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This Statistical Analysis Plan (SAP) is based on CSP (clinical study protocol) Version 3.0, dated
January 31, 2024.

This is a Phase 3, multicentre, randomised, double-blind, vehicle-controlled, parallel-group study to
evaluate the efficacy and safety of tirbanibulin 10 mg/g ointment applied to a Treatment Field (TF) larger
than 25 cm? and up to 100 cm? and containing 4 to 12 lesions, inclusive, in adult patients with Actinic
Keratosis (AK).

The study consists of a 4-week Screening Period, a 4-month Treatment and Response Assessment
Period (core study), and a 32-week Follow-Up Period. Study visits and assessments will be performed
in accordance with the Schedule of Assessments (Table 1 for Screening Period and Treatment and
Response Assessment Period, and Table 2 for Follow-Up Period).

Approximately 270 patients will be enrolled in the study. Enrolment will be controlled so that
approximately two-thirds of enrolled patients will be treated on the face and approximately one-third of
enrolled patients will be treated on the scalp Further, at least 25% of the patients will have an affected
field of approximately 100 cm2.

At Day 1/Baseline, eligible patients will be randomised in a 2:1 ratio to either tirbanibulin 10mg/g
ointment or vehicle - the randomisation will be stratified by the number of lesions at baseline
(24 to =8, >8 to =12), treatment location (face or balding scalp), and country. If a limited number of
patients is anticipated to be enrolled within a specific country, that country may be combined with
another country in the stratification.

The Sponsor, Contract Research Organization (CRO) and vendors involved in the conduct of the trial,
the Investigators, trial site personnel, and patients will be blinded to the treatment assigned to each

patient.

During the Treatment and Response Assessment Period, patients will apply study drug
(tirbanibulin 10 mg/g ocintment or vehicle) once daily for 5 days beginning on Day 1. All patients will be
evaluated for efficacy, safety, and tolerability at Days 8, 15, 29, and 57.

Those patients who do not achieve complete clearance (CC) at Day 57 will receive a second 5-day
course of the randomised treatment. Patients receiving a second treatment course will also be
evaluated for efficacy, safety, and tolerability at Days 64, 71, and 85.All patients, regardless of whether
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they receive one or two treatment courses, will have a final evaluation at Day 113.

Patients who achieve CC (no lesions in the treatment field at either Day 57 or Day 113) will be able to
continue the study in the 32-week Follow-up Period and will have the opportunity to receive treatment
courses with tirbanibulin 10 mg/g ointment, as needed, during this period

The first Follow-Up Period visit (FUP1) will coincide with the Day 113 core study visit. Patients who
have lesions in the treatment field at FUP1 will receive a course of tirbanibulin 10 mg/g ointment [l
.if at least 16 weeks have elapsed since starting the most recent treatment course (ie, patients who
received just 1 treatment course during the core study); otherwise, physical treatments should be
administered. Follow-Up Period visit 2 (FUP2) will occur 16 weeks after FUP1. Patients with lesions in
the treatment field at FUP2 will receive a course of tirbanibulin 10 mg/g ointment.

Patients who do not achieve CC at either Day 57 or Day 113 will not be treated with study drug during
the Follow-Up Period and will only undergo safety assessments (AEs and concomitant medications)
-. No site visits are required, and safety data collection will be done remotely (ie, by telephone
or other means) (Table 2). During the Follow-Up Period, these patients may receive standard of care
treatment, as per the discretion of their treating physician.

All patients will have a final visit or telephone contact at Week 48.
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Table 1 Schedule of Assessments — Screening Period and Treatment and Response Assessment Period
] Treatment & Response Assessment Period
1% freatment course Response Assessment
_ Scre?rﬂng for all patients Response Assessment ond treatment course for Response Assessment

