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1. VERSION HISTORY
1.1

1.0 | First version B 18-Dec-2018

First version

1.1 25-Jul-2017 New fields creation, mandatory checks update

2. INTRODUCTION i

Justification for the design of the clinical investigation

Acute radiation dermatitis is a common side effect of radiotherapy in many forms of cancer, first of all breast and
head & neck. The intensity of the reaction depends on radiotherapy parameters (dose per fraction, total dose, use of ,
bolus or other beam-modifying devices, type and energy of radiation, size of the treatment field and site treated) and |
on concomitant chemotherapy employment. Although with a lesser grade, other factors involved in determining the !
intensity of radiation dermatitis are comorbidities (e.g. diabetes) and individual susceptibilityl-2.

Skin reactions during radiotherapy, scored according to different systems, usually span in severity from mild
erythema (grade 1) to moist desquamation confined to skin folds (grade 2) or not (grade 3).

Large ulcerations that require surgical procedures (grade 4) with potential lethal consequences (grade 5) are

exceptional and should be considered non-acceptable complications in routine practice.
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Early onset of severe acute skin reaction during treatment could be responsible for a reduced compliance to the
planned schedule of irradiation, so jeopardizing local disease control.

The most used scales for assessing toxicities (Radiation Therapy Oncology Group RTOG and CTCAE) do not capture
symptoms as reported by the patients. Moreover, adverse events assessed by physicians are less accurate than patient-
reported outcome (PRO) instruments and some clinicians have proposed replacing physician scales with patient-
assessed reporting of adverse events™*,

A recent trial showed how CTCAE and the PRO Skindex-16 were supplementary and that patients reported a greater
number of symptoms. The Skindex-16 allows patient rating of emotional and functional burdens that the CTCAE
does not take into account’. These adverse events cause patient’s discomfort and impact negatively on quality of life.
There is no gold-standard approach in the prevention and management of radiation dermatitis; however, a large
variety of products and methods for the prevention of acute radiation-induced skin reactions have been tested, without
identifying one product that has clearly demonstrated superiority over anothet’,

Generally, preemptive treatments are aimed to reduce the drying effect of radiotherapy that causes desquamation and
loss of the superficial protective layers of the skin. In this regard, the most employed agents are moisturizing creams,
aimed at hydrating the skin and preventing the transcutaneous water loss.

Evidence-based recommended for practice include the employment of intensity-modulated radiation therapy and
usual hygiene practices such as washing the irradiated skin and the use of mild soaps®. The employment of a
moisturizing cream based on urea or anionic polar phospholipid is advisable®°. _

There is a strong need to study products with a preemptive role in radiation dermatitis development, with a trial

design taking into account patient subjective evaluation and compliance.

Investigational device

Xonrid® is a promising EC-marked medical device for radiation dermatitis; it is a topical gel that prevents and treats
skin symptoms such as erythema, itching, burning sensation and pruritus, induced by radiotherapy or other causes.
When applied to the target skin areas, Xonrid® forms a protective film, reduces the TEWI. (Trans Epidermal Water
Loss) and increases moisturizing,.

It promotes the healing process by restoring the physiological hydration levels of the affected skin areas.

It can be applied to the target arcas including skin folds and creases, with or without minor trauma or abrasions.
Xonrid® is manufactured by Helsinn Healthcare SA.

In a recent pilot study'! using Xonrid®, the proportion of patients treated with Xonrid® and SOC preemptive treatment
that not reached G2 radiation dermatitis at week 5 was 82.9%. Xonrid® use resulted associated with a decrease in the
incidence of 3 toxicity and a delay in the development of G2 toxicity when compared to the data from a previous
study (historical cohort)'?, At week 5, patients with G2 and G3 dermatitis were about 52% and 10% in the historical

cohort and 15% and 2% in the pilot study, respectively.
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The aim of this clinical investigation is to evaluate if the use of Xonrid® in the prevention and treatment of G2
radiation dermatitis in breast and head & neck cancer patients can be a valid support, when compared to the Standard
of Care as defined by MASCC (Multinational Association for Supportive Care in Cancer) guidelines.

Forty women affected by breast cancer and forty men and/or women affected by head & neck cancer, planned to

undergo postoperative or curative radiation treatment have been enrolled in this clinical investigation.

