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1 TITLE PAGE

STUDY TITLE:  Single-group. open study on the systemic bioavailability. safety. local
tolerability of a new gel formulation of Somatoline” in 30 healthy women.

EUDRACT NUMBER: 2018-002380-26
TEST DRUG: Somatoline Gel
STUDY TYPE: Open study.

SPONSORS: Societd Italo Britannica, L. Manetti - H. Roberts & C. per Azioni, Via
Baldanzese 177, [-50041 Calenzano (Firenze, Italy). Tel: (+39) 055 8835320

PROTOCOL: Somagel
CLINICAL PHASE: |

STUDY DATES:  First patient in (FPI): 28-Jan-2019
Last patient out (LPO): 14-May-2019

INVESTIGATOR: Dr. Giovanni Gori

GCP STATEMENT: This study was performed in compliance with ICH Good Clinical Practices
(GCP) including the archiving of essential documents.

DATE OF REPORT: 8 November 2019
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Final Version Date: 08 November 2019 Page 4 of 56



2 SYNOPSIS

NAME OF SPONSOR: Societa [talo
Britannica, L. Manetti - H. Roberts &
C. per Azioni.

NAME OF FINISHED PRODUCT:
Somatoline® Gel.

NAME OF ACTIVE
INGREDIENT(S): |-thyroxine and
escin.

INDIVIDUAL STUDY TABLE | (FORNATIONAL

REFERRING TO MODULE 5 AUTHORITY USE ONLY)
OF THE CTD

Title of Study Single-group, open study on the systemic bioavailability, safety, local
tolerability of a new gel formulation of Somatoline®™ in 30 healthy
women.

Investigator(s) Dr. Giovanni Gori

Study centre(s)

Clinical Pharmacology Centre for Drug Experimentation, University
Hospital. Via Roma, 67, Pisa (ltaly).

Publication

None

Study From: FPI 28-Jan-2019
porind To: LPO 14-May-2019

Phase of development 1

Objectives

The primary objective was to assess the systemic bioavailability of I-
thyroxine (1-T,) in female subjects after repeated cutaneous application
of a gel formulation of Somatoline® at the dosages recommended by the
Summary of Product Characteristics (SmPC) of Somatoline® emulsion.

The secondary objectives of the study were:

e to assess the systemic bioavailability of reverse |-
triiodothyronine (rTs), T and thyroid stimulating hormone
(TSH), after repeated cutaneous application of a Somatoline®
gel in female subjects:

»  to assess the local and systemic tolerability after repeated
cutaneous application of a Somatoline™ gel in female subjects

Methodology

The study was run according to a single-group. open design.

Number of subjects

Planned: 30

ITT Analysed: 30
PP Analysed: 30

Diagnosis and main criteria for

Inclusion criteria: healthy women were enrolled in the study if they

Study code: Somagel.
Final Version Date: 08 November 2019
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NAME OF SPONSOR: Societa [talo
Britannica, L. Manetti - H. Roberts &
C. per Azioni.

NAME OF FINISHED PRODUCT:

INDIVIDUAL STUDY TABLE

(FOR NATIONAL

REFERRING TO MODULE 5

AUTHORITY USE ONLY)

Somatoline® Gel.

NAME OF ACTIVE

INGREDIENT(S): I-thyroxine and
escin.

OF THE CTD

inclusion

met all the following inclusion criteria:

Sex and age: Adult women aged between 18 and 50 years;
Race: Caucasian,
Body mass index (BMI): 18.5 > BMI < 30 kg/m”;

Vital signs: systolic blood pressure (SBP) = 100-139 mmHg;
diastolic blood pressure (DBP) = 50-89 mmHg; heart rate (HR)
= 50-90 bpm, measured after 5 min of rest (sitting position);

Electrocardiogram (ECG)J: no clinically relevant abnormalities
at ECG (12 leads);

Physical examination: no clinically relevant abnormal physical
findings;

Laboratory analyses: no clinically relevant abnormal
laboratory values indicative of physical illness;

Allergy: no ascertained or presumptive hypersensitivity to the
active principle and/or formulations ingredients or B-lactam
antibiotics;