Period Period* non-CC patients
Visit 1 2 At home 3 4 5 ( CspE:: nts) At home ™ 8 gb ET :% oS
Day | -28to-1 |1 (Baseline) 2-5 8 15 29 57 (Week 8) 58-61 64 71 85 113 (Week 16)
Visit Time Window (days) None None 12 +2 +2 +2 2 2 2 +3
Informed consent X
Inclusion & exclusion criteria X Xa |
Demographics X ]
Medical/surgical history X ]
AK history/AK treatment history X ]
medications/iherapies X xe X X X o | X X X X
Fitzpatrick skin-type scale X |
Treatment field identification! X Xa |
Vital signs™ X Xa Xo | X
Physical examination’ X | X
Clinical chemistry and haematology X ] X
Pregnancy test for WOCBP? X X2 X9 ] X
Randomization X |
Study App installation and instructions xa
or diary dispensed”
Study drug application X X Xe | xe
Instructions for self-administration Xe
and study drug dispensing
Study drug retum X ] X=
Patient diary review by Investigator” X ] X
Treatment field location LS X X X X X | Xe X X X X
AK lesion count in the TF X Xah Xo Xo Xo Xao Xe X° Xe Xe
Standardized photography X Xai X X X X9 X X X X
AES X Xa X X X Xak | X X X XK
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| ] Treatment & Response Assessment Period
Response Assessment
it
Period Screening 1° tneatment_ course Response Assessment 2nd treatment course for Response Assessment
: for all patients .
Period* non-CC patients
_— 6 EoT b b b 10

Visit 1 2 At home 3 4 5 (CC patients) At home 7 8 9 ET/EoS
Day | =28 to =1 |1 (Baseline) 2=5 8 15 29 57 (Week 8) 5861 64 7 85 113 (Week 16)
Visit Time Window (days) | None None 12 +2 +2 +2 +2 +2 +2 +3
Focused dermatological exam of treatment field

Local tolerability Xa X X X Xok ] X X X Xk

Hypo- and hyperpigmentation " K

and scarring xs X X X X X X X X

Abbreviations: AE=adverse event, AK=Actinic Keratosis, CC=Complete Clearance, ET=Early Termination, EoT=End of Treatment, EoS=End of Study, ICF=informed consent form, TF=treatment field, _

*
a

b

"

T w

=

3

a =

-

WOCBP=women of child-bearing potential.

Patients who require a washout period from prohibited medication longer than 4 weeks would be considered a screen failure and documented as such in the eCRF. The patient may be rescreened once..
Assessments/procedures performed before randomization. Day 1 evaluation will serve as a Baseline for these assessments.
Visits 7, 8, and 9 and associated assessments are applicable only for patients who receive a second treatment course with study drug.

ighly sensitive urinary pregnancy test performed at the clinical tnal site, At Day 5/, only for non patients who are to be treated with a second course,
Study drug application, instructions, and dispensing at Day 57, and study drug return at Day 64, are only for patients who receive a second treatment course with study drug.
Physical examination to include height, weight, and an assessment of head, eyes, ears, nose and throat, integumentary/dermatological, gastrointestinal, cardiovascular, respiratory, musculoskeletal, and neurological systems.
Height is measured only at screening. An expanded dermatological examination to cover the sun-exposed areas, where photo-damage is likely, will be conducted at Screening only.
Assessments prior to dose administration.
Olsen grade (1 or 2) of lesions in the TF will be assessed Day 1/Baseline, Day 57, and, for patients who receive a second course of treatment, Day 113.
Baseline photo is only required in case of any significant change from Screening is detected in the TF as per the Investigator judgement or if the quality of the image captured at screening is not appropriate. If no photo is
needed at baseline, then the Screening photo will be considered the baseline assessment.
At each study visit, patients will be asked a general question “How have you been since the last visit?” AEs will be recorded before assessments of local tolerability, pigmentation, and scarring in the TF. AEs will be reported
separately from local tolerability signs.
All patients who have unresolved local tolerability signs, hypo- or hyperpigmentation, scarring in the TF, or treatment-related AEs at End of Treatment (Day 57 for CC pts and Day 113) will return for additional follow-up every 7
to 28 days until these have resolved, have retumed to the baseline value, or are deemed stabilized by the Investigators.
Treatment Field location (face/scalp) and measurement of the size at screening or baseline in case of non-valid measurement at screening.
Measurement of vital signs will include blood pressure, heart rate, respiratory rate, and tympanic temperature. Measurements of systolic and diastolic blood pressure will be performed after at least 5 minutes of rest in a supine
position and always using the same arm.
Patients will complete a diary daily to record dates and times of study treatment application. The diary will be checked by the Investigator at the next visit scheduled after the study treatment course(s).
AK lesion count will include the total number of lesions in the TF as well as separately the number of new lesions (i.e., not present at baseline).
Only applicable to patients who receive a second course of treatment.