3. STUDY OBJECTIVES
34  Primary Objectives

The primary objective of this clinical investigation is to evaluate the proportion of patients without G2 radiation

dermatitis at week 5.

3.2  Secondary Objectives
The secondary objectives of this clinical investigation are:
1. to evaluate the median time to G2 radiation dermatitis development according to CTCAE
2. to evaluate the proportion of patients without G2 radiation dermatitis at week 6 for both cancer sites, at week
7 for head & neck cancer and two weeks after the last radiation for both cancer sites .
3. to evaluate the worst skin toxicity during treatment and until 2 weeks after the last radiation, according to
CTCAE
4, to evaluate changes in skin erythema and pigmentation and trans-epidermal water loss (TEWL)
5. to evaluate the mean and worst score of Patient Reported Outcome (PRO) with Skindex-16 questionnaire
performed weekly
6. to evaluate the compliance to experimental treatment use

7. to evaluate the patient global satisfaction with treatment as assessed by Likert scale.

4. STUDY METHODS
4.1 Study Design

This is a monocenter, open label, randomized, standard of care controlled, post-marketing clinical investigation.

4.2 Treatment Administration

Subjects have been randomly allocated to one of the following groups:
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- Group A: Xonrid® gel + standard of care (SOC) preemptive treatment according to MASCC guidelines;

- Group B: standard of care (SOC) preemptive treatment according to MASCC guidelines,
Both Groups started treatment on the first day of radiotherapy and went on until two weeks after the last radiotherapy
session.
Group B subjects received an additional standard treatment (according to Investigator’s opinion) at G2 skin toxicity
development.
All subjects interrupted the treatment and the study in the case of G3 skin toxicity development. This subjects have

been treated according to the Investigator’s opinion.

43  Randomization and Blinding
The study was open label. Each patient for whom written consent was obtained have been assigned a five-digit
screening code, consisting of the cancer area (e.g. 01 = head & neck; 02= breast) and a progressive number within
the site: for example the first subject screened for head & neck cancer was assigned the code 01-001, the second one
(1-002 etc.; the first subject screened for breast cancer was assigned the code 02-001, the second one 02-002 etc.
All screened subjects received the code irrespective of whether or not they were randomized. If a subject discontinued
from the study at any time, the code was not re-used.
All subjects who signed the informed consent and received the screening code was entered into a Subject’s Register,
containing the name and surname of the patients and the date they have signed the consent form,
Eligible patients were randomized to receive the treatment according to a randomization list.
The patient randomization list was generated by Latis S.r.l., using the PROC PLAN of SAS 9.4 for Windows (SAS
Institute Inc., Cary, NC, USA). Once eligibility of a patient was established (see Inclusion/Exclusion Criteria) the
study treatment was assigned through centralized randomization system.
The Investigator also kept record of all enrolled patients in the Subject’s Enrolment Log: the subject screening
number, the date of consent, the treatment assigned to the patient, if applicable, or the reason for not being randomized

were recorded.

5. STUDY ENDPOINTS
51  Primary Endpoints

s Proportion of patients without G2 radiation dermatitis at week 5

5.2  Secondary Endpoints
s Median time to G2 radiation dermatitis development according to CTCAE

CONFIDENTIAL | Page 9 of 26




Latis Srl Vers. No. 03, 05/02/18
(Ref. SOP No. 16)

Statistical Analysis Plan Protocol Code HDO1-16-30
Version no. 1.0 — 18-Dec-2018 EudraCT number: NA

s Proportion of patients without G2 radiation dermatitis at week 6 for both cancer sites, at week 7 for head &

neck cancer and 2 weeks after the last radiation for both cancer sites.
e Worst skin toxicity during treatment and until 2 weeks after the last radiation, according to CTCAE
e Changes in skin erythema and pigmentation and trans-epidermal water loss (TEWL)

e Mean and worst score of Patient Reported Outcome (PRO) with Skindex-16 questionnaire performed

weekly.
o Compliance to experimental treatment use
o Patient global satisfaction with treatment as assessed by Likert scale

¢  Study product safety and tolerability

53  Safety Endpoints

All randomized patients receiving at least a treatment dose have been included in the safety analysis.

Adverse events have been coded using the last updated version of the Medical Dictionary for Regulatory Activities
(MedDRA) dictionary to give a preferred term (PT) and a system/organ class term (SOC) for each event. The number
of patients who experienced at least one AT, study product-related AE, serious AE, severe AE and the number of
patients withdrawn due to AE will be summatized by treatment arm.

For each SOC and preferred term, summaries will be made with respect to the proportion of patients having at least
one occurrence of that event during the trial and the total number of events. The incidence of AEs in each treatment
arm will be presented overall, by SOC and preferred term, and additional grouping by severity and relationship to

the trial treatment. The comparisons will be analyzed using chi-square test.

6. PLANNED ANALYSIS
6.1  Interim Analysis

No interim analysis is planned.

6.2  Final Analysis

Final statistical analysis will be performed at the end of study, after database lock. Details of final statistical analysis

are reported in the following paragraphs.
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7. SAMPLE SIZE AND STATISTICAL POWER CONSIDERATION

In a previous observational study'?, 38.2% of the patients treated with SOC preemptive treatment according to
MASCC guidelines did not reach G2 radiation dermatitis at week 5. In a pilot study! using Xonrid®, the proportion
of patients treated with Xonrid® and SOC preemptive treatment according to MASCC guidelines that did not reach
(2 radiation dermatitis at week 5 was 82.9%.

According to these previous results, a two group chi-square test with a 0.05 two-sided significance level would have
had 80% power to detect the difference between a proportion of patients that do not reach G2 of 38.2% in the Group
B (standard of care (SOC) preemptive treatment according to MASCC guidelines) and a proportion of 82.9% in the
Group A (Xonrid® and SOC preemptive treatment according to MASCC guidelines) when the sarmple size in cach
group is 18. To take into account a possible 10% dropout rate, 20 patients in each treatment group have been enrolied.
As two cancer sites have been investigated, to assess the treatment effect within each site, 80 patients have been

enrolled: 40 patients with breast cancer and 40 patients with head and neck cancer.

8. ANALYSIS POPULATIONS
8.1  Intent-to-Treat Population (ITT)

The study will be analyzed using an Intent-to-Treat (ITT) approach. All randomized patients receiving at least a
treatment dose and having at least one post-randomization efficacy evaluation will be included in the ITT population
for efficacy analysis. All randomized patients receiving at least a treatment dose will be included in the safety

analysis.

8.2  Per-Protocol (PP) Population
Not applicable.

8.3  Safety Population

All randomized patients receiving at least a treatment dose will be included in the safety population.

9, GENERAL ISSUES FOR STATISTICAL ANALYSIS
9.1 Definitions, Derived Variables and Datasets

Analyses will be performed and report separately for each cancer site (i.e., breast cancer and head and neck cancer).

Ervthema assessment
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The assessing physicians will receive a specific training on how to assess dermatologic toxicity before study start. In
case of no concordance between the two treating physicians in assessing toxicity, a third physician will be asked to
evaluate the patient, and the toxicity grade receiving more agreement will be considered. Erythema assessment will

be performed at each visit.

Spettrophotometry examination and TEWL examination

Objective in vivo measurements of skin erythema and pigmentation based on reflectance spectrometry (RS) will be
performed. Skin reflectance measurements will be acquired in vivo by a spectrophotometric imaging system

(SkinColorCatch, by Delfin Technologies Ltd. — Finland). At the clinical site, the Medical Physics Unit has a long

13-14

tradition with spectrophotometric analysis, having developed a tool for automated melanoma detection™*'* and for

the description of the blood and melanin content of pigmented skin lesions®.

Measurements will be performed before RT start and then once a week at each visit before R1' session and on clean
skin. Instrumental RS measurements will be performed at three different fixed regions within the area treated with
RT, in any case only on flat skin regions and in absence of hair or nevus. A control measurement will be done also
in a specific contralateral area.

The trans-epidermal water loss (TEWL) exam will be done at the same time-points as for the spettrophotometry
exam, before RT sessions. The exam will be conducted with VapoMeter instrument (Delfin Technologies Ltd. —
Finland).

Measurements will be performed before RT start and then once a week at each visit, before RT session and on clean
skin, Instrumental TEWL measurements will be performed at five different fixed regions within the area treated with
RT, in any case only on flat skin regions and in absence of hair or nevus. A control measurement will be done also

in a specific contralateral area.

Skindex-16 guestionnaire

The Skindex-16 scale is a self-administered questionnaire to comprehensively measure the complex effects of skin
diseases on subject’s quality of life. The Skindex-16 measure is considered appropriate for a study since it has been

shown to be reliable and valid for general skin disease.