Medical hisiory: no history of anaphylaxis to drugs or allergic
reactions in general, no relevant history of renal, hepatic,
cardiovascular, respiratory, skin, haematological, endocrine, or
neurological diseases that might interfere with the study aims;
no history of gastric mucosal damages, no neoplasia, no
medications during two weeks before the start of the study,
including OTC;

Participation in another experimenial trial: no participation in
the evaluation of any experimental drug within 3 months prior
to screening;

Blood donors: no blood donations during 3 months prior to this
study:

Drug or alcohol history: no history of drug, alcohol (< 1 drink /
day for females, defined according to USDA Dietary
Guidelines 2000) or tobacco abuse (< 10 cigarettes/day);

Pregnancy: not pregnant or lactating;

Contraception: fertile women willing to use barrier

Study code: Somagel.
Final Version Date: 08 November 2019
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NAME OF SPONSOR: Societa Italo
Britannica, L. Manetti - H. Roberts &
C. per Azioni.

NAME OF FINISHED PRODUCT:

Somatoline® Gel.

NAME OF ACTIVE
INGREDIENT(S): I-thyroxine and
escin.

INDIVIDUAL STUDY TABLE | (FOR NATIONAL

REFERRING TO MODULE 5 AUTHORITY USE ONLY)

OF THE CTD

contraceptive methods:
Subjects ' capability: ability to comprehend the tull nature and

purpose of the study, including possible risks and side effects;
ability to co-operate with the Investigators and to comply with
the requirements of the entire study;

ICF (informed consent form): signed written ICF prior to
inclusion in the study;

Life-style: Willingness of the subject to maintain a constant
life-style during the period of the study.

Exclusion criteria: Women were excluded from the study if they met
anyone of the following inclusion criteria:

Pregnancy: pregnant or lactating women;
ECG: clinically relevant abnormalities;

Physical findings: clinically relevant abnormal physical
findings which could interfere with the study objectives;

Laboratory analyses: clinically relevant abnormal laboratory
values indicative of physical illness;

Allergy: ascertained or presumptive hypersensitivity to the
active principle and/or formulations® ingredients; history of
anaphylaxis to drugs or allergic reactions in general, which the
Investigators considered to potentially affect the outcome of
the study;

Diseases: relevant history of renal, hepatic, gastrointestinal
(GI), cardiovascular, respiratory, skin, haematological,
endocrine (in particular, thyroid), or neurological diseases.
which may interfere with the study aims, history of gastric
mucosal damages, neoplasia;

Contraceptive: changes (early or suspension) of the use of
contraceptive estrogen-progestin in the last 4 weeks, and
inability to take adequate contraception during the study;

Medications and dier: any medication, including OTC, was
forbidden during the screening period. Moreover:

o In the 6 months before screening, any treatment with

Study code: Somagel.
Final Version Date: 08 November 2019
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NAME OF SPONSOR: Societa Italo
Britannica, L. Manetti - H, Roberts &
C. per Azioni.

NAME OF FINISHED PRODUCT:

Somatoline® Gel.

NAME OF ACTIVE
INGREDIENT(S): I-thyroxine and

escin.

INDIVIDUAL STUDY TABLE

(FOR NATIONAL

REFERRING TO MODULE 5
OF THE CTD

AUTHORITY USE ONLY)

o]

antithyroid drugs or any therapeutic use of iodine or
iodine-containing medications (e.g., amiodarone,
Somatoline®) was forbidden;

In the 6 months before screening, any diagnostic tests
leading to the use of tracers, contrast agents
containing iodine or iodine isotopes, was forbidden;

In the 4 weeks before screening, no changes in diet of
foods containing iodine (e.g., iodized salt), or use
disinfectants (e.g., betadine), detergents or any
systemic or topical product containing iodine,
including mouthwashes (e.g., lodosan), toothpaste
iodinated, douches, Lugol's solution, were allowed;

In the 4 weeks before screening, any use of food
supplements and herbal medicines was allowed;

A daily intake of iodized salt < 1,100 pg/day.

e [nvestigative drug trials: participation in the evaluation of any
experimental drug within 3 months prior to the start of the

study:

e Blood donation: blood donations during the 3 months prior to
this study;

e Drug, alcohol, tobacco: history of drug, alcohol [> 1 drink/day
for females defined according to USDA Dietary Guidelines
2000] or tobacco abuse (> 10 cigarettes/day).