Global Clinical Statistics Page 9 of 29
SRD-0002128 v3.0 CONFIDENTIAL




Docusign Envelope ID: 731FD09B-47D0-4980-B2F7-3341FA85AF 77

M-14867-33

Statistical Analysis Plan

Final v2.0: 25/07/2024

Table 2 Schedule of Assessments — Follow-Up Period

Period Long Term Follow=up Period

Visit FUP1 At home FUP2 At home s
Day ¢w:e1: 16) Sl M::: 32) +4 days (w::: 48)
Visit Time Window (days) 7 7 17
Procedures and Assessments for Patients Who Achieved CC at Day 57 or 113 of the Core Study

Informed consent signed® X ]

Concomitant medications/therapies X ] X
Vital signs® ] X
Physical examination® ] X
Clinical chemistry and haematology | X
Pregnancy test for WOCBP4S X \ X
Study drug application® X X ] X

Instructions f_or self_-administration and X

study drug dispensing®

Study drug retum® X X
Patient diary review by Investigator X ] X
Treatment field location? X X ] X X
AK |esion count in the treatment fieldd-f Xk ] Xk
Standardized photography? X ] X
AEsoh X ] Xi
Procedures and Assessments for Patients Who Did Not Achieve CC at Day 57 or 113 of the Core Study'

Informed consent signed® X ]

Concomitant medications/therapies X ] X
AEsh X Xi
Site to contact patient by telephone or Xn Xh
other means

iNTERNAL USE

Abbreviations: AE=adverse event, AK=Actinic Keratosis, CC=Complete Clearance, ET=Eary Termination, EoS=End of Study, FUP=Follow=Up Period, ICF=informed consent form, TF=treatment field, WOCBP=women of

child-bearing potential.

* All patients to sign a consent for enrolment in the Follow-Up Period.
b Measurement of vital signs will include blood pressure, heart rate, respiratory rate, and tympanic temperature. Measurements of systolic and diastolic blood pressure will be performed after at least 5 minutes of rest in supine

position and always using the same arm,

¢ Physical examination to include weight, and an assessment of head, eyes, ears, nose and throat, integumentary/dermatological, gastrointestinal, cardiovascular, respiratory, musculoskeletal, and neurological systems.

4 Highly sensitive urinary pregnancy test performed at the clinical trial site only for non-CC patients who are to be treated with a tirbanibulin course.
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Study drug application, instructions, and dispensing only for non-complete clearance patients who receive a tirbanibulin course.

Olsen grade (1 or 2) of lesions in the TF will be assessed every visit.

Assessments prior to dose administration.

At each study visit (or telephone contact), patients will be asked a general question “How have you been since the last visit?”

All patients who have unresolved treatment-related AEs will return for additional follow-up every 7 to 28 days until these have resolved, have returned to the baseline value, or are deemed stabilized by the Investigators,
Patients will complete a diary to record dates and times of study treatment application. The diary will be checked by the Investigator at the next visit scheduled after the study treatment course(s).

AK lesion count will include the total number of lesions in the TF as well as separately the number of new lesions (i.e., not present at baseling).

No site visits are required per protocol and all data will be collected remotely.

iNTERNAL USE

- ®x — — T @m = =a
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3. Objectives, Endpoints and Estimands

3.1. Objectives and Endpoints
Primary objective:

e To assess the efficacy of tirbanibulin 10 mg/g ointment compared to vehicle on the clearance of AK
lesions after 1 course of treatment at Day 57 (Week 8) in adults with AK on the face or scalp

Primary Endpoint:

- Percent change from baseline in lesion count at Day 57.

Key Secondary Endpoint:

- Proportion of patients with partial clearance (PC) at Day 57, defined as 275% clearance in the
TF at Day 57.

- Proportion of patients with complete clearance (CC) at Day 57, defined as 100% clearance in
the TF at Day 57.
Secondary objectives:

e To assess the efficacy of tirbanibulin 10 mg/g ointment compared to vehicle on the clearance of AK
lesions after up to 2 courses of treatment at Day 113 (Week 16) in adults with AK on the face or
scalp.

