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Glossary of Abbreviations

ADR Adverse Drug Reaction

AE Adverse Event

ATC Anatomical Therapeutic Chemical

BCDVA Best Corrected Distance Visual Acuity

BID Bis in die

CFR Code of Federal Regulations

COVID-19 Coronavirus Disease 2019

CRA Clinical Research Associate

CRO Contract Research Organization

DHHS Department of Health and Human Services

DE Dry Eye

EC Ethics Committee

eCRF/CRF Electronic/Case Report Form

EDC Electronic Data Capture

EMA European Medicine Agency

EU European Union

FAS Full Analysis Set

FDA Food and Drug Administration

GCP Good Clinical Practice

HEOR Health Economics and Outcomes Research

HIPAA Health Insurance Portability and Accountability Act

ICF Informed Consent Form

ICH International Conference on Harmonisation

IDEEL Impact of Dry Eye on Everyday Life

IP/IMP C I o
Investigational Product/ Investigational Medicinal Product

IRB Institutional Review Board

LOCF Last Observation Carried Forward

MedDRA Medical Dictionary for Regulatory Activities

NEI National Eye Institute

NIMP Non Investigational Medicinal Product

NK Neurotrophic Keratitis
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Pl Principal Investigator

PGIC Patient Global Impression of Change
PP Per Protocol Set

PT Preferred Term

rhNGF Recombinant human nerve growth factor
RP Retinitis pigmentosa

SAF Safety Set

SANDE Symptom Assessment in Dry Eye
SD Standard Deviation

SID Semel in die

Soc System Organ Class

TEAE Treatment-Emergent Adverse Event
TFBUT Tear Film Break-Up Time

TID Tris in die
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2. Purpose

The purpose of this statistical analysis plan (SAP) is to ensure that the data listings, summary tables
and figures which will be produced, and the statistical methodologies that will be used, are complete, in
line with study protocol version 2.0 of 08 August 2019, and appropriate to allow valid conclusions
regarding the study objectives.

Due to restrictions in the hospital clinical routines related to COVID-19 pandemic started in March 2020,
Dompé has decided to stop prematurely enrollement in the study in order to comply with quarantine
measures of each country and avoid risks of infection of COVID-19 iliness itself for all involved subjects.

The study stopped to 261 patients instead of 300 originally planned; last subject enrolled was on March
25th, 2020. On March 9th, 2020 256 patients were randomized. Among them 185 had completed the
study and 44 were early terminated subjects. So only 27 subjects are ongoing and 5 not randomized at
the time of national emergency due to COVID-19.

Patients affected by COVID-19 will be identified using through Adverse form and Meddra coding
(Peferred Term = ‘Coronavirus infection’).

21. Data collection and management of visits during COVID-19 pandemic

When possible, subject visits should occur in person, but in order to avoid any issues (e.g. unexpected
site closure) that may affect subjects treatment, safety and data collection, Dompé allowed sites to
perform remote subjects visits when an in-person visit(s) is not able to occur.

Remote subject visits is organized in advance as a preventive action plan should the sites close
unexpectedly or a subject is unable/unwilling to come to the site for a visit(s).

If an in-person subject visit cannot occur as scheduled or be scheduled out of window because of site
closure or of a subjects inability/unwillingness to come to the site, than a telephone (remote) visit should
occur in place of the onsite visit(s).

When a site deems that a remote subject visit is required, SANDE questionnaire, IDEEL, EQ-5D-3L
PGIC and diaries will be completed by the subject at home. Once the completed questionnaires and
diaries are received by the site, the site should set up a telephone visit with the subject to review the
completed questionnaire and diaries and evaluate the safety.

2.2. Responsibilities
Syneos Health will perform the statistical analyses and are responsible for the production and quality
control of all tables, figures, and listings.

2.3. Timings of Analyses

The primary analysis of safety and efficacy data is planned after all patients complete the final study
visit or terminate early from the study.

This document is confidential.