Test product, dose, and mode of
administration

Somatoline® gel was applied daily at the dose of 10 grams on each thigh
(20 grams per day in total) during the first 2 days, followed by 5 grams
per thigh (10 grams per day in total) until the end of a 4-week period,
starting from the day the first dose was applied. The subjects had to
apply the product and then massage the skin of the entire thigh for
several minutes until complete gel absorption.

Reference product, dose, and mode
of administration

None

Duration of treatment

4 weeks (28 days).

Criteria for evaluation

Primary end-point

Study code: Somagel.
Final Version Date: 08 November 2019
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NAME OF SPONSOR: Societa Italo
Britannica, L. Manetti - H. Roberts &
C. per Azioni.

NAME OF FINISHED PRODUCT:
Somatoline” Gel.

NAME OF ACTIVE
INGREDIENT(S): I-thyroxine and

escin.

INDIVIDUAL STUDY TABLE
REFERRING TO MODULE 5
OF THE CTD

(FOR NATIONAL
AUTHORITY USE ONLY)

Blood samples for measurement of TSH concentrations were collected
during the Screening (Day -15 to Day (), Control 1 (Day 0 — Hour 3),
Control 2 (Day 1), Control 3 (Day 14) and End of Treatment (EOT)
(Day 28). The assessments were repeated at End of Study (EOS) visit
(Day 42) after a 14-day follow-up, during which no treatment was
performed. Apart from the Control 1 assessment, all blood samples were
collected at the same day time, with a time window of = 1 hour.

Safety assessment

Safety of the tested formulation has been evaluated based on the record
of any adverse event (AE) and serious adverse event (SAE). Moreover,
the local tolerability at the application site has been assessed by both the
investigator (medical visit) and the subject (diary), throughout the entire
study duration.

Statistical methods

All continuous variables were summarized using the following
descriptive stafistics: n (non-missing sample size), mean, standard
deviation (s.d.), median, maximum and minimum. The frequency and
percentages (based on the non-missing sample size) of observed levels
were reported for all categorical measures. In general, all data were
listed, sorted when appropriate by visit number, with the total
population size relevant to that table, including any missing
observations.

ANOVA has been used to assess the systemic bicavailability of T,
(primary endpoint) and rTs, T3, TSH, (secondary endpoints) after
repeated cutaneous application of Somatoline® gel.

Frequency tables have been provided for AEs and local tolerability, as
well as for abnormalities detected with ECG, laboratory data and vital
signs.

SUMMARY CONCLUSIONS

DISPOSITION OF SUBIECTS. Based on a prior experience (Section 9.7.1), it was decided to enrol 30 subjects in order
to have at least 26 subjects fully evaluated by assuming a dropout rate of 15%.

To achieve the goal, the experimental site has screened 34 volunteers, there were 4 volunteers who failed the
screening, i.e. one volunteer who did fulfil the inclusion and exclusion criteria and three volunteers who withdrew

their consent.

Study code: Somagel.
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NAME OF SPONSOR: Societa [talo | INDIVIDUAL STUDY TABLE | (FORNATIONAL

Britannica, L. Manetti - H. Roberts & REFERRING TO MODULE 5 AUTHORITY USE ONLY)
C. per Azioni. OF THE CTD

NAME OF FINISHED PRODUCT:
Somatoline™ Gel.

NAME OF ACTIVE
INGREDIENT(S): |-thyroxine and
escin.

A total of 30 subjects were therefore enrolled in the study, and all of them (100%) completed the study.

No volunteer dropped out.

DEMOGRAPHICS. All the volunteers were women and Caucasian according to the protocol. They aged between 18
to 47 years (mean + s.d.: 33.3 &+ B.61 years), with a BMI ranging between 18.9 and 26.8 kg/m?, as per the inclusion
criteria (mean + s.d.: 22.4 = 2.2). The height ranged between 159 and 176 cm (mean = s.d.: 165.1 = 4.90 cm), and
the weight ranged between 50 and 74 kg (mean £ s.d.: 61.2 = 6.3 kg).

All pregnancy tests were negative, and all women used barrier contraceptive methods. All drugs screening tests
were negative, and the use of alcohoel and nicotine was within the inclusion criteria.

SYSTEMIC BIOAVAILABILITY RESULTS. After a 28-day cutaneous application of Somatoline® gel the plasma
concentrations of T4 always remained within the normal range and they showed no clinically relevant changes
across the different times from Baseline (1.13 £ 0.15 ng/dL) to EOT (1.11 £ 0.13 ng/dL)

The plasma concentration of T5 and TSH were unchanged when the mean values at Baseline (3.83 + 0.52 ng/dL
and 1.54 £ 0.69 mUI/L, respectively) were compared with the values at the EOT (3.80 + 0.40 ng/dL and 1.85 +
1.00 mUI/L, respectively) while a T; and TSH blood level reduction was observed at the Control 1 (Day 0 -5
hours). No statistically (ANOV A analysis) significant difference was observed at any time.

SAFETY RESULTS. All the 30 subjects enrolled into the study correctly completed the required 28 days of treatment;
in these subjects the exposure to cutaneously applied Somatoline® gel was 20 grams/daily during the first 2 days,
followed by 10 grams/daily for the next 26 days. The total exposure was therefore 300 grams of Somatoline® gel /
28 days, corresponding to T, 3 grams / 28 days and escin 9 grams / 28 days.

No deaths and no SAEs were reported overall the study period, Eight (8) subjects (26.7%) reported eighteen (18)
AESs during treatment period and one (1) during follow up. *Headache™ was the mainly reported AE (5 subjects
[16.7%]).

“Erythema” (expected) and “pruritus” (unexpected) were the only AEs considered related by the investigator.
There was no statistically significant variation from baseline in vital signs.

No clinically relevant abnormality over time were observed for the clinical laboratory results, 12-lead ECGs or
physical examination findings.

As for the local tolerability. the Investigator reported no signs of “redness™ or “swelling™™; one (1) case of “itching™
was reported by the Investigator; three (3) mild redness and two (2) mild itching were self-reported by the subjects.

Study code: Somagel. Clinical Study Report
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NAME OF SPONSOR: Socicta Italo | INDIVIDUAL STUDY TABLE | (FORNATIONAL
Britannica, L. Manetti - H. Roberts & REFERRING TO MODULE 5 AUTHORITY USE ONLY)
C. per Azioni. OF THE CTD

NAME OF FINISHED PRODUCT:
Somatoline® Gel.

NAME OF ACTIVE
INGREDIENT(S): I-thyroxine and
escin,

CONCLUSIONS. The study has been aimed at investigating the bioavailability of 1-T4 (primary objective) after a
repeated cutaneous application of Somatoline” gel.

Moreover, the plasma levels of T3, r'T3 and TSH were also evaluated with the rationale to rule out a putative
transcutaneous absorption of 1-T4, as active ingredient of Somatoline® gel, and its interference on systemic
thyroid homeostasis aftert a repeated cutaneous application of Somatoline® gel secondary, the local and systemic
tolerability of Somatoline® gel were explored.

Blood levels of T4 and T3, rT3 or TSH were measured during and after the Somatoline®” gel administration.

In compliance with the recommended dosage as per SmPC of Somatoline™ emulsion , the study has been
performed with a cutaneous application of Somatoline® gel for 28 consecutive days of treatment (20 grams/day on
the first two days followed by 10 grams/day for the next 26 days), followed by a 14-day follow-up period.

30 Caucasian healthy women were enrolled in the study.
Compliance to treatment schedule was 99.5% and there was no clinically relevant protocol deviation (PD).

Blood samples for Ty, Ts rT; and TSH levels were drawn at Baseline, S and 24 hours after the first application and
thereafter on Days 14, 28 and 42.

The plasma concentrations of T were not affected by the application of Somatoline” gel, at any time during the
study.

Not clinically relevant changes were observed in the Ty and TSH plasma concentrations, which showed a slight
decrease five hours after the first Somatoline® gel application.

No other changes were observed in the T; and TSH concentrations throughout during the remaining part of the
studyboth at the medium (Control 2, EoT) and long (EoS) term.

No SAE occurred during the study and only two AEs (erythema and pruritus) were reported and considered
possibly related to the treatment by the investigator.

In conclusion the treatment resulted safe and well tolerated

Study code: Somagel. Clinical Study Report
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4 LIST OF ABBREVIATIONS AND DEFINITION OF TERMS

AE
BMI
C.I
CR
CRF
DBP
ECG
EOS
EOT
FPI
GAGS
GCP
HR
ICF
ICH
IEC
IMP
ISF
ITT
LPO
N
NCR
OTC
PD
PI
PIL
PP
PT
PSUR
RF
SAE
SAP
SBP

Study code: Somagel.
Final Version Date: 08 November 2019

Adverse event

Body Mass Index

Confidence Interval

Clinically relevant

Case Report Form

Diastolic Blood Pressure
Electrocardiogram

End of Study visit

End of Treatment visit

First Patient In
Glycosaminoglycans

Good Clinical Practices

Heart Rate

Informed Consent Form
International Conference of Harmonization
Independent Ethics Committee
Investigational Medicinal Product
Investigator Site File

Intent to Treat

Last Patient Out

Number of cases

Non clinically relevant

Over the Counter

Protocol deviation

Principal Investigator

Patient Information Leaflet
Per Protocol

Preferred Term

Periodic Safety Update Report
Respiratory frequency

Serious adverse event
Statistical Analysis Protocol

Systolic Blood Pressure
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s.d. Standard deviation

SmPC Summary of Product Characteristics
SOC

rTs reverse I-triiodothyronine
T; I-triiodothyronine
T I-thyroxine
TSH Thyroid Stimulating Hormone
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5 ETHICS
5.1 COMPETENT AUTHORITY APPROVAL

The study was performed in compliance with the requirements of the Italian Competent
Authority (Agenzia Italiana del Farmaco, AIFA) (Appendix 16.1.4). The study was granted
with a full regulatory approval on 12-Sep-2018 (AIFA) and on 13 Sep 2018 (EC) and the study
was identified with the EudraCT number 2018-002380-26.

5.2 INDEPENDENT ETHICS COMMITTEE APPROVAL

The study protocol and any amendment (Appendix 16.1.1), and the Patient Information Leaflet
(PIL) and Informed Consent Form (ICF) were reviewed and approved by the competent
Independent Ethics Committees (IEC) as detailed below (Appendix 16.1.3).

5.3 ErHicaL CONDUCT OF THE STUDY

The trial has been performed in accordance with the current version of the declaration of
Helsinki (last version 7. 2013) and in agreement with the International Conference on
Harmonization (ICH) guidelines on Good Clinical Practices (GCP).

5.4 SUBJECTS” INFORMATION AND CONSENT

All the subjects enrolled in the trial have signed an ICF to participate in the study prior to being
screened (Appendix 16.1.3).

The PIL detailed the procedures involved in the study (aims, methodology. potential risks,
anticipated benefits) and the Principal Investigator (PI) explained these to each subject in
further details. The subjects were then allowed to ask any clarification or further information,
and they had enough time to believe about the provided information before signing and dating
the ICF to demonstrate that they fully understood the information, and willingly volunteered to
participate in the study, The subjects were given a copy of the ICF for their information, while
the original ICF copy was filed in the Investigator’s Site File (ISF) at the research center.

6 INVESTIGATORS AND STUDY ADMINISTRATIVE STRUCTURE

Details on the study personnel involved in the study are given in the Appendix 16.1.5.
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7 INTRODUCTION

7.1 BACKGROUND INFORMATION

The “edematous fibrosclerotic panniculopathy™ - more commonly known as “cellulite” - is a
localized metabolic disorder of the subcutaneous layer of skin, the dermis, and its small blood
vessels. Over years, these vessels become compressed. resulting in inflammation, poor lymph
drainage. proliferation of fibrous tissue, tissue damage, unevenness of the skin thickness, and
the protrusion (herniation) of fat through layers of the skin. The primary areas involved - the
thighs, abdomen, and buttocks - acquire the uneven, dimpled, and textured skin of an orange
(“peau d'orange™) or the lumpiness of cottage cheese. Cellulite is common and found in from
85 to 98% of post-adolescent females (though more often in Caucasian than Asian or Black
women). It is rarely seen in males but is more common in males with androgen-deficient states,
such as Klinefelter's syndrome, hypogonadism, post-castration states and in those subjects
receiving estrogen therapy for prostate cancer.

The causes of cellulite include changes in metabolism, physiology. dieting too hard or too
much, sex-specific dimorphic skin architecture, alteration of connective tissue structure,
hormonal factors, genetic factors. microcirculatory system, extracellular matrix, and subtle
inflammatory alterations (Avram 2004; Pavicic et al. 2006). As mentioned above. cellulite is
not a static condition. If left untreated, it can get worse. Early intervention may help reduce or
even prevent its insidious progression. Indeed. the following stages occur during cellulite
formation (Marenus, 1997):

e STAGE ONE: it involves a deterioration of the skin dermis, whereby the integrity of the
blood vessels and capillaries that create a complex transport network throughout the
skin slowly begins to break down. Similarly, the upper region of the dermis begins to
lose some of its capillary network. Fat cells, housed within the freestanding fat cell
chambers, begin to engorge with lipids, often swelling 2-3 times their original size. Fat
cell clumping may commence at this stage as well. Fluid begins to accumulate in the
tissue, most likely due to a breakdown in the capillary system. Projections of fat begin
to occur in the dermis and there is an increase in glycosaminoglycans (GAGS), which
may account for the enhanced ability for tissues to retain excess water;

Visible signs: The pre-cellulite stage when skin will show no real visible signs, although
bruises and cuts may be slow to heal. When pinched gently between the forefinger and
thumb, the skin shows a slight *orange-peel” effect’.

e STAGE Two: dermal deterioration increases, and the microcirculatory system continues
to decline. Fat cells engorge further, and clumping is more pronounced, so that the
compression of the blood vessels keeps on increasing. The appearance of gaps in the
dermis, which may be the result of the normal inflammatory process, is common. Such
process activates specific enzymes such as collagenase and eclastase, creating an
available path for immune cells to migrate to the site of inflammation. Fluids continue
to accumulate. At this stage, “orange peel” skin becomes to be evident;
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Visible signs: Close examination of the skin reveals broken veins and skin discoloration.
Bruises may appear after the smallest of knocks. The skin feels thicker and slightly
tender if pinched gently between the forefingers and thumb. You can also see definite
‘orange-peel effect.

STAGE THREE: the microcirculatory system continues to deteriorate, slowing
metabolism in the cells of the dermis. Both protein synthesis and the repair process are
reduced drastically, which may contribute to a thinning of the dermal layer. Protein
deposits begin to form around fat cell clusters. Pinching the skin between finger and
thumb at this stage demonstrates a definite “orange peel” effect:

Visible signs: Without pinching, the skin appears tethered and puckered- this is known
as ‘mattress skin’. It is obviously swollen, defining the appearance of the sweat glands
and hair follicles. Fluid retention is now a permanent feature, giving the skin the
classical orange peel effect. Bruising occurs spontaneously. The skin feels cold to the
touch. Broken veins may be present, and if so, these will be large and often clearly
visible below the cellulite areas.

STAGE FOUR, hard nodules are evident in the dermal region. These are comprised of fat
cell clumps encased in a hardened protein shell.

Visible signs: The skin is becoming deprived of oxygen and nutrients, it now bruises
easily, is swollen and is becoming tender to the touch because of the fluid causing
pressure in the tissues. The skin now feels cold to the touch.

STAGE FIVE, the blood has been redirected around the effected tissue.

Visible signs: all of the previous stages are visible, but now with the buildup of pressure
the blood is forced through the area to respond to metabolic toxins. These cause hot
islands amongst the otherwise cold tissue, making the skin appear blotchy, with red-hot
islands.

STAGE SIX, the presence of steatomes and the distorted silhouette show the cellulite to be
well established. Fat cannot be naturally eliminated from the cells because of the poor
blood circulation. However, fat continues to be stored in the cells because of the
preponderance of fat-storing receptors on the surface of the cells.

Visible signs: the body’s silhouette begins to disfigure, forming bulky solid masses of
lumps and bumps. All of the previous stages are present, but the condition can continue
to build, due to the body’s natural fat storing receptors. The fibres become thicker and
more numerous, forming huge honeycombs of fat, fluid and fibre known as steatomes.

There are diagnostic tests available (e.g., ultrasound) that can detect the presence of cellulite
and determine the extent of the condition; however, these tests are usually unnecessary.
Cellulite can be diagnosed by pinching or rolling the skin in the affected area.

Somatoline® is a medicinal product that has been authorized for marketing in Italy since
November 1973 for the treatment of localized adiposity accompanied by cellulite. The product
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is today manufactured as cