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16.1.9. Documentation of statistical methods
Hardware and software tools

Statistical analysis plan
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Statistical analyses were performed using SAS®/PC Software version 9.4.

Coding was performed using Medical Dictionary for Regulatory Activities for the medical
events and World Health Drug Dictionary for the treatments.
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1. INTRODUCTION

This Statistical Analysis Plan deals with the main analysis of the study (ASSE-WO013 period)
and the follow-up period (ASSE-W028) and details the planned analyses to be performed, in
accordance with the main characteristics of the amended study protocol version 4.0 dated from
24/03/2022.

The templates for Tables, Listings and Graphs (TLG) are described in a separate document.

The main analysis of the study concerns the ASSE-W013 period and will be performed as soon
as all efficacy and safety data of the ASSE-WO013 period are available and the mandatory steps
required for study unblinding have been performed. The descriptive analysis including data
after W013 will be performed subsequently when all data are available.

Of note, this SAP does not cover analyses of data associated to some exploratory objectives and
the pharmacokinetics and pharmacodynamics data analyses described in the study protocol.

1.1. Study objectives and endpoints
1.1.1.  Objectives

The purpose of this trial is to assess the efficacy and safety of multiple intravenous infusions of
750 mg of S95011 versus placebo as well as tolerability, pharmacokinetics and
pharmacodynamics in patients with primary Sjogren’s syndrome (pSS). The results of this first
study in patients with primary Sjogren’s syndrome will be informative for further development
in treatment of pSS.

The primary objective of the study is to assess the effect of multiple intravenous infusions of
750 mg of S95011 compared to placebo after 13 weeks of treatment in reducing disease activity
using European League against Rheumatism (EULAR) Sjogren Syndrome Disease Activity
Index (ESSDAI).

The secondary objectives are:
- To evaluate efficacy of multiple intravenous (IV) infusions of 750 mg of S95011 compared
to placebo after 13 weeks of treatment on:
* Patient’s symptoms using EULAR Sjogren Syndrome patient reported Index (ESSPRI).
* Disease activity using Sjogren’s Tool for Assessing Response (STAR).
e Disease activity using Composite of Relevant Endpoints for Sjogren's Syndrome
(CRESS).
* Fatigue using the Multidimensional Fatigue Inventory (MFT).
* Quality of life (QoL) using Short Form Health Survey (SF-36).
* Physician’s global assessment (PhGA) of the disease activity using a 0 to 10 numerical
rating scale (NRS).
¢ Patient’s global assessment (PGA) of the disease activity using a 0 to 10 numerical rating
scale (NRS).
* Tear gland function using the Schirmer test.
e Tear gland function using Ocular Staining Score (OSS).
e Salivary gland function measured by sialometry under unstimulated and stimulated
conditions.
- To assess the safety and tolerability of multiple intravenous infusions of S95011.
- To assess the pharmacokinetics (PK) of S95011 in serum.
- To assess pharmacodynamics [receptor occupancy (RO)] of S95011 in blood.
- To determine the incidence of anti-drug antibodies (ADA) formation.
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The exploratory objectives of the study are:

1

To explore the potential effect of S95011 on lymphocytes subsets in particular T cell subsets.
To explore the potential effect of S95011 on some proteins involved in pSS physiopathology
like Interleukin 7 (IL-7), cytokines and specific proteins in blood.

To explore the potential effect of S95011 on immune panel, B2 microglobulin, and on the
auto-antibody panel: Anti-Sjogren’s Syndrome related antigen A (anti-SSA (Ro))
antibodies, anti-nuclear antibodies (ANA) and rheumatoid factor (RF).

To explore drug exposure and perform exploratory histology and exploratory biomarkers
assessments on minor salivary glands tissue by performing lip biopsies (optional).

To set a biocollection to explore further the potential impact of S95011 on Peripheral Blood
Mononuclear Cells (PBMC), extracted RiboNucleic Acid (RNA) and blood according to the
advancement of the knowledge on the drug and the disease (optional sampling) (not covered
by the SAP).

.1.2.  Endpoints

The primary efficacy endpoint is the change from baseline in ESSDAI total score to W013.

The secondary efficacy endpoints are:

ESSDALI score by domain and total score at each visit (value & change).

ESSPRI score by symptom and total score at each visit (value & change).

Proportion of patients with > 3 points, > 5 points, > 7 points of improvement from baseline
in ESSDALI at each visit.

Proportion of patients with > 1 point, > 2 points, > 3 points of improvement from baseline
in ESSPRI at each visit.

Proportion of patients with > 3 points of improvement in ESSDAI and with > 1 point of
improvement in ESSPRI from baseline at each visit.

Proportion of patients with a STAR total score >5 at each visit (value).

Proportion of patients with a CRESS total score >3 at each visit (value).

Fatigue (MFI) by domain, quality of life (SF-36) for mental and physical domains, physician
and patient’s global assessment of the disease activity (NRS) at each visit (value and
change).

Tear gland function: Schirmer’s test and in OSS on the most affected eye and for the mean
of both eyes at each visit (value and change).

Salivary gland function: unstimulated and stimulated salivary flow rate at each visit (value
and change).

The other secondary endpoints are:

Safety: The safety and tolerability assessed by incidence of adverse events (AEs), change

over time in safety parameters (vital signs, biological laboratory) and incidence of abnormal

safety parameters throughout the study.

Pharmacokinetics: Pharmacokinetics of S95011 in serum samples:

e Pre-dose (before the start of the IMP infusion) at W000, W002, W004, W007, and WO010.

* Right after the end of the IMP infusion and in the [1-3h] interval after the end of the IMP
infusion at W000 and WO010.

e Between WO011 and W012, and at W013, W016, W019 and W028.
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Pharmacodynamics: Receptor Occupancy (RO) of S95011 in blood samples:

* Pre-dose (before the start of the infusion) at W000, W002, W004, W007 and W010.
e Right after the end of the infusion of the IMP at W000 and W010.

° AtWO0I13, W019, W028.

Incidence of ADA in serum samples:

* Pre-dose (before the start of the infusion) at W000, W002, W004, W007 and W010.
e AtWO013, W019, W028.

The exploratory endpoints are:

In blood:

e Lymphocytes subsets (PBMC) assessed at W000, W004, W007, WO13.

e [L-7 and some cytokines measured at W000, W002, W004, W007, W010, W013, WO019,
W028.

* Other specific proteins involved in the pSS physiopathology will be measured at W000,
W004, W013.

* Cytokine release panel at W000 and W002.

* Immune panel at ASSE (Selection visit), W000, W004, WO013.

* Auto antibody-panel at ASSE, W013.

* (2 microglobulin at W000, W004, W013.

In salivary glands:

* Lip biopsy for salivary gland collection (S95011 concentration, exploratory histology and
exploratory biomarkers assessments) (optional biopsy at WO013).

1.1.3.  Study design

The study CL2-95011-001 is a phase Ila, international, multicentre, randomised (2:1), double-
blind, placebo-controlled study with two parallel groups (S95011 750 mg and placebo).

1

.1.4. Study plan

The study is divided into the following periods:

Screening period without study treatment: from selection visit (ASSE within 28 days
prior to W000) to inclusion visit (W000), after signing the ICF, in order to check eligibility
of patients.

Randomised and double-blind treatment period: from WO000 to W013 (study drug
administration at W000, W002, W004, W007, W010) with two-parallel groups (750 mg of
S95011 and matching placebo), with stratification by baseline intake of oral corticosteroids
(yes/no) and baseline intake of antimalarial (e.g. chloroquine, hydroxychloroquine,
quinacrine) (yes/no).

Safety follow up period without study treatment: 15 weeks with one visit at W019 and
one at W028. This follow-up period will allow sufficient time for monitoring safety until
5 half-lives of S95011. In addition, it is anticipated that more than 97% of patients have RO
< 95% at W028 (meaning that almost no pharmacological effect of the product is expected).

The expected duration of patient participation will be 32 weeks maximum.

©LR.LS. - CL2-95011-001 - Statistical Analysis Plan (Version 2.0) - [ S 11/57

© LR.LS. - Clinical Study Report -_

14/60



595011 CL2-95011-001

CL2-95011-001 - Statistical Analysis Plan | VV-TMF-116033 | 2.0

Study treatments are supplied as follows:

- During the screening period (from ASSE to W000), no treatment will be dispensed.

- From the day after inclusion until the day of W013 visit, patients take one (1) IV infusion
of 750 mg of S95011 or matching placebo every two weeks (q2w) for the first month (W000,
W002, W004) and then every 3 weeks (q3w) until W010 (W007, W010). S9501 1/matching
placebo will be provided to the site in 2 mL extractable volume vials containing 100 mg of
S95011/matching placebo (50 mg/mL) concentrate for solution for intravenous
administration. As treatment is dispensed during a double-blind period, the appearance and
form of S95011 vials and placebo vials as well as the solutions to be administered will be
similar: a colourless to slightly yellow, clear to slightly opalescent aqueous solution.

- From the day after W013 visit until the day of W028 visit, follow-up period.

The study plan is shown in Figure (1.1.4) 1.

Figure (1.1.4) 1 - Study plan

Study plan
Screening Treatment period Follow-up period
period
Baseline
Wo13
W -4 W000 Wo019 Wo028
2 . A *-.¢__1.____1__.
v v vov
Between Wo16*
WO011 and
wo12*
s Placebe e —
Selection "é 15]patients
ASSE €
S
g sosoutTsomg o,
= 30 patients
Dosing ---------- | + t + e
W000 w002 W004 WO007 WO010 (last IMP administration)

*One blood sample will be performed for PK assessment between W011 and W012 and at W16 (+ 5 days). at site or not according to local facilities.

1.1.5. Type of randomization

The treatment randomization and allocation are centralized using an Interactive Web Response
System (IWRS) procedure. The treatment (S95011 750 mg or placebo) is assigned at inclusion
visit by a non-balanced 2:1 ratio, non-adaptive randomization with stratification by baseline
intake of oral corticosteroids (yes/no) and baseline intake of antimalarials (e.g.: chloroquine,
hydroxychloroquine, quinacrine) (yes/no).

1.2. Determination of sample size

The following efficacy criteria are defined:

- A statistically significant reduction in ESSDAI at W013 in the S95011 group compared to
placebo, at the one-sided 10% significance level.

- An estimated mean reduction in ESSDAI in the S95011 group to be 3 points or greater than
placebo. The decrease of 3 points was chosen because it is considered as clinically minimal
relevant decrease (Seror et al, 2016).
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Targeted sample size

With 45 patients in the primary analysis of the primary estimand (30 in the S95011 group and
15 in the placebo group), the study would have around 5% chance of having a false-positive
result, i.e., of meeting both the efficacy criteria when the true difference between S95011 and
placebo is zero. Additionally, the chances of meeting both the efficacy criteria remain below
14% for true differences between S95011 and placebo of less than 1 point.

The study would have approximately 70% chance of meeting both the efficacy criteria, when
the true difference between S95011 and placebo is 4 points. In case the true difference between
S95011 and placebo is only 3 points, the study would have approximately 50% chance of
meeting both the efficacy criteria. These calculations assume that the primary efficacy endpoint,
change from baseline in ESSDALI, follows a normal distribution with a standard deviation of 6.
This estimate of the standard deviation is based on some clinical studies (Fisher et al, 2020,
UCB5857, RO5459072) in patients with primary Sjogren’s syndrome in which the observed
standard deviation ranged from around 4 to 6.

Blinded standard deviation reassessment

The similar operational characteristics (false-positive and right-positive rates) are obtained with
20 patients in S95011 group and 10 patients in placebo group under assumption of an overall
standard deviation of primary efficacy endpoint of 5. So only if the recruitment is much longer
than expected, when 30 patients will have completed the 13-week treatment period, the overall
standard deviation of the primary endpoint on non-comparative data could be calculated. If the
value is less or equal to 5, the sponsor could stop the patient recruitment, considering that the
number of patients is sufficient to meet both efficacy criteria. This potential adaptation has very
little or no impact on the probability of having a false-positive result (Kieser, 2003).
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2. ANALYSIS SETS/ TREATMENT GROUPS
2.1. Analysis sets

- Randomised Set (RS):

All included patients to whom a therapeutic unit (TU) was randomly assigned using IWRS.
- Safety Set (SS):

All patients having taken at least one dose of IMP.
- Biomarker Set (BMKS):

All patients of the RS having at least one available result for any biomarker.

2.2. Treatment groups
Treatment groups considered will be S95011 (750 mg) and placebo.
They will correspond to treatment received at inclusion visit.

In the unlikely event of a patient receiving an incorrect Therapeutic Unit (TU) at a particular
post-W000 visit on the 13-week double-blind treatment period, which would result in a switch
of treatment group, the patient will be considered in the treatment group corresponding to their
TU(s) received until the switch. Their data recorded from the switch will be managed according
to the considered estimand. All safety data and IMP administration data of the patients with a
switch of treatment group will be listed separately.
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3. GENERAL STATISTICAL CONSIDERATIONS
3.1. Descriptive statistics

Descriptive statistics will be provided by treatment group, and all treatment groups pooled (for
analyses on disposition of patients, baseline characteristics and patient follow-up, and on
adverse events).

For qualitative data, number of observed values, number and percentage of patients per class
will be presented. Unless otherwise specified in the TLG, no class "Missing" is considered.

For quantitative data, number of observed values, mean, standard deviation, median, first and
third quartiles, minimum and maximum will be presented.

For event data, number of patients having experienced the event (n) and number of events that
occurred (for AE analyses only) (NAE) will be presented.

3.2. General definitions

Patients having taken at least one dose of IMP correspond to patients with at least one date
of first and/or last IMP intake complete or partially complete.

Analysable value will be defined as any non-missing value, except for:
- Laboratory parameters:
* A laboratory value is considered as analysable if non-missing and not flagged in the
ClinTrial database as "not analysable".
* Vital signs value is considered as analysable if collected under appropriate circumstances
(corresponds to the item of the source database).

Baseline value will be defined as the last analysable value prior to the first IMP intake. In case
of patient included and/or randomised but not having taken at least one dosage of IMP: value
at baseline is defined as the last analysable value prior or equal to date of inclusion visit.

Considered periods are:
- ASSE-WO013 period.
- ASSE-WO028 period.

Last post-baseline value under treatment of the period will be defined as the last post-
baseline analysable value under treatment during the considered period.

Change from baseline to post-baseline visit is calculated as: Value at the post-baseline visit -
Value at baseline.

Change from baseline to post-baseline visit under treatment is calculated as: Value at the
post-baseline visit under treatment - Value at baseline.

Change from baseline to last post-baseline value under treatment is calculated as: Last post-

baseline value under treatment - Value at baseline.

For safety endpoints (except adverse events), the following definition will be applied:

- High emergent abnormal value under treatment according to the laboratory reference
ranges is defined as value < ULN (Upper Limit of Normal laboratory reference range) or
missing at the baseline of the treatment period and > ULN under treatment.

- Low emergent abnormal value under treatment according to the laboratory reference
ranges is defined as value > LLN (Lower Limit of Normal laboratory reference range) or
missing at baseline of the treatment period and < LLN under treatment.
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- High emergent abnormal value under treatment according to the cut-offs for PCSA
values is defined as value < ULS (Upper Limit used to define potentially clinically
Significant abnormal values) or missing at baseline of the treatment period and > ULS under
treatment.

- Low emergent abnormal value under treatment according to the cut-offs for PCSA
values is defined as value > LLS (Lower Limit used to define potentially clinically
Significant abnormal values) or missing at baseline of the treatment period and < LLS under
treatment.

Other calculation rules for general definitions (such as value prior to treatment / under

treatment, first and last IMP intake dates...), are provided in Appendix 7.1.
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4. STATISTICAL ANALYSES

Specific definitions and calculation rules are provided in Appendix 7.2

4.1. Study participant
4.1.1. Disposition
The size of each analysis set, and reasons for exclusion will be described.

Disposition of patients, including reasons for withdrawal, will be summarized during the study,
overall and by visit, in the RS.

4.1.2. Protocol deviations

Protocol deviations before or at inclusion, as well as after inclusion, will be described in the RS
for each considered period.

For the description of important protocol deviations, the 6 following categories are considered
in accordance with ICH E3 guideline and ICH E3 Q&A:

- Selection/inclusion criteria not fulfilled.

- Patient having withdrawal criteria but not withdrawn.
- Incorrect treatment or dose received.

- Forbidden concomitant treatment.

- Endpoint assessment possibly affected.

- Safety possibly affected.

4.1.3. Demographic data and baseline characteristics

Demographic characteristics and other baseline characteristics will be summarized as follows,
by treatment group and overall, in the RS:
- Demographic characteristics:
e Age (years).
e Sex: male / female.
* Race: White / American Indian or Alaska Native / Asian / Black or African American /
Native Hawaiian or other Pacific Islander / Other.
* Ethnicity: Hispanic or Latino / not Hispanic or Latino.
¢ Life habits:
= Smoking (excluding e-cigarette): Never / Has stopped smoking / Current smoker.
= E-cigarette: Yes / No.
= Alcohol: No / Has stopped drinking / Currently drinking.
= (Caffeine: Yes / No.
- Baseline characteristics:
e History of the primary Sjogren’s syndrome:
= Disease duration (years) and by class: <7 years / > 7 years.
= Specific treatment for pSS for which a stratification was done at baseline Nothing /
Oral corticosteroid / Antimalarial / Oral corticosteroid and antimalarial.
* Relevant medical and surgical history other than the PSS symptoms (by SOC and PT).
* Specific previous treatment (by ATC code and preferred name).
* Non-specific previous treatment (by ATC code and preferred name).
* ESSDALI total score overall and in severity classes: Mild <5 / Moderate [5 — 14[ / Severe
> 14.
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ESSDAI by domain: Constitutional / Lymphadenopathy and lymphoma / Glandular /
Articular / Cutaneous / Pulmonary / Renal / Muscular / PNS / CNS / Haematological /
Biological.

ESSPRI total score overall and in classes: <5/>5.

ESSPRI by symptom: Dryness / Fatigue / Pain.

SF-36 physical and mental scores.

MFI by domain: General fatigue / Physical fatigue / Reduced activity / Reduced
motivation / Mental fatigue.

NRS: PhGA score and PGA total score.

Schirmer test for the most affected eye and mean of both eyes.

OSS for the most affected eye and mean of both eyes.

Sialometry (stimulated and unstimulated salivary flow score).

Weight (kg).

Body temperature (°C).

BMI (kg/m2) and by class: < 18.5, [18.5-25[, [25-30[, > 30.

SBP (mmHg).

DBP (mmHg).

HR (b.p.m).

Treatments of patients

Extent of exposure and treatment compliance

Number and percentage of patients by total number of infusions and time between two IMP
administrations by visit will be described by treatment group in the RS and SS (if different).

4.2.2.

Concomitant treatments

All specific (resp. non-specific) concomitant treatments taken at inclusion, during the W000-
WO013 period, and after the last IMP intake will be described in the RS and the SS (if different),
by ATC code and preferred name and by treatment group.

4.3.

Efficacy analyses

Calculation rules for efficacy endpoints and other specific definitions are provided in
Appendix 7.2.2.

4.3.1.

Primary efficacy estimand

The primary estimand of interest is the effect of the treatments on the clinical disease activity
in all patients assuming non-occurrence of intercurrent events (IE). The motivation for this
choice is to assess at this proof-of-concept stage the full efficacy potential, that is, the
pharmacologic effect of the S95011 if all patients adhere to it (without any intercurrent events).

The attributes of the primary estimand are defined as follow:

- Treatment: S95011 or placebo.

- Population: RS.

- Variable: change in ESSDATI total score from baseline to WO013 (primary efficacy endpoint).
- Summary measure: difference in means between treatments.

- Intercurrent events (IE):

IE1: Study drug discontinuation for major worsening of primary Sjogren’s syndrome.
IE2: Increase or initiation of authorized medication for pSS.
IE3: Study drug discontinuation for AE related to study drug.
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e [E4: Study drug discontinuation for other reasons (non-medical reason, AE not
related...).

e [ES: Switch of treatment group (error of dispensation).

¢ [E6: Decrease or stop of authorized medication for pSS.

The rate of IEs is assumed to be below 10%. They will be handled by a hypothetical strategy to
estimate what the outcome would have been at the designated time point if no IE would have
occurred through that time point, considering that patients with IE would have efficacy
outcomes as patients, in their treatment group, who continue their treatment without IE.

Note: In case a patient is concerned by several IEs, the first event will be considered. If several
IE occurred the same day, IE will be considered to be more conservative in the following order:
IE1; IE2; IE3; IE4; IES, IE6.

4.3.1.1. Primary analysis
Primary analysis will be done on RS.

Definition: the primary efficacy endpoint is defined as the change from baseline to W013 in
ESSDALI total score. The ESSDALI total score is calculated as the weighted sum of 12 items of
the scale in ClinTrial database.

Primary analysis: to assess the efficacy of S95011 (750 mg) as compared to Placebo on change
from baseline to W013 in ESSDAI total score after a 13-weeks treatment, using a General
Linear Model including the fixed, categorical effect of treatment and randomisation
stratification factors (rando_factor) as well as the continuous fixed covariate of baseline value.
The randomisation stratification factors are baseline intake of oral corticosteroids (yes/no) and
baseline intake of antimalarial (yes/no)

GENERAL LINEAR MODEL: change = baseline rando_factors treatment [1]

The assumptions underlying the model, as for instance, the normality and homoscedasticity of
residuals and detection of outliers will be checked. The assumptions of normality and
homoscedasticity of residuals will be investigated using some graphs and descriptive statistics.
The detection of outliers will be done using graphics.

If the model is not running due to too few patients in the stratas, the model mentioned above
will be modified. Thus, the two stratification factors in the model will be replaced by the
following composite factor: baseline intake of oral corticosteroids or antimalarial or both
(yes/no). If the model is still not running with the stratification factor in two classes, then the
stratification factor will not be considered.

Statistical hypotheses:
Let puy and u, be the population means of the change from baseline in ESSDALI total score at
WO013 (primary endpoint) under placebo and S95011, respectively.

The statistical hypotheses that will be tested are:

Hy: ug = pq (S95011 is not superior to placebo)
versus
Hy: po < 4 (S95011 is superior to placebo)

The type I error of the statistical tests will be set at 10% for unilateral situation, which is
consistent with the objective of demonstrating the superiority versus placebo.
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Missing data/intercurrent events handling: the primary analysis for the primary estimand will
be conducted using only data obtained prior to IEs. Observed post IE values will not be used in
the primary analysis. Post IE values will be imputed according to the MAR assumption
(multiple imputation by treatment group). This is aligned with the primary estimand and the
hypothetical strategy. Missing data not linked to intercurrent events will be imputed according
to the MAR assumption with a multiple imputation by treatment group. The imputation method
is detailed below and in Appendix 7.3.1. A patient with all visits missing or only baseline
missing will not be considered in the analysis.

Multiple imputation inference involves 3 consecutive phases.
1/ Imputation step:
A total of 100 imputed complete data sets will be generated.

The imputation step for missing data as well as data considered as missing for the primary
analysis due to the strategy used to handle intercurrent event will be the same and applied to
data with a monotone pattern. For all patients, the regression method (adjusted on
randomisation stratification factors, baseline and considering all longitudinal data of planned
visits) will be used separately for each treatment arm to impute missing data (i.e. based on
patient completers under corresponding treatment arm) under MAR approach.

It is of note that for missing data with an arbitrary missing pattern, the first imputation step
might be preceded by one MI approach based on MCMC method using baseline and all
longitudinal data by treatment groups.

If the regression method for imputation is not running due to too few patients in the stratas, the
model mentioned above will be modified. Thus, the two stratification factors in the model will
be replaced by the following composite factor: baseline intake of oral corticosteroids or
antimalarial or both (yes/no). If the model is still not running with the stratification factor in
two classes, then the stratification factor will not be considered.

2/ Analysis step:
The same model as [1] (described above) will be applied to each of the 100 imputed datasets.

3/ Combination step:

Statistical inferences will be generated by combining results from the 100 analyses using
Rubin’s formulae. The multiple imputation estimator of the difference between S95011 and
placebo is the average of the individual 100 estimators. The variance of the estimator is the
combination of the between- and within-imputation variability (Carpenter and Kenward, 2007).

Multiplicity handling: there is no multiplicity issue.

Statistical elements: Finally, the following elements will be provided in a summary table:
- Estimate (standard error) of the difference between adjusted treatment arm means.
Two-sided 80% CI of the estimate.

Two-sided 95% CI of the estimate.

One-sided p-value.

4.3.1.2. Sensitivity analyses
Sensitivity analysis will be done on RS.

Sensitivity analysis: the same analysis as the primary analysis will be performed using model
[1] except the fact the missing data/ intercurrent event handling will be different.
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Missing data/intercurrent events handling: in order to assess the sensitivity to the missing at
random (MAR) assumption, values post the following IEs:

- IE1: Study drug discontinuation for major worsening of primary Sjégren’s syndrome.
- IE2: Increase or initiation of authorized medication for pSS.

- IE3: Study drug discontinuation for AE related to study drug.
will not be taken into account and will be imputed according to the missing not at random
(MNAR) assumption.

The other IEs and missing data will be handled as in the primary analysis. The imputation
method is detailed below and in Appendix 7.3.2. A patient with all visits missing or only
baseline missing will not be considered in the analysis.

Note: In case a patient is concerned by several IEs, the first event will be considered. If several
IE occurred the same day, IE will be considered to be more conservative in the following order:
IE1; IE2; IE3; IE4; IES, IE6.Multiple imputation inference involves 3 consecutive phases.

1/ Imputation step:

A total of 100 imputed complete data sets will be generated.

The imputation step for missing data with a monotone pattern will be:

- For all data following study drug discontinuation for major worsening of primary Sjogren’s
syndrome (IE1), the values of outcome will be imputed using a reference based multiple
imputation (“jump to placebo” approach) for S95011 group and using multiple imputation
(MAR) for the placebo group. This approach assumes that patients from S95011 mean’s
response distribution is that of the placebo group patients (Carpenter et al, 2013). The
imputed value will reflect the fact that these IEs are considered a bad outcome (worst case
scenario).

- For all data following increase or initiation of authorized medication for pSS (IE2) or study
drug discontinuation for AE related to study drug (IE3), the values of outcome will be
imputed using a reference based multiple imputation (“copy increments in placebo”
approach) for S95011 group and using multiple imputation (MAR) for the placebo group.
This approach assumes that patients from S95011 will exhibit an evolution of the disease
similar to patients in the placebo group but starting from the benefit already obtained
(Carpenter et al, 2013). The imputed value will reflect the fact that these IEs are considered
a moderately bad outcome.

- For all data following another type of IE or missing data due to other reason, imputation will
be done as in the primary analysis.

It is of note that for missing data with an arbitrary missing pattern, the first imputation step
might be preceded by one MI approach based on MCMC method using baseline and all
longitudinal data by treatment groups. If a patient has missing data before an intercurrent event,
all data of this patient will be imputed using the method according to the intercurrent event.

2/ Analysis step:
The same model as [1] (described above) will be applied to each of the 100 imputed datasets.

3/ Combination step:

Statistical inferences will be generated by combining results from the 100 analyses using
Rubin’s formulae. The multiple imputation estimator of the difference between S95011 and
placebo is the average of the individual 100 estimators. The variance of the estimator is the
combination of the between- and within-imputation variability (Carpenter and Kenward, 2007).
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Multiplicity handling: there is no multiplicity issue.

Statistical elements: Finally, the following elements will be provided in a summary table:
- Estimate (standard error) of the difference between adjusted treatment arm means.

- Two-sided 80% CI of the estimate.

- Two-sided 95% CI of the estimate.

- One-sided p-value.

4.3.1.3. Supplementary analyses
Supplementary analysis will be done on RS.

Definition: the efficacy endpoint is defined as the proportion of responders in ESSDAI total
score at WO13.

Supplementary analysis: to assess the efficacy of S95011 (750 mg) as compared to Placebo on
proportion of responders in ESSDAI after a 13-weeks treatment. Responders in ESSDAI at
WO013 defined as patients having improvement from baseline in ESSDAI total score of at least:
- 3 points

- 5 points

- 7 points

will be analysed separately using a logistic regression model including the fixed, categorical
effect of treatment and randomization stratification factors (rando_factor) as well as the
continuous fixed covariate of baseline value.

LOGISTIC REGRESSION MODEL: responder = baseline rando_factors treatment [2]

The assumptions underlying the model, as for instance, independence of errors, linearity in the
logit for continuous variables, absence of multicollinearity, and lack of strongly influential
outliers will be checked.

If the model is not running due to too few patients in the stratas, the model mentioned above
will be modified. Thus, the two stratification factors in the model will be replaced by the
following composite factor: baseline intake of oral corticosteroids or antimalarial or both
(yes/no). If the model is still not running with the stratification factor in two classes, then the
stratification factor will not be considered.

Missing data/intercurrent events handling: the handling of IEs and missing data will be the
same as the primary and sensitivity analysis. Thus, imputation will be done on the change and
then the imputed change values will be turned into responder/non-responder.

Multiplicity handling: there is no multiplicity issue.

Statistical elements: Finally, the following elements will be provided in a summary table:
- Estimate (standard error) of the difference between adjusted treatment arm proportions.
- Two-sided 80% CI of the estimate.

- Two-sided 95% CI of the estimate.

- One-sided p-value.

4.3.1.4. Subgroup analysis
Not applicable.
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4.3.2. Secondary efficacy estimand

The secondary estimand of interest is the effect of the treatments on symptoms reported by the
patients in all patients assuming non-occurrence of IEs. The motivation for this choice is the
same as the primary estimand.

Compared to the primary estimand, only the variable attribute is different and is defined as the
change in ESSPRI total score from baseline to WO013 (secondary efficacy endpoints). The
ESSPRI total score is derived as the mean of 3 items. The other attributes, main and sensitivity
analyses are the same as for the primary estimand.

In the same line as for the primary estimand, the supplementary analyses will be performed on
the responders ESSPRI at W013 defined as patients having improvement from baseline in
ESSPRI total score of at least:

- 1 point

- 2 points

- 3 points

u