SAP Version: Dompe NGF0118 SAP Text — Version 1.2 17 Sep 2020
Controlled Document ID: 3903A.01, Effective Date 29-Oct-2018
Filing requirements: TMF Page 9 of 64



Statistical Analysis Plan for Interventional Studies
Dompé farmaceutici S.p.A - Protocol No.: NGF0118

3. Study Objectives

3.1. Study Objective

The study objective is to assess the efficacy and safety of recombinant human nerve growth factor
(rhNGF) when administered as eye drops to patients with moderate to severe dry eye and to
exploratively evaluate the preliminary efficacy data also in a group of dry eye patients with diagnosis
of Primary Sjogren's Syndrome.

3.2, Brief Description

This is a phase I, multicenter, randomized, double-masked, vehicle-controlled, parallel group study
designed to perform dose ranging and evaluate efficacy of rhNGF eye drops at 20 ug/mL concentration
administered two or three times daily for 4 weeks in patients with moderate to severe dry eye.

Patients will be evaluated at screening visit (day -8), baseline (Day 1), Week 2 (14 £ 2), Week 4 (Day
28 + 2) or early withdrawal and Week 8 (Day 56 £ 2), Week 12 (Day 84 £ 4), Week 16 (Day 112 £ 7) of
follow-up.

3.3. Patient Selection
3.3.1. Inclusion Criteria

To be eligible for inclusion into this study, each patient must fulfil the following inclusion criteria:

1. Male or female aged = 18 years.

2. Patients with moderate to severe dry eye characterized by the following clinical features:
a. Corneal and/or conjunctival staining with fluorescein using National Eye Institute (NEI)
grading system > 3;
b. Symptom Assessment in Dry Eye (SANDE) questionnaire > 25 mm;
c. Schirmer test | (without anaesthesia) > 2 mm < 10 mm/5 minutes;
d. Tear film break-up time (TFBUT) < 10 seconds in the worse eye.

3. The same eye (eligible eye) must fulfill all the above criteria.

4. Patients diagnosed with dry eye at least 6 months before enrolment (current use or recommended
use of artificial tears for the treatment of dry eye).

5. (For patients already enrolled into the study under protocol 1) : Best corrected distance visual
acuity (BCDVA) score of = 0.1 decimal units in both eyes at the time of study enrolment.

5a. (Revised version in protocol version 2.0) : Best corrected distance visual acuity (BCDVA) score of
2 0.1 decimal units (20/200 Snellen value) in both eyes at the time of study enrolment.

6. If a female with childbearing potential, have a negative pregnancy test.

7. (For patients already enrolled into the study under protocol 1) : Only patients who satisfy all
informed consent requirements may be included in the study. The patient and/or his/her legal
representative must read, sign and date the informed consent document before any study-related
procedures are performed. The informed consent form (ICF) signed by patients and/or legal
representative must have been approved by the IRB/IEC for the current study.

7a. (Revised version in protocol version 2.0) : Only patients who satisfy all informed consent
requirements may be included in the study. The patient and/or his/her legal representative must
read, sign and date the informed consent document before any study-related procedures are
performed. The informed consent form (ICF) signed by patients and/or legal representative must
have been approved by the IRB for the current study.
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8. Patients must have the ability and willingness to comply with study procedures.

9. (New criteria added in protocol version 2.0) Primary Sjégren's Syndrome Patients:

patients with a documented diagnosis of Primary Sjogren's Syndrome according the American-
European Consensus Group Sjogren's Syndrome Criteria (Appendix 3 of the study protocol; must
meet either 4 out of 6 total criteria OR 3 out of 4 signs). Note: Subjects who are on systemic (oral)
therapy for the treatment of Sjogren's Syndrome must be on stable systemic treatment defined as the
same treatment for the immediately prior 90 days.

3.3.2. Exclusion Criteria

Patients who meet any of the following criteria are NOT eligible for inclusion in the study:

1. Inability to speak and understand the local language sufficiently to understand the nature of the
study, to provide written informed consent, and to allow the completion of all study assessments.

2. Evidence of an active ocular infection, in either eye.

3. Presence of any other ocular disorder or condition requiring topical medication during the entire
duration of study.

4. (For patients already enrolled into the study under protocol 1) : History of severe systemic allergy or
ocular allergy (including seasonal conjunctivitis) or chronic conjunctivitis and/or keratitis other than

dry eye.

4a. (Revised version in protocol version 2.0) : History of severe systemic allergy or severe ocular
allergy (including seasonal conjunctivitis) or chronic conjunctivitis and/or keratitis other than dry
eye.

5. Intraocular inflammation defined as Tyndall score > 0.
6. History of malignancy in the last 5 years.

7. Systemic disease not stabilized within 1 month before screening visit (e.g., diabetes with glycemia
out of range, thyroid malfunction.) or judged by the investigator to be incompatible with the study
(e.g., current systemic infections) or with a condition incompatible with the frequent assessment
required by the study.

8. Patient had a serious adverse reaction or significant hypersensitivity to any drug or chemically
related compounds or had a clinically significant allergy to drugs, foods, amide local anesthetics or
other materials including commercial artificial tears, in particular commercial artificial tears
containing carboxymethylcellulose (in the opinion of the investigator).

9. Females of childbearing potential (those who are not surgically sterilized or post-menopausal for at
least 1 year) are excluded from participation in the study if they meet any one of the following
conditions:

a. are currently pregnant or;

b. have a positive result at the urine pregnancy test (Screening/Baseline day 1) or;

c. intend to become pregnant during the study treatment period or;

d. are breast-feeding or;

e. are not willing to use highly effective birth control measures, such as: hormonal
contraceptives - oral, implanted, transdermal, or injected - and/or mechanical barrier
methods - spermicide in conjunction with a barrier such as a condom or diaphragm or
intrauterine device - during the entire course of and 30 days after the study treatment
periods.
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10. Any concurrent medical condition that, in the judgment of the PI, might interfere with the conduct
of the study, confound the interpretation of the study results, or endanger the patient’s well being.

11. Use of topical cyclosporine, topical corticosteroids or any other topical drug for the treatment of
dry eye in either eye within 30 days of study enrolment.

12. Contact lenses or punctum plug use during the study (previous use not an exclusion criteria but
must be discontinued at the pre-screening visit).

13. History of drug addiction or alcohol abuse.

14. Any prior ocular surgery (including refractive palpebral and cataract surgery) if within 90 days
before the pre-screening visit.

15. (For patients already enrolled into the study under protocol 1) : Participation in a clinical trial with a
new active substance.

15a. (Revised version in protocol version 2.0) : Participation in a clinical trial with a new active
substance including medical devices during the past 60 days.

16. Participation in another clinical trial study at the same time as the present study.

3.4. Determination of Sample Size

In order to evaluate the minimal effective daily dose of rhNGF eye drops, a Williams design has been
chosen [1] [2]. For this study three treatment groups have been considered: rhNGF eye drops solution
20 yg/mL TID; rhNGF eye drops solution 20 pyg/mL BID plus vehicle eye drop solution SID; vehicle
eye drop solution TID.

To this purpose, the sample size has been determined applying the formula reported in the
publication Chow et al., 2008 at page 301 [3]

The sample size calculation for the primary variable is based on the following assumptions:

- The probability level (a) for one-sided test is set at 0.025 (see table 12.1.2 at page 298 in
Chow et al., 2008[3]) and the power level at approximately 90%.

- DELTA, in change from baseline between treatments, of 5.3 and Standard Deviation for
DELTA of 10.78. Both DELTA parameters are derived from results of co-variance analysis
obtained from study NGF0216 in the subset of hyposecretive patients (i.e., excluding
“evaporative-only” patients).

According to this calculation, 87 patients per treatment group (for a total of 261 patients) are adequate
to observe the planned difference assumed for the minimum effective daily dose. Assuming a drop-
out of about 15%, a total of 300 is the target number of patients proposed to be enrolled.

