will be converted to 3,
0 3 will be converted to 5.

For each patient, a unique Health state score will be created by combining the answer given to
each dimension. This score will thus be ranging from 11111 (no problems in any domain) to 55555
(severe problems). This score will be after converted into EQ-5D single utility index values
anchored at 0 for death and 1 for perfect health, by applying a formula download from the EQ-5D
official website, that essentially attaches values (also called weights) to each of the levels in each
dimension.

Absolute and relative variation from baseline to week 4 of-the health state score value will be
described using an ANCOVA model with patient and“group (acquired autonomy or without
autonomy) as explanatory variables and baseline soore as covariate. Patient will be fitted as a
random effect, and compound score covariance structure will be used for all models. The Least
Squares Mean differences will be reported and.plotted with corresponding 95% Cls and associated
p-value. The number of patients with a decrease from baseline of 2 points out of 10 in the EQ-5D-
3L VAS will be described with the assocrated 95% two-sided exact confidence interval.

4.1.24. Quality of life measured-with the EQ- SD- Y questionnaire
Same analyses described for the EQ-5D-3L scale will be provided.

4.1.2.5. Anxiety using the State-Trait Anxiety Inventory STAI-Y (patients and relatives)

The State-Trait Anxiety Inventory (STAI) is a psychological inventory consisting of 40 self-report
items on a 4-point Likert scale. The STAI measures two types of anxiety — state anxiety and trait
anxiety. Higher scores are positively correlated with higher levels of anxiety.

Each type of anxiety has its own scale of 20 different questions that are scored. Scores range from
20 to 80, with higher scores correlating with greater anxiety. Each scale asks twenty questions
each and are rated on a 4-point scale. Low scores indicate a mild form of anxiety, and high scores
indicate a severe form of anxiety.

Absolute and relative variation from week 4 to baseline of the 2 scales of the STAI will be
described using an ANCOVA model with patient and group (acquired autonomy or without
autonomy) as explanatory variables and baseline score as covariate. Patient will be fitted as a
random effect, and compound score covariance structure will be used for all models. The Least
Squares Mean differences will be reported and plotted with corresponding 95% Cls and associated
p-value. The number of patients with a decrease from baseline of at least one level of anxiety state
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(STAI-S) severity will be described with the associated 95% two-sided exact confidence interval.
Severity is defined as a score on STAI-S 20-35 (very low) 36-45 (low) 46-55 (moderate) 56-65
(high) 66-80 (very high).

4.1.2.6.  Depression using PHQ-9 Depression Severity (patients and relatives)

The Patient Health Questionnaire-9 (PHQ-9) is used to screen for depression and provides an
assessment of the severity of depression. The questionnaire is a module of other health
questionnaires developed for psychological assessment. The items are based on the diagnostic
criteria of the DSM IV («Diagnostic and Statistical Manual of Mental Disordersy).

Scores range from 0 to 27 (nine questions rated on a 4-point scale) with higher scores correlating
with greater depression.

Absolute and relative variation from week 4 to baseline of the PHQ-9 will be described using an
ANCOVA model with patient and group (acquired autonomy or without autonomy) as explanatory
variables and baseline score as covariate. Patient will be fitted as a random effect, and compound
score covariance structure will be used for all models. The Least Squares Mean differences will
be reported and plotted with corresponding 95% Cls and associated p-value. The number of
patients with a decrease from baseline of at least one level of depression severity (PHQ-9) will be
described with the associated 95% two-sided exact confidence’interval. Severity 1s defined as a
score on PHQ-9: 0-5 (none) 5-10 (mild) 10-15 (moderate) 15-20 (moderately severe) 20-27
(severe).

4.1.2.7. Adherence to infusions using MMAS-4

Absolute variation and changes in classes (0~}:"low adherence; 2-3: medium adherence; 4: high
adherence) will be provided. The number ofypatients with a Score at 4 (high adherence) at the end
of follow-up will be described with the associated 95% two-sided exact confidence interval.

4.1.2.8. Adherence to virtual reality-based solution

Adherence to virtual-reality based solution at the end of follow-up using MMAS-4. The score in
classes (0-1: low adherence; 2-3: medium adherence; 4: high adherence) at the end of follow-up
will be described with the associated 95% two-sided exact confidence interval.

The global Impression of Change (GIC) Scale at the end of follow-up (patients, relatives, and
caregivers) will be described. The number of patients with a Score at 3 or more at the end of follow-
up will be described with the associated 95% two-sided exact confidence interval.

4.1.3. Sensitivity analysis
For all the ANCOVA models Wilcoxon signed rank test will be also provided in the Tables.

4.1.4. Supplementary analysis

As additional analysis to explore the adherence to virtual-reality based solution, the expected
number of VAS for anxiety (A-VAS) will be calculated using the real date of baseline and week4
visits and the number of perfusions per week provided at the inclusion visit. As an example, for a
4-week period and 3 perfusions per week the expected number of VAS is 12.
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The adherence to virtual-reality based solution will be the ratio between observed number of VAS
for anxiety (A-VAS) and expected number of VAS for anxiety (A-VAS). The adherence at the end
of follow-up will be described. The number of patients with an adherence higher than 80% at the
end of follow-up will be described with the associated 95% two-sided exact confidence interval.

Same analysis will be provided for P-VAS.
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5. Analyses Supporting Secondary Objective(s)

e To describe the satisfaction of patients, relatives, and health care professionals with the
virtual reality-based solution

e To describe the tolerance of the virtual reality-based solution (described in section 7).
5.1.  Analyses Supporting Satisfaction

5.1.1.  Secondary Endpoints
5.1.1.1.  Definition of Endpoint(s)
At the end of follow-up (week 4)

e Satisfaction, Willingness to Continue the virtual-reality based solution: Patient, Caregiver
and relatives using a 4-point Likert scale

e Score at 3 or 4 (satisfied or very satisfied)

Preference for the virtual reality-based solution: Patient Caregiver and relatives using a binary
question: Preference for the virtual-reality based solutioi\versus no virtual-reality based
solution

5.1.1.2.  Main Analytical Approach

The satisfaction at the end of follow-up using Likert scale will be described. The number of
individuals with a Score at 3 or more at the end.of-follow-up will be described with the associated
95% two-sided exact confidence interval.

The preference at the end of follow-up Gsing binary variable will be described. The number of
individuals with a Preference for the virtual reality-based solution at the end of follow-up will be
described with the associated 95% €Wwo-sided exact confidence interval.

5.1.1.3.  Sensitivity analys€s
Not applicable.

5.1.1.4.  Supplementary analysis
Not applicable.

5.1.2.  Supportive Secondary endpoints
Not applicable.
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6. Analyses Supporting Exploratory Objective

Drug therapies used by patients for pain and anxiety will be coded using the WHO Drug dictionary.
Results will be presented on FAS overall and by subgroup.

Drug therapies used by patients for pain and anxiety will be described as follows:
e Number and percentage of patients with at least one drug therapy for pain and/or anxiety.

e For each indication, number, and percentage of patients with at least one drug therapy for pain

and/or anxiety.

e Drug therapy for pain and anxiety will also be tabulated by the fourth level of the Anatomic
Therapeutic Class (ATC4) and Preferred-Term (PT)
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7. Safety Analyses

7.1.  Extent of Exposure
Not applicable

7.2. Adverse Events

AE term will be assigned to the lowest level term (LLT), and a preferred term (PT) will be
classified by a high-level term (HLT), a high-level group term (HLGT) and a system organ class
(SOC) according to the Medical Dictionary for Regulatory Activities (MedDRA) thesaurus in
force. The last available version at the time of database lock of MedDRA will be used.

A listing of adverse events sorted by SOC will be provided with the overall information including
relation to a drug or to the medical device.

7.3.  Additional Safety Assessments

A listing of technical incidents will be provided with the overall\information.

© 2018-2023 TransCelerate BioPharma 22



DocuSign Envelope ID: 156EB99FF-0383-4D89-B71F-9B7B843296C7

CONFIDENTIAL Statistical Analysis Plan DoL-x Poc - version 1.0 14MAY2024

8. Other Analyses
Not applicable.

8.1. Other Variables and/or Parameters
Patient and disease characteristics

Patient and disease characteristics will be described at inclusion overall and per subgroup
(autonomous/ non autonomous) in the IS and FAS: patient age at diagnosis and inclusion,
haemophilia severity according to the residual level of Factor VIII or Factor IX, disease
complications over the last 12 months (haemorrhagic events, synovitis, chronic arthritis), factor
VIII or Factor IX perfusions [age at first perfusion, inhibitors’ history, immune tolerance (yes/no,
success or failure), current number of weekly perfusions], daily use of analgesics NSAIDs, and/or
anxiolytics for at least 3 months, socio-professional activity and education level of patients (or
parents). If non autonomous, the type of relative (family/study nurse) will be provided.

Number of weekly perfusions will be described according to haemophilia type (A or B).

Site characteristics

Site characteristics will be described with number of\patients included by site overall and per
subgroup in the IS and FAS. Number of study discontinuations per site will also be provided.

8.2.  Subgroup analysis

All the analyses will be presented in the 2 subgroups: autonomy and without autonomy.
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9. Interim Analysis

No interim analysis is planned for this study.
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10. Changes to Protocol-planned Analyses
Not applicable
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11. Sample Size Determination

This clinical study requires 34 subjects to detect an absolute difference (evolution between before
and after the virtual reality-based solution) with an effect size of 0.5 (ratio difference/standard

deviation) which is a medium effect size. Power is set at 80% and the significance level at 5% two-
sided.

As an example, the study has sufficient power to detect a difference of 2+4 points on the anxiety
or pain scales. With 17 patients in the acquired autonomy or without autonomy subgroups and the
same hypotheses, the effect size is expected to increase from 0.5 to 0.7.

The final sample size after the end of inclusions in Jan2024 is 24 with 2 study discontinuations.
With 22 subjects and the same hypotheses, the power decreases to 61%. With 22 patients, the study
can detect an absolute difference (evolution between before and after the virtual reality-based
solution) with an effect size of 0.63. Power is set at 80% and the significance level at 5% two-
sided.

As an example, the study has sufficient power to detect a difference of 2+4 points on the anxiety
or pain scales.
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Supporting Documentation

- Baseline characteristics and demographics

- Protocol deviations

- Prior/concomitant/follow-up medications (including dictionary)

- Data derivation rules

- TFLs list

The following scales/assessments will be utilized in this study:
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Version
Full Title of Scale/Assessment Number Date Issued
MMAS-4 Final 2021/09/20
EQ- 5D- 3L (or EQ- 5D- Y for youth) 12 2012
STAI-Y NA 1977
PHQ-9
PGIC 2004/03/19
12.1. Tables Templates
Template 1:
Acquired Without
Demographic and baseline.'. | autonomy autonomy Total
characteristics (N=XX) (N=XX) N=XX)
Quantitative variable*(unit) XX XX XX
Mean (SD) XXX (XXX) | KXXEXXX) | XXX (XXX
Median XXX XXX XXX
Q1-Q3 XKXX-XXX | XXX-XXX | XX.X-XXX
Range XXX-XXX | XXX-XXX [ XXX-XXX
Missing data XX XX XX
Qualitative variable XX XX XX
Class 1 XX (XX X%) | XX (XX X%) | XX (XXX%)
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Acquired Without
Demographic and baseline autonomy autonomy Total
characteristics (N=XX) (N=XX) (N=XX)
Class 2 XX (XX X%) | XX(XXX%) | XX (XX.X%)
Missing data XX XX XX
Template 2:
Acquired ‘Without
3 Total
autonomy autonomy
(N=XX) (N=XX) (N=
Number of participants with at least one n (%) n (%) n (%)
medication )
ATC 1 n (%) n (%)
Drug name 1 1 (%)
Drug name 2 n (%)
Drug name 3 1 (%)
Drug name 4, n (%) n (%) n (%)
{
ATC?2 n (%) n (%) 1 (%)
Drug name 1 n (%) n (%) 1 (%)
Drug name 2 n (%) n (%) 1 (%)
Drug name 3 n (%) n (%) 1 (%)
Drug name 4 n (%) n (%) 1 (%)

ATC will be sorted by alphabetic order. Within an ATC, drug name will be sorted by descending
frequency.

Template 3:
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Acquired Without
autonomy autonomy Total
(N=XX) (N=XX) (N=XX)
Number of patients with at least one AE n (%) n (%) n (%)
System Organ Class 1 n (%) n (%) n (%)
Preferred Term 1 n (%) n (%) n (%)
Preferred Term 2 n (%) n (%) n (%)
Preferred Term 3 n (%) n (%) n (%)
Preferred Term 4 n (%) n (%) n (%)
System Organ Class 2 n (%) n (%) n (%)
Preferred Term 1 n (%) n (%) n (%)
Preferred Term 2 n (%) n (%) n (%)
Preferred Term 3 n (%) n (%) n (%)
Preferred Term 4 n (%) n (%) n (%)

System Organ Classes will be serted by alphabetic order. Within a SOC, Preferred Terms will be sorted
by descending frequency.

12.2. Individual Listings

All CRF data will be provided using individual data listings. All listings will include centre
number, patient number, autonomy subgroup, inclusion date.

12.3. Tables, Figures and List

Tables, Figures and Listing Template

14.1 Disposition of Patients, Demographics and Other Baseline Characteristics

14.1.1 Disposition of Patients

Table 14.1.1.1 Disposition of Patients Consort
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Table 14.1.1.2 Deviations — FAS Population

Error!
Reference
source not

found. 1

Listing 14.1.1.1 Deviations — FAS Population

14.1.2 Demographics and Other Baseline Characteristics

Table 14.1.2.1 Demographics— IS Population

Error!
Reference
source not

found. 1

Table 14.1.2.2 Demographics— FAS Population

Error!
Reference
source not

found. 1

Table 14.1.2.3 Pain Medications — (for 3 months)— FAS Population

Error!
Reference
source not

found.

Table 14.1.2.4 Pain Medications — For perfusion“- FAS Population

Error!
Reference
source not

found.

Table 14.1.2.5 Anxiety Medications™— (for 3 months)— FAS Population

Error!
Reference
source not

found.2

Table 14.1.2.6 Anxiety Medications — For perfusion — FAS Population

Error!
Reference
source not

found.

14.2 Efficacy Data

14.2.1 Primary Analyses

Table14.2.1.1 VAS — FAS Population

14.2.2 Secondary Analyses

Table 14.2.2.1 HAQD — FAS Population

Population

Table 14.2.2.2 Standards General Clinical Global Impressions Questionnaires — FAS

Table 14.2.2.3 Satisfaction — FAS Population
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Table 14.2.2.4 Preference — FAS Population

Table 14.2.2.5 MMAS-4 — FAS Population

Table 14.2.2.6 EQ5D01 — FAS Population

Table 14.2.2.7 PHQ-9 — FAS Population

Table 14.2.2.8 STAI Y1 — FAS Population

Table 14.2.2.9 STAI Y2 — FAS Population

14.3 Safety Data

14.3.1 Adverse Events

14.3.1.1 Display of Adverse Events

Table 14.3.1.1.1 Summary of AE — FAS Population Error!

Reference

source not
found.

Listing 14.3.1.1.1 All AE — FAS Population -

Table 14.3.1.1.2 AE by SOC and PT — FAS Populatioh Error!

Reference

source not
found.
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GUIDANCES

e Adjustment for baseline covariatesiin clinical trials (2015)

e Missing Data in Confirmatory Clinical Trials (2011)

e  Multiplicity issues in clinical trials (2002)

e Guideline on the investigation of subgroups in confirmatory clinical trials (2019)

e Adjusting for Covariates in Randomized Clinical Trials for Drugs and Biologics with Continuous
Outcomes - Guidance for Industry (2019)

e Adjusting for Covariates in Randomized Clinical Trials for Drugs and Biological Products -
Guidance for Industry (2023)

e Use of Real-World Evidence to Support Regulatory Decision-Making for Medical Devices:
Guidance for Industry and Food and Drug Administration Staff (2017)
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