The Skindex-16 allows patient rating of emotional and functional burdens that the CTCAE does not take into
account’. These adverse events cause patient’s discomfort and impact negatively on quality of life®.

The Skindex-16 questionnairc will be completed by the subject at each visit.

Patient Global Satisfaction
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Global satisfaction evaluation by the subject will be assessed through a 5-point Likert scale (very poor, poor, medium,

good, very good) at the end of the radiotherapy sessions and two wecks after the last irradiation.

Relevant variables will be derived for statistical analysis. Derived datasets will include the variables needed for any
type of statistical analysis. The derived datasets will include all enrolled subjects. Flags will identify the populations
to be analyzed, in order to select the subjects to be included in each statistical analysis (c.g. ITTLF = Y for ITT

population).

9.1.1 Baseline Values
Baseline characteristics will be summarized using mean, median, standard deviation, minimum and maximum for

continuous variables and frequencies and percentages for categorical variables.

9.1.2 Duration of Exposure

Duration of exposure will be estimated as the number of day under treatment, calculated using the following formula;

Last day of treatment — first day of treatment + 1

9.1.3 Treatment Compliance
The compliance with the treatment will be assessed through a diary where the patient will record the daily product
applications and through the difference in weight of tubes when delivered to patient and when returned by the patient.

The consistency between the two assessments will be checked (see paragraph 11.3).

9.1.4 Methods for Withdrawals and Missing Data
The number of patients withdrawn due to AE will be summarized by treatment arm.

Missing values will not be replaced unless specified otherwise. Missing safety data will not be replaced.

9.2  Multicenter Studies Considerations
Not applicable.

9.3  Multiple Comparisons and Multiplicity
No correction for multiplicity is needed, as the study has only a primary endpoint and the secondary endpoints have
exploratory purposes. In case of clinically and statistically significant results, the exact p-value will be reported to

support the strength of the findings.
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9.4  Data Safety Monitoring Board (DSMB)

Not applicable

10. STUDY SUBJECTS

In this clinical investigation 80 subjects will be enrolled: 40 of them will be female affected by breast cancer and 40

will be male and female affected by head & neck cancer, undergoing to postoperative or curative radiation treatment.

All the subjects will be randomized to Xonrid® + SOC or SOC alone, only if they fulfill the following eligibility

criteria;

Inclusion criteria

1.
2,
3.

Male and female which are 18 years of age or older

Performance status < 2

Epithelial carcinoma of oropharynx, nasopharynx, larynx, hypopharynx, paranasal sinus and salivary glands
or breast cancer, planned to receive a total dose of at least 50 Gy

Postoperative or curative radiation treatment

Concurrént chemotherapy is accepted, in head & neck canéer patients

Patients willing and able to give signed informed consent and, in the opinion of the Investigator, to comply

with the Clinical Investigation Plan tests and procedures.

Exclusion criteria

7.
8.
9.

10.
11.
12.
13.
14.
15.

Pregnant or lactating women

Planned to receive concurrent cetuximab

Previous radiation therapy on the head and neck area or breast and thorax areas

Cutaneous and connective diseases (i.e. lupus erythematosus or scleroderma)

Systemic diseases known to delay the skin healing process such as diabetes mellitus or severe renal failure
Use of a tissue-equivalent bolus

Use of over-the-counter topical medications containing steroids

Presence of rashes or unhealed wounds in the radiation field

Recent sun exposure
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Should G3 skin toxicity develop, then, in any case, the study will be interrupted and the subject will be treated

according to the Investigator’s opinion.

101 Disposition of Subjects

The disposition of subjects at each visit will be summarized.

10.2  Protocol Deviations

The Investigator is to conduct the study in accordance with the relevant, current clinical investigation plan and will
only deviate when necessary to protect the safety, rights and welfare of the subjects. In the event that an isolated,
unforeseen instance occurs resulting in a clinical investigation plan deviation, the Investigator is to document this
deviation and notify the CRO as soon as possible. In no instance should this increase the subject’s risk or affect the
validity of the study.

Protocol deviations will be reported. Protocol deviations will be examined and patients with critical deviations will
be excluded from the analysis.

The Listing of protocol deviations will be reported in Appendix VL2 of the Clinical Investigation Report.

1. EFFICACY ANALYSIS

11.1  Analysis datasets

The study will be analyzed using an Intent-to-Treat (ITT) approach. All randomized patients receiving at least a
treatment dose and having at least one post-randomization efficacy evaluation will be included in the IT'T population
for efficacy analysis. All randomized patients receiving at least a treatment dose will be included in the safety

analysis.

11.2  Demographics and Baseline Characteristics

Demographic (gender, age) and baseline characteristics will be summarized using mean, median, standard deviation,
minimum and maximum for continuous variables and frequencies and percentages for categorical variables. To
compare demographic and baseline characteristics between treatment groups, chi-square or t-tests will be used for

discrete and continuous variable, respectively.

11.3  Measurements of Treatment Compliance

Compliance to the freatment will be assessed through the number of applications performed by the patients, as
reported on patient’s diary. As three applications a day were planned, the effective number of days of treatment will
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be multiplied by three, to obtain the number of planned applications. The number of applications reported during the
treatment period will be compared with the number of planned applications to obtain the compliance percentage.

Number of applications reported

Number of applications planned 100

Compliance % =

The bottles have been weighted before treatment and after treatment, as returned by the patients. The amount of
product used will be estimated as the difference between the bottle weight before treatment and the weight of the
same bottle after treatment.

The number of applications reported will be compared with the weight of product used using linear regression.

11.4  Efficacy Analysis

11.4.1 Primary Efficacy Endpoints

The primary objective of this clinical investigation is to evaluate the proportion of patients without G2 radiation
dermatitis (radiation dermatitis < G2) at week 5. The proportion of subjects will be compared between treatment
groups using chi-square test. The following SAS code will be used for chi-square test:

proc freg;
table treatment * patient G2_yn / CHISQ;
run;

Logistic regression will be used to obtain Odds Ratio (OR}, with 95% Confidence Interval (95% CT). No adjustment
for covariates will be performed.
The following SAS code will be used for logistic regression:

proc logistic:

class treatment;

model depvar = trtan / expb;
rUun;

11.4.2 - Secondary Efficacy Endpoints

The median time to G2 radiation dermatitis development will be analyzed using Kaplan-Meier method.

Comparisons between treatment groups will be performed using log-rank test.

proc lifetest;

time time to G2 * GZ_vyn(0);

strata treatment / test={ logrank);
test treatment;

run;
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The proportion of patients without G2 radiation dermatitis at week 6 for both cancer sites, at week 7 for head & neck
cancer and 2 weeks after the last radiation for both cancer sites will be assessed and compared between treatment
groups using chi-square test. Logistic regression will be used to obtain ORs, with 95% Cls, and to eventually adjust

for covariates. The same method used for primary objective will be applied.

The changes in skin erythema and pigmentation will be graphically described reporting the ITA (individual
Typological Angle) degrees throughout the study. The ITA of the area treated with RT will be obtained averaging
the ITA measured at the three different fixed regions, adjusted for the control measurement done in a specific
contralateral area. Changes between visit 2, before the first RT session, and the end of RT and between the end of
RT and the end of treatment will be analyzed and compared between treatment groups using ANCOVA, to adjust the
estimates for bascline values.

The following SAS code will be used for ANCOVA analysis:

proc glm;

class treatment;

model avg ITA = treatment avg ITA baseline;
run;

where avg_ITA at each timepoint and avg_ITA baseline have been obtained as follows:

ITA diffl ita rtl - ita controlateral;
ITA diff2 ita_rtZ - ita controlateral;
ITA diff3 = ita rt3 - ita controlateral;
avyg ITA#= mean(ITA diffl, ITA diff2, TTA diff3, ITA diffd, ITA diff5);

o

The changes in trans-epidermal water loss (TEWL) will be graphically described reporting the Evaporation rate value
(ERV, measured in g/m?h) throughout the study. The ERV of the area treated with RT will be obtained averaging the
ERYV measured at the five different fixed regions, adjusted for the control measurement done in a specific contralateral
area. Changes between visit 2, before the first RT session, and the end of RT and between the end of RT and the end
of treatment will be analyzed and compared between treatment groups using ANCOVA, to adjust the estimates for
baseline values.

The following SAS code will be used for ANCOVA analysis:

proc glm;

class treatment;

model avg TEWL = treatment avg TEWL baseline;
run;

where avg TEWL and avg_ TEWL_baseline have been obtained as follows:

TEWL diffl = tewl rtl - tewl ct;
TEWL diff2 tewl rt2 - tewl ct;
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TEWL diff3 = tewl_rt3 - tewl ct;
TEWL diffd = tewl rtd - tewl_ct;
TEWL diffh = tewl rtb - tewl ot;

avg TEWL f== mean (TEWL diffl, TEWL diff2, TEWL_diff3,TEWL_diff4, TEWL diff’);

The mean and worst score of Skindex-16 questionnaire will be compared between treatment groups using ANCOVA,

to adjust the estimates for baseline values.
The following SAS code will be used for ANCOVA analysis:

proc glm data = DB;
class treatment;
mocel skindex score =

run;

treatment skindex score_bl ;

Both the number of daily product applications reported on the patient’s diary and the amount of used product,
estimated through the difference in tubes weight between delivery to patient and return, will be used to assess the

compliance to experimental treatment. The consistency between the two assessments will be checked through linear

regression.

The patients’ global satisfaction with treatment, assessed by Likert scale, will be compared between treatment groups

using Kruskal-Wallis test.

proc nparlway;
class TREATMENT;
var satisfaction;
run;

11,5  Summary of Efficacy Analyses
Endpaoint Analysis Populations

. . The proportion of patients without G2 radiation dermatitis
Pr.oportlon of p‘atlfsnts {radiation dermatitis < G2} at week 5 will be assessed and rr
without G2 radiation . .

. 15 compared between treatment groups using chi-square test.
dermatitis at wee Logistic regression will be performed to obtain Odds Ratio.
Median time to G2 radiation | Median time to G2 radiation dermatitis will be analyzed using ITT
dermatitis development Kaplan-Meier method and compared between ireatment groups
according to CTCAE using log-rank test.
Proportion of patiens The proportion of patients without G2 radiation dermatitis at ITT

without G2 radiation
dermatitis at week 6 for both
cancer sites, at week 7 for
head & neck cancer and 2

week 6 for both cancer sites, at week 7 for head & neck cancer
and 2 weeks after the last radiation for both cancer sites will be
assessed and compared between treatment groups using chi-
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weeks after the last radiation | square test. Logistic regression will be performed to obtain Qdds
for both cancer sites, Ratios
Changes in skin erythema The changes in skin erythema and pigmentation and in in trans- ITT
and pigmentation and trans- | epidermal water loss (TEWL) will be graphically described
epidermal water loss throughout the study, Changes between before the first RT
(TEWL) session and the end of RT and between the end of RT and the end
of treatment will be analyzed and compared between treatment
groups using ANCOV A, to adjust the estimates for baseline
values.
Mean and worst score of Weekly mean and worst score of Skindex-16 questionnaire will ITT
Patient Reported Outcome be compared between treatment groups using ANCOVA, to
(PRO) with Skindex-16 adjust the estimates for baseline values.
questionnaire performed
weekly
Compliance to experimental | The compliance with the treatment will be assessed through a ITT
treatment use diary where the patient will record the daily product applications
and through the difference in weight of tubes when delivered to
patient and when returned by the patient. The consistency
between the two assessments will be checked.
Pa‘ment slobel sadstaction The patients’ global satisfaction with treatment, assessed by Irr
with treatment as assessed ) ) .
by Likert scale Likert scale, will be compared between treatment groups using
Kruskal-Wallis test,
Study product safety and Adverse events, coded according to MedDRA, will be Safety
tolerability summarized by treatment arm in terms of the number of patients
who experienced at least one AE, study product-related AE,
serious AE, severe AE and the number of patients withdrawn due
to AE will be summarized. For each SOC and preferred term,
summaries will be made with respect to the proportion of patients
having at least one occurrence of that event during the trial and
the total number of events. The comparisons will be analyzed
using chi-square test.

12. SAFETY EVALUATION
121 Extent of Exposure

12.2  Adverse Events

Adverse events will be coded according to MedDRA, version 21.1. AEs will be suromarized by treatment arm in
terms of the number of patients who experienced at least one AE, study product-related AE, serious AE, severe AE
and the number of patients withdrawn due to AE will be summarized. The comparisons will be analyzed using chi-

square test. For each SOC and preferred term, sumimaries will be made with respect to the proportion of patients

having at least one occurrence of that event during the trial and the total number of events.
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proc freq;
table treatment * cat variable / CHISQ;
run;

12.3  Other safety endpoints

Tolerability assessment will be based on the evaluation of site administration adverse events.

13.  DEVIATIONS FROM THE PROTOCOL SPECIFIED ANALYSIS

The worst skin toxicity during treatment and until 2 weeks after the last radiation will not be analyzed, as most of the

patients reached G2 skin toxicity.

14. LIST AND SAMPLES OF TABLES, FIGURES AND GRAPHS
Table 5.1.1.1. Subject disposition (Breast cancer)

Table 5.1.1.2. Dropout patients (Breast cancer)

Table 5.1.2.1. Subject disposition (Head and neck cancer)

Table 5.1.2.2. Dropout patients (Head and neck cancer)

141 Demographic data

Table 5.2.1.1. Demographic and baseline characteristics (Breast Cancer)

Table 5.2.1.2. Details about the disease at screening (Breast Cancer)

Table 5.2.2.1. Demographic and baseline characteristics (Head and Neck Cancer)
Table 5.2.2.2. Details about the discase at screening (Head and Neck Cancer)
Table 5.3.2.1. Compliance with device administration (Breast Cancer)

Table 5.3.2.2. Compliance with device administration (Head and neck cancer)

14.2 Efficacy data ,

Table 5.4.1.1.1. Number and proportion of subjects that reached and not veached G2 at week 5 (Breast cancer).

Table 5.4.1.2.1. Number and proportion of subjects that reached and not reached G2 at week 5 (Head and neck cancer).
Figure 5.4.2.1.1. Kaplan-Meier curves for time to G2 by treatment group (Breast cancer)

Table 5.4.2.1.1 Number and proportion of subjects that reached and not reached G2 ot week 6 and 2 weeks afier end of
radiotherapy treatment (Breast cancer).

Table 5.4.2.1.2 Skindex-16 at Visits 7, 8, 9 and worst Skindex-16 observed in breast cancer patients

Table 5.4.2.1.3 Skindex-16 at Visits 7, 8, 9 and worst Skindex-16 Emotional observed in breast cancer patients

Table 5.4.2.1.4 Skindex-16 at Visits 7, 8, 9 and worst Skindex-16 Functional observed in breast cancer patients

Fabie 5.4.2.1.5. Changes in ITA among breast cancer patients

Figure 5.4.2.1.2 Mean ITA observed during the study (Breast cancer)
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Table 5.4.2.1.6. Changes in TEWL among breast cancer patients

Figure 5.4.2.1.2, Mean TEWL observed during the study (Breast cancer)

Table 5.4.2.1.7. Patient’s global satisfaction with treatment (Breast cancer)

Figure 5.4.2.2.1. Kaplan-Meier curves for time to G2 by treatment group (Head and neck cancer)

Table 5.4.2.2.1 Number and proportion of subjects that reached and not veached G2 at week 6 and 2 weeks after end of
radiotherapy treatment (Head and neck cancer).

Table 5.4.2.2.2 Skindex-16 at Visits 7, 8, 9 and worst Skindex-16 observed in head and neck cancer patients

Table 5.4.2.2.3 Skindex-16 at Visits 7, 8, 9 and worst Skindex-16 Emotional observed in head and neck cancer patients
Table 5.4.2.2.4 Skindex-16 at Visits 7, 8, 9 and worst Skindex-16 Functional observed in head and neck cancer patients
Table 5.4.2.2.5. Changes in ITA among head and neck cancer patients

Figure 5.4.2,2.2 Mean IT4 observed during the study (Head and neck cancer)

Table 5.4.2.2.6. Changes in TEWL among head and neck cancer patients

Figure 5.4.2.2.2, Mean TEWL observed during the study (Head and neck cancer}

Table 5.4.2.2.7. Patient’s global satisfaction with treatment (Head and neck cancer)

14.3  Safety data

Table 5.4.3.1.1 .‘Analysis of adverse events observed among breast cancer patients

Table 5.4.3.1.2. Analysis of adverse events observed among breast cancer patients

Table 5.4.3.2.1 Analysis of adverse events observed among head and neck cancer patients

Table 5.4.3.2.2. Display of adverse events observed among head and neck cancer patients
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14.4  Sample tables
14.4.1 Sample summary table
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14.4.2 Sample table for efficacy analysis — continuous variables
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14.4.3 Sample table for efficacy analysis — discrete variables
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