The inclusion of at least 60 subjects with documented diagnosis of Primary Sjégren's Syndrome within
the planned 300 patients will have no impact on the initial study assumptions (Standard Deviation of
10.78 and DELTA of 5.3 mm) because the patients could have been enrolled based on the previous
criteria on which sample size was based. Moreover, a similar prevalence of patients with Primary
Sjogren's Syndrome has already been reported in the NGF0216 medical history (~25% of patient the
FAS population).

Impact on the power of the study due to stopping enroliment in the study to 261 randomized subjects:
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With 261 patients randomized, assuming a drop out rate of 15%, only 228 patients in total (76
patients by group) are considered adequate to observe the planned difference assumed for the
minimum effective daily dose.

With 76 patients by group, with a DELTA, in change from baseline between treatments of 5.3 and
Standard Deviation for DELTA of 10.78, the power to detect a difference will be at least 85%.

3.5. Treatment Assignment & Masking

Eligible patients will be randomized in a 1:1:1 ratio to either rhNGF eye drops solution 20 pg/mL TID
(100 patients) or rhNGF eye drops solution 20 yg/mL BID plus vehicle eye drop solution SID (100
patients) or vehicle eye drop solution TID (100 patients).

Following amendment n° 1 to the protocol, randomization will be stratified according to
absence/presence of a documented diagnosis of Primary Sjogren's Syndrome.

The study was ongoing at the time of amendment and at the beginning of September 135 patients
had already been randomized. The randomization list generated on March 22, 2019 will be stopped
when the last randomization number used will be at the end of a block. Moving forward, the
replacement list will be used. According to the amendment n° 1, the replacement randomization
schedule will be stratified according to absence/presence of a documented diagnosis of Primary
Sjégren's Syndrome.

Each randomized patient after amendment will be allocated with randomization number, according to
the stratified randomization list using an Interactive Web Response System (IWRS).
Drop outs after randomization will not be replaced.

Randomization lists as well as associated kit numbers will be generated by a member of Syneos
Health Biostatistics department, not involved in the conduct of the study.

Patients will be assigned to treatment in numerical order. A tear-off label from the kit box, with the kit
number, will be attached to the investigational product dispensing log.

The enrollment of patients will be scheduled in order to assure an inclusion of approximately 240
patients without Primary Sjogren's Syndrome diagnosis and at least 60 patients with Primary
Sjogren's Syndrome.

For patients already enrolled in the study, the assignment to a strata will be based on Medical history
form (see section 8.1).

The identity of the treatments will remain unknown to the patient, Investigator, site staff and Sponsor’s
clinical research personnel until the study is unmasked for the final statistical analysis (after data base
lock) except in case of specific events that will require unmasking of the patient.

The vials containing rhNGF (20 pug/mL) or vehicle will be identical in appearance, and the contents of
the vials will be indistinguishable. All staff directly involved in the analysis of study results will remain
masked to treatment assignments while the study is in progress.

If the Investigator becomes unmasked for any reason, this information will be recorded on source data
and in the electronic case report form (eCRF) of the study, specifying the date and the reason.
Unmasking events will be recorded and reported in the final study report.

3.6. Administration of Study Medication

On Day 1 (baseline visit), the study personnel will give to the patient the monthly box, containing 4
weekly boxes, each containing 7 daily boxes. Each daily box contains three marked vials (e.g., 1 -
Morning, 2 - Afternoon and 3 - Evening) of frozen investigational medicinal product (IMP) solutions (-
20 + 5°C) containing:
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* thNGF at concentrations of 20 ug/mL, and/or
» vehicle (placebo).

Patient should bring the study medication, one monthly box, at home as soon as possible and
immediately store it in a freezer at -20 + 5 °C. The weekly box must be kept at 2-8°C for 7 days
protected from light; the daily box can be kept at room temperature, before the patient will use the

single vial for each instillation (both eyes) as long as 12 hours are not exceeded.

The administration route is ophthalmic; the first administration is to be applied by investigator at site.

In all patients, both eyes will be treated for a period of 4 weeks.

The dosing scheme of the different study groups is summarized below:

e Group 1: one drop of rhNGF 20 ug/mL will be instilled in both eyes three times daily (every 6-
8 hours, e.g., 7:00 am, 02:00 pm; 09:00 pm).

e Group 2: one drop of rhNGF 20 pg/mL will be instilled in both eyes two times daily plus one
drop (40 L) of vehicle will be instilled in both eyes once daily (every 6-8 hours, e.g., 7:00 am,
02:00 pm; 09:00 pm).
NB: rhNGF will be instilled in the morning and in the evening while the vehicle will be instilled in the

afternoon.

e Group 3: vehicle eye one drop will be instilled in both eyes three times daily (every 6-8 hours,
e.g., 7:00 am, 02:00 pm; 09:00 pm).

3.7.

Study Procedures and Flowchart

Study procedures

Screenin

9
(Day-8)

Visit 1
Baselin
e
Day 1*

Visit
2
Wee
k 2

Visit 3
End of
treatmen
t
Week 42

Visit 4
follow-
up
Week
8a

Visit 5
follow-
up
Week
12b

Visit 6
follow-
up
Week
16¢

Informed Consent
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Pregnancy Test

Randomization

Demographics

Ocular and
Systemic Medical
History

XX [X] X |X

Previous Ocular
And Systemic
Medications
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IDEEL

EQ-5D-3L

XXX X

XXX X

PGIC

BCDVA

External Ocular
Examination

Schirmer test |

Slit Lamp
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X IX| X [X
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X IX| X [X

XX X XXX X (X

XX X XXX |[X (X

XX X XXX X (X

XX X XXX X (X

SAP Version: Dompe NGF0118 SAP Text — Version 1.2 17 Sep 2020

This document is confidential.

Controlled Document ID: 3903A.01, Effective Date 29-Oct-2018

Filing requirements: TMF

Page 14 of 64



Statistical Analysis Plan for Interventional Studies
Dompé farmaceutici S.p.A - Protocol No.: NGF0118

_ _ Visit 5 | Visit 6
| visit1 | visit | Visit3 | Visitd oo ow. | follow-
Screenin Baselin 2 End of follow- u u
Study procedures g ase treatmen up P P
e Wee Week Week
(Day-8) | pavar | k2 t Week | g 16°
Week 42 82
TFBUT X X X X X X X
Fluorescein staining
(NEI scale) X X X X X X X
Schirmer test |l X X X
Confocal
microscopy to
assess goblet cells X X X
density ¢
Corneal
endothelium and
stroma evaluation X X X
as per confocal
microscopy ©
Study drug Xf
dispensation
Verify patient study
medication dosing X
compliance
Concomitant Ocular
And Systemic X X X X X
Medications
Frequency of
preservative-free X9 X9 xh xh xh
artificial tears use
(n° drops/day)
Checl'< an,d rgtrleval X X X X X
of patient’s diary
Record AEs X X X X X X X

completed the diary.

*) visit window of +2 days a) Visit window of + 2 days; b) Visit window of + 4 days; ¢) Visit window of = 7 days; d) only selected sites;
e) Only the sites having a confocal microscope will do this type of evaluation; f) a monthly box will be given to the patients; g) During
the treatment period patients can use, if strictly needed, the preservative-free artificial tears; h) During the follow up period it is allowed
to use the preservative-free artificial tears; i) During the Visit 2, Week 2, the PI or a delegate must only check if the patient has correctly
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4,

Endpoints

4.1. Primary Efficacy Endpoint

Change from baseline in Schirmer test | (without anesthesia) versus Week 4.

4.2. Secondary Efficacy Endpoints

Change from baseline in Symptoms questionnaire (SANDE) scores for severity and frequency
assessed at 4 weeks of treatment;

Change from baseline in Schirmer test Il (with anesthesia) versus Week 4;

Change from baseline in corneal and conjunctiva vital staining with fluorescein (NEI scales)
versus Week 4;

Change from baseline in TFBUT versus Week 4;

Number of patients who experienced a worsening in symptom scores (SANDE) and/or NEI
score =2 50% as assessed at Week 4;

Quality of life (Impact of Dry Eye on Everyday Life (IDEEL) questionnaire);

Patient Global Impression of Change (PGIC);

EQ-5D-3L.

4.3. Exploratory Endpoints

Correlation between sign and symptoms scores;

Proportion and frequency of preservative-free artificial tears use (n° drops/day) during the
treatment period;

Frequency of preservative-free artificial tears use (n° drops/day) during the follow up period.
Change from baseline in Schirmer test | (without anesthesia) versus Week 2;

Change from baseline in Symptoms questionnaire (SANDE) scores for severity and frequency
assessed at 2 weeks of treatment;

Change from baseline in Corneal and conjunctiva vital staining with fluorescein (NEI score)
versus Week 2;

Change from baseline in TFBUT versus Week 2;

Number of patients who experienced a worsening in symptom scores (SANDE) and/or NEI
score =2 50% as assessed at Week 2;

Change from baseline in goblet cells density versus Week 4.

4.4. Safety Endpoints

Incidence and frequency of treatment-emergent adverse events (TEAEs), assessed
throughout the study.
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5. Analysis Sets

5.1. Enrolled Set

The Enrolled Set will consist of all patients who signed the ICF.
This analysis set will be used for patients disposition and some listings.

5.2. Randomized Set
The Randomized Set will consist of all patients who signed the ICF and were subsequently
randomized into the study, regardless of study treatment administration.

5.3. Safety Analysis Set

The Safety Analysis Set (SAF) will consist of all patients in the Randomized Set who took at least one
dose of investigational product (IP) . This analysis set will be used for the safety analysis. Patients will
be analyzed according to the treatment received.

5.4. Full Analysis Set

Full Analysis Set (FAS) will consist of all patients randomized who took at least one dose of IP and
who have at least one post-baseline efficacy measurement for the primary endpoint. This analysis set
will be used for the primary efficacy analysis. Patients will be analyzes according to the randomized
treatment.

5.5. Per Protocol Set

Per Protocol Set (PP) will consist of all patients in the FAS who fulfil the study protocol requirements
in terms of IMP intake and collection of primary efficacy data and with no major deviations that may
affect study results. This analysis set will be used for supportive efficacy analysis.

Patients will be evaluated according to the treatment dose they will actually receive.

5.6. Protocol Deviations

Important protocol deviations will be collected in the eCRF and CTMS. Each instance of a protocol
deviation will be determined to be either significant or not. Protocol deviations linked to COVID-19 will
be identified with “COVID-19 XXXXXX”.

The maijor protocol deviations include, but are not limited to, the following (to be finalized before
database lock):

¢ Non compliance with IP administration (less than 80% or more than 120%);

e missing primary efficacy data;

e Major deviation from inclusion/exclusion criteria (eligibility violations) (will be defined in blind
conditions in the last blind data review meeting before database lock);

e intake of prohibited medications.

Protocol deviations will be reviewed during the course of the study and prior to database lock.
Patients with any major protocol deviations listed above will not be included in the PP set.

Number (%) of patients with at least one major protocol deviation leading to exclusion of subject from
the Per-protocol will be included in a summary table, using the FAS Set.

All protocol deviations will be listed for all patients in the Randomized Set, including their assignment
of minor, major, and the date the deviation occurred.

Protocol deviations linked to COVID-19 will be listed on a separate listing in the Randomized Set.
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6. General Aspects for Statistical Analysis

6.1. General Methods

e SAS Version 9.4 or higher will be used for programming and production.
e Unless otherwise specified, summaries will be presented for each treatment and overall.

¢ Continuous variables will be summarized using the number of observations (n), n missing
(when applicable), mean, standard deviation (SD), median, minimum, and maximum.
Categorical variables will be summarized using number of observations (n), n missing (when
applicable), frequency and percentages of patients. 95% and 99% confidence limits for the
mean will be calculated based on the t-distribution, where indicated.The denominator will be
based on the total number of patients in the treatment group or overall, or on the total number
of subjects with non-missing data, as appropriate.

o All relevant patient data will be included in listings including assessments of unscheduled visits.
All patients entered into the database will be included in patient data listings.

e See Sections 15 and 17 for the definition of planned summary tables and listings. Templates for
each unique table and patient listing are provided in a separate document.

6.2. Key Definitions
6.2.1. Baseline Value
Unless otherwise specified, the baseline value for any variable will be the last value taken prior to the

start of medication. This includes screening assessment. Unscheduled measurements prior to first
administration date will be considered in the calculation of baseline values.

6.2.2. Change from Baseline and Percent Change from Baseline at a Post-Treatment Time
Point

Change from baseline is defined as the difference between the post-treatment value and the baseline

value.

Percent change from baseline is defined as 100* (change from baseline)/ score at baseline.

6.2.3. Time Since Diagnosis of Dry Eye

Time since diagnosis of dry eye (in months) will be calculated as 12*(date of baseline - date of dry
eye)/365.25.

If the date of dry eye is partially missing (month and/or day), then the following rules will be used to
impute the start date:

o Missing day: replace the missing day by 01.
e Missing month : replace missing month by January
6.2.4. Number of Days on Treatment

Number of days on treatment is calculated as [(date of last instillation of treatment - date of first
instillation of treatment) +1].

6.2.5. Compliance
Percentage Compliance (%) will be evaluated according to the following formula:
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(Number of drops administered to the eligible eye)

C li for the eligibl =100
omplance for the elgible eye i 3 x (Numbers of days on treatment)

6.2.6. Number of Drops/Day

Drops/day during treatment period is defined as [sum of drops during treatment period / (date of Week
4 or date of last visit during treatment period — date of baseline +1)].

Drops/day during follow up period is defined as [sum of drops during follow up period / (date of Week
16 or date of last visit during follow up period — date of Week 4 + 1)].

6.3. Missing Data
6.3.1. Missing Data for Efficacy

For Schirmer test I, Schirmer test Il, SANDE, fluorescein staining and TFBUT, the LOCF method will
be used for imputing missing data in the FAS set at Week 4.

For missing data at Week 4, the data from the previous visit (Week 2 or early discontinuation visit if
during treatment period) will be used to estimate the missing value. If a patient has missing data for all
post baseline visits, baseline will be carried forward (this cannot happen for the primary end-point
because of the FAS definition).

Several sensitivity analyses will be performed concerning the primary analysis in case of many missing
values (decision to be made at the final blind Data Review Meeting, before data base lock).

The following strategies will be applied: (a) an analysis restricted to the complete cases (only subjects
having a full data set for the primary outcome will be considered); (b) an analysis of repeated measures
performed on all subjects having at least one post-baseline efficacy measurement and assuming that
missing data are distributed as missing at random (see Appendix 1 for the SAS code); (c) an analysis
considering the worst case method (the worst possible value of the scale is assigned to missing values).

For IDEEL and EQ-5D-3L questionnaires, missing data will be imputed according to the questionnaire
manuals.

6.3.2. Missing Dates for Adverse Events

If the adverse event start date is partially or completely missing, then the following rules will be used to
impute the start date for the purpose of determining treatment emergence status only:

o If the whole start date is missing, then the start date of first drug instillation will be used.

e Missing month: if the AE has occurred the same year as start date of drug instillation, replace
the missing month of onset by the month of start date of drug instillation.

If the AE has occurred the subsequent year after the year of start date of drug instillation,
replace the missing month of onset by January.

If the AE has occurred the previous year of the year of start date of drug instillation, replace the
missing month of onset by December.

e Missing day: if the AE has occurred the same month and year as start date of drug instillation
replace the missing day of onset by the day of start date of drug instillation.
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e if according to month and year the AE has occurred after the start date of drug instillation
replace the missing day of onset by 01.

o if according to month and year the AE has occurred before the start date of drug instillation
replace the missing day by the last day of the month.

6.4. Visit Windows

CREF visits will be used without establishing acceptable visit windows, because the study is short.

6.5. Pooling of Centres
Not applicable.

6.6. Subgroups

The primary, secondary, explorative and safety endpoints will be also summarized within each
stratification subgroup (absence/presence of Primary Sjogren's Syndrome).

In order to assess the impact of COVID-19 on primary efficacy endpoint and on safety, subgroup
analyses will be performed (affected patients versus non affected patients) if 10% or more treated
subjects are affected by COVID-19 during the study.
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7. Demographic, Other Baseline Characteristics and Medication

Demographics and others baseline characteristics are presented in tables 14.1 to 14.1.3.1 (see
section15)

71. Patient Disposition and Withdrawals

The following frequencies (number and percent) will be displayed in the patient disposition table, by
treatment group and overall:

o Number of patients enrolled;

e Number of patients screen failure;

e Number of patients randomized (overall and by strata);

e Number (%) of patients in the FAS (Full Analysis Set) (overall and by strata);

e Number (%) of patients in the PP set (overall and by strata);

e Number (%) of patients in the Safety Set (overall and by strata);

e Number (%) of patients who completed the study (overall and by strata);

e Number (%) of patients who discontinued the study early and reasons for discontinuation
(overall and by strata).

The disposition analyses will be based on the Enrolled Set.

The denominators for the percent calculations will be the number of patients in the randomized set or
in the specific analysis set.

Patient completion status, date of completion/discontinuation and reason for discontinuation will be
listed.

7.2. Demographic and Other Baseline Characteristics

The following baseline and demographic characteristics will be summarized per treatment group and
overall:

- Age (years). Age is recorded directly in the database and is not calculated separately
- Gender (Male, Female)

- Race (American Indian or Alaska Native; Asian; Black or African American; Native Hawaiian
or Other Pacific Islander; White or Caucasian; Other)

- Ethnicity (Hispanic, Latino or Spanish; Not Hispanic, Latino or Spanish)

- Eligible eye (Right, Left)

- Time since diagnosis of dry eye
Demographic and background data will be summarized using summary statistics, as appropriate.
The Full Analysis Set will be used to present these data.

In case there is a relevant difference ( 2 10%) in sample size among the different datasets
(Randomized, SAF, FAS and PP) , these data will be also presented using other sets.
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7.3. Ocular and Systemic Medical History and Concomitant Diseases

Ocular and Systemic Medical History and Concomitant Diseases are presented in tables 14.1.3.2.1 to
14.1.3.2.2 (see section15).

Ocular and systemic medical history will be coded to system organ class (SOC) and preferred term
(PT) using Medical Dictionary for Regulatory Activities (MedDRA) version 21.1.

Tables for ocular medical history and systemic medical history will be provided using the Safety Set.

Data will be summarized, by SOC and PT and sorted alphabetically. Conditions that are reported
more than once for a given SOC and PT will be counted only once per patient on the PT level for
each SOC.

The Safety Set will be used to present these data.

A corresponding data listing will be presented for all enrolled patients.

7.4. Medication

Medications are presented in tables 14.1.4.1.1 to 14.1.4.2.2 (see section15).

Prior and concomitant medications will be coded by the Anatomical Therapeutic Chemical (ATC)
classification system according to the World Health Organization Drug Dictionary (WHODRUG),
WHODrugDDEB2 - 201901.

A listing of prior and concomitant medications will be provided for all enrolled patients (prior
medications) and randomized patients (concomitant medications).

741, Previous Ocular and Systemic Medication

Previous ocular and systemic medications are defined as those medications rec