Key Secondary Endpoints:

- Proportion of patients with PC by Day 113, defined as 100% clearance in the TF at Day 57 or,
for patients receiving a second treatment course, 275% clearance at Day 113.

- Proportion of patients with CC by Day 113, defined as 100% clearance in the TF at Day 57 or,
for patients receiving a second treatment course, 100% clearance at Day 113.
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Safety Endpoints:

Local tolerability score (0-3) by treatment course and visit for each individual sign.
Maximum local tolerability score by treatment course for each individual sign.

Time to the maximum local tolerability score is observed by treatment course for each individual
sign.

Local tolerability signs composite score (0-18) by treatment course and visit, defined as the
sum of scores graded from 0 to 3 on all six individual tolerability sign categories.

Maximum local tolerability signs composite score by treatment course.
Time to the maximum local tolerability signs composite score is observed by treatment course.

Change in pigmentation and scarring in the TF by treatment course and visit.

AEs, SAEs, AESIs, abnormalities in clinical laboratory results and vital signs.
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5. Structure and methodology of statistical analysis

Statistical analyses of demographic, baseline characteristics, efficacy, safety and tolerability data will
be performed by the CRO Biostatistics Department.

The Statistical Analysis System (SAS, version 9.4) will be the statistical software used to analyse the
data sets.

Tables, figures, and listings will be compiled in the statistical report and appended to the Clinical Study

Report. All tables, figures and listings will be presented in PDF documents without any manual editing,
i.e. they will appear unmodified as programmed by means of the statistical package.
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summarized using the number of non-missing observations (n), number of missing observations, mean,
standard deviation (SD), standard error (SE) of the mean, 95% CI of the mean, median, first (Q1) and
third (Q3) quartiles, minimum (min) and maximum (max) value, as appropriate depending on analysis
goals. Categorical variables will be summarised using the number of missing observations, frequency

counts (n) and percentages (%).
6. Analysis populations
There will be four different analysis populations in the trial:

- Intention-To-Treat (ITT) population will comprise all randomized patients.

- Safety (SAF) population will comprise all randomized patients who received at least one
application of study treatment during the core study.

7. Patient disposition

The number of screened patients will be summarised. The number and percentage of screening failures
and the associated reasons for failure will be tabulated.

The number of patients entering the trial and number and percentage of patients included in each trial
population (ITT and Safety populations for the core study and Follow-Up Period) will be summarised.

The above summary will be presented overall, by each stratification factor and by combination of the
3 stratification factors.

Inclusion and exclusion criteria, recorded during the screening phase and during visit 2 (Baseline), will
be described using descriptive statistics according to Section 5. Analyses of inclusion and exclusion
criteria will be based on the screened patients.

The number and percentage of patients available at each visit will also be summarised. Visit disposition
will be summarized using ITT.

The number and percentage of patients who complete the study and who prematurely discontinue their
participation in the trial, as well as the reasons for the discontinuation as recorded on the End of Study
(EOS) visit on the Electronic Case Report Form (eCRF), will be summarised. Similarly, the number and
percentage of patients who complete the treatment and of those who prematurely discontinue the
treatment but remain in the study, as well as the reasons for treatment discontinuation as recorded on
the End of Treatment (EOT) form on the eCRF will be summarised by each treatment course. Study
discontinuation will be summarized using ITT and treatment discontinuation will be summarized using
the Safety populations for the core study and Follow-Up Period.

8. Demographic and other baseline (Screening) characteristics

Demographic and baseline characteristics will be analysed by means of descriptive statistics according
to Section 5. No statistical tests will be performed for these variables.

Unless otherwise specified, the baseline value of each assessment will be defined as the latest
non-missing value assessed before the first dose of study treatment.
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Baseline characteristics to be assessed include:

- Medical/surgery history at screening.
- Smoking habits and alcohol consumption at screening.
- Fitzpatrick skin type at screening.

- Vital signs (systolic and diastolic blood pressure after at least 5 min resting in the supine
position, heart rate, respiratory rate and tympanic temperature) at baseline.

- Urine pregnancy test for WOCBP at baseline.

- Physical examination at screening, including height, weight, and an assessment of head, eyes,
ears, nose and throat, integumentary/dermatological, gastrointestinal, cardiovascular,
respiratory, musculoskeletal, and neurological systems, and an expanded dermatological
examination to cover sun-exposed areas where photo-damage is likely.

- Laboratory safety parameters (haematology and clinical chemistry) at screening.
- AK history at screening.

- TF location at baseline.

- TF size at baseline (>25-50 cm?, >50-75 cm?2, >75-<100 cm? and 100 cm?2")

- Number of lesions inside the treatment field at baseline, presented by TF location (face or scalp)
and overall.

- Number and percentage of patients with Olsen grade | lesions only, with Olsen grade Il lesions
only and with both types of lesions inside the TF at Baseline.

- Percentage of Olsen grade | and Olsen grade Il lesions over the total number of lesions
assessed at Baseline inside the TF.

All demographic and baseline characteristics will be analysed using the ITT.

Additionally, a table summarizing the demographic characteristics for the screening failures, will also
be provided.

" 100 cm includes +/- 10% range
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10. Analyses of Prior and Concomitant Medication

Medications will be coded according to the World Health Organization Drug Dictionary (WHO-DD) C3
March 1, 2022.

Prior medications are defined as any medication started and discontinued prior to the first study
treatment dosing. Concomitant medications are defined as any medication started on the same day
than or after the first study treatment dosing, including those who started prior to the first study treatment
date and continued past that date.

Incidence of prior and concomitant medications will be tabulated by anatomical therapeutic chemical
(ATC) Level 3 and standardized drug name using the safety population. A patient with the same
medication taken multiple times will be counted only once for the corresponding standardized drug
name. Similarly, if a patient has taken more than one medication within the same ATC level, then the
patient will be counted only once for that ATC. Prior and concomitant medications will be sorted
alphabetically by ATC level and within each ATC level, the standardized drug name will be presented
by decreasing order.

Prior and concomitant medication information will be presented in a by-patient listing using the Safety
populations for the core study and Follow-Up Period.

11. Analyses of Efficacy Endpoints

All efficacy analysis will be performed on the ITT population.

11.1. Primary Endpoint

The primary endpoint is the percent change from baseline in lesion count at Day 57 (Week 8), and will
be computed as follows:

Number of lesions at Day 57 — Number of lesions at Baseline N

Number of lesions at Baseline 100

This endpoint will be analysed by means of an analysis of covariance (ANCOVA) model using
treatment group, treatment location, and country as factors, and baseline number of lesions as

covariate.

Least-squares (LS) mean of percent change from baseline and 95% CI will be present by treatment
group. Between-treatment group LS mean difference and 95% CI will be presented overall.
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11.2. Key Secondary Endpoints

The four key secondary efficacy endpoints, PC rate at Day 57 (Week 8), CC rate at Day 57 (Week 8),
PC rate at Day 113 (Week 16), and CC rate at Day 113 (Week 16) will be analysed by treatment group
using the Cochran-Mantel-Haenszel (CMH) method controlling for treatment location (face or scalp),
baseline number of lesions (<8 or >8), and country.

Clearance percentage (at patient level) will be calculated as follows:

. Number of baseline lesions — Number of lesions at Day i
Clearance atDay i = - - X 100
Number of baseline lesions

Partial clearance will be considered when clearance is 275% (including also 100% clearance).
Complete clearance will be considered when clearance is 100%.

Patients with missing data on AK lesion number at Week 8 for patients with 1 treatment course or at
Week 16 for patients with 2 treatment courses will be considered failures for the binary endpoints at
Week 8 and 16, respectively. Also, patients who permanently discontinued treatment will be considered
as failures.

For the binary endpoints (PC and CC), E
I :=nd risk difference with 95% Cls will be presented together with the p-value of the CMH

test. The 95% CI for the risk difference will also be presented using the Miettinen and Nurminen
approach (Farrington 1990, Miettinen 1985).

The percentage of patients with PC and its 95% CI and the percentage of patients with CC and its 95%
Cl will be provided for each treatment group overall and for each treatment group by treatment location,
baseline number of lesions (<8 or >8) and country using Wilson’s score method. The 95% CI for the
difference in proportions of patient with success between treatment groups will also be presented for
each treatment location, for each baseline number of lesions (<8 or >8) and for each country using
Newcombe confidence limits.
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12. Analyses of Safety Endpoints

Descriptive statistics will be provided for all safety endpoints. Safety analyses will be performed by
treatment group and by the number of treatment courses applied (1 or 2) during the core study using
the SAF. Safety analyses will be reported separately for the Follow-Up Period safety populations,

12.1. Local tolerability

At each site visit, the Investigator will assess the local tolerability in the TF. The six local tolerability
signs to be assessed and the corresponding grading scale for each sign are described in Table 4.

Local tolerability score for each individual sign and the local tolerability composite score, defined as the
sum of scores graded from 0 to 3 on all six individual tolerability sign categories, will be analysed by
means of descriptive statistics and provided by treatment group for Weeks 1 to 8 and, for those patients
who received 2 courses, by treatment group for Weeks 1 to 16.

The maximum local tolerability score for each individual sign and the maximum local tolerability
composite score will be presented by treatment group for Weeks 1 to 8 and, for those patients who
received 2 courses, by treatment group for Weeks 8 to 16.

Time when the maximum local tolerability score for each individual sign and the maximum local
tolerability composite score are observed will be described by treatment group for Weeks 1 to 8 and by
number of courses received and treatment group for Weeks 1 to 16.

Local tolerability will only be assessed during the core study and using the SAF.

Table 4 Local Tolerability Signs and Grading Scale

Local Tolerability Sings Local Tolerability Score

Erythema 0 = Absent

Flaking/scaling 1 = Mild (slightly, barely perceptible)
Crusting 2 = Moderate (distinct presence)
Swelling 3 = Severe (marked, intense)
Vesiculation/pustulation

Erosion/ulceration

12.2. Pigmentation changes and scarring

The number and percentage of patients with hypo- or hyperpigmentation and scarring in the TF will be
presented separately by treatment group for Weeks 1 to 8 and by number of courses received and
treatment group for Weeks 1 to 16.
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An adverse event (AE) is defined as any untoward medical occurrence in a clinical trial participant,
regardless of the administration of the investigational medicinal product and its causal relationship to it.
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An AE can therefore be any unfavourable and unintended medical occurrence during the patient’s
participation in the trial, including deterioration of a pre-existing medical condition, an abnormal value
in a laboratory assessment, vital signs measure, or an abnormal finding in the physical examination.

Adverse events will be collected from signature of the informed consent form (ICF) up to Week 48/ET
(for patients that in the Follow-up Period enter the - all AEs will be reported except AEs and
abnormal values related to vital signs, physical examination and clinical laboratory since these data will
not be collected for this group of patients). Any AE reported by the patient up to 30 days after the last
study contact (Week 48/ET) should also be captured in the eCRF.

Only Treatment-emergent AEs (AEs that occurred after the first administration of the IMP, either
Tirbanibulin or Vehicle, during the study) and SAEs will be included in the safety analysis.

Summary of AEs will be presented by patients with AEs, study drug-related AEs, AEs of Special Interest
(AESIs), Severe AEs, Serious AEs (SAEs), AEs leading to temporary or definite discontinuation of the
study treatment, AEs leading to study discontinuation and patients with fatal AEs.

The number and percentage of patients who experience one or more AEs, and the number of AEs
episodes will be tabulated, by treatment group and overall, by:
. System organ class (SOC) term, and preferred term.

«  SOC term, preferred term, and location (at or just around the TF: <2 cm from the application
area; or distant: >2 cm from the TF).

. SOC term, preferred term, and severity (mild, moderate and severe).

+  SOC term, preferred term, and causality (related, including ‘Possibly related’ and ‘Related’
classifications, or not related, including ‘Unlikely related’ and ‘Not related’).

. SOC term, preferred term, and seriousness (yes/no).

. SOC term, preferred term, and action taken (drug withdrawn, dose not changed or not
applicable).

. SOC term, preferred term, and outcome (recovered/resolved, recovering/resolving,
recovered/resolved with sequelae, Not recovered/not resolved, fatal, unknown).

In the event of one episode of an AE (continuous in time) with multiple intensities being reported by the
same patient, the maximum severity (severe > moderate > mild), the most serious causality (related >
not related), the most serious seriousness (Yes > No), the last action taken, and the last outcome will
be chosen.

SAE, AEs leading to treatment discontinuation, AEs leading to study discontinuation and fatal AEs will
be presented in listings. In these listings of AEs, the relative day counted from the day of the first
administration of study treatment will be presented. Relative day will only be calculated if AE start date
is complete.

12.4. Vital Signs
Vitals signs will be analysed by means of the appropriate descriptive statistics for:
. Absolute values at each time-point by treatment, from screening to EoS/ET.

. Absolute changes from baseline to each time-point by treatment.
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. Shift tables of vital signs abnormalities by treatment. At each assessment time-point each
vital sign will be classified as Normal, Abnormal Not Clinically Significant (NCS) and
Abnormal Clinically Significant (CS).
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Vital signs will also be presented in a by-patient listing.

Vital signs data will be presented for both the core study and Follow-up Period Sl NG

12.5. Physical examination

Physical examination (Normal/Abnormal NCS/Abnormal CS) will be tabulated by treatment group, with
numbers and percentages.

. Absolute values for weight and height (height only presented at screening).

. Frequency tables of body system abnormalities. Each body system at each assessment will
be classified as Normal, Abnormal NCS and Abnormal CS.

Physical examination will also be presented in a by-patient listing.

Physical examination data will be presented for both the core study and Follow-up Period [SiSllE

12.6. Clinical Laboratory parameters

Laboratory assessments include standard hematology and blood chemistry.

The following will be presented using descriptive statistics in laboratory quantitative parameters:
. Absolute values at screening and at EoS/ET visit.
. Changes from screening to EoS/ET.

. Shift tables of laboratory values abnormalities by treatment. At each scheduled visit, each
laboratory parameter will be classified as Normal, Abnormal NCS and Abnormal CS.

Laboratory assessments will also be presented in by-patient listings.

Clinical laboratory data will be presented for both the core study and Follow-up Period (SISl

12.7. Overall number of courses of tirbanibulin received

For the core study, the overall number of courses of tirbanibulin received per patient from baseline to

Week 16 (1 or 2) will be summarised using SAF population. [SIIINEGGEGEGEEEEEEEEEEEEEE
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15. Interim analyses
No interim analysis will be performed in this trial.

Nevertheless, it is important to note that the overall study has 2 periods during which treatment may be
administered, the Treatment and Response Assessment Period (core study) and the Follow-Up Period,
and consequently there will be 2 different result deliveries according to 2 different database locks. The
first results delivery will be at the end of the core study, including efficacy and safety up to Day 113/ET
(Week 16). The second results delivery will be after finalizing the Follow-Up Period at Week 48/ET and
will include the overall safety results.
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16.4. Unscheduled and Repeated Tests

Unscheduled Tests

As deemed necessary by the Investigator, additional safety test(s) can be performed at any time during
the trial in order to follow-up the progress of any clinically relevant abnormal finding, investigate any
potential new adverse event, etc. These additional tests outside of the initial schedule of the trial will be
considered “unscheduled tests” and will not be associated with any trial visit.

Unscheduled tests will not be comparable between patients, these tests will only be presented in
the listings.

Repeated Tests

Any safety test may be repeated at the Investigator’s discretion under either of the following situations:
e When there is any kind of problem with the first test (i.e., blood sample haemolyzed, presence
of artifacts, etc.). The Investigator should repeat the individual test as soon as possible.
e At the screening visit any individual test(s) may be reasonably repeated in respect of the
eligibility criteria (e.g., laboratory sample when there is any clinically significant abnormality,
etc.).

The new test will be considered a “re-test” and will be identified with the same visit identification as
the first attempt.

For the analysis tables, the most updated test at each visit will be used. Nevertheless, all test results
(first and re-test when available) will be presented on the listings.
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19. INDEX OF TABLES, GRAPHICS AND LISTINGS

The study name, the path and the name of the program used will be referred for each table and listing.
Tables, graphs and listings will be enumerated following the International Conference on
Harmonisation E3. All raw and all calculated data of all patients taking part in the trial will be presented
in data listings. These listings will be sorted by treatment and patient. Any abbreviation will be explained

in a footnote.

The index of tables, graphics and listings will be presented in separate document together with their

respective shells.

20. SHELLS OF TABLES, GRAPHICS AND LISTINGS

The shells of tables, graphics and listings will be presented in separate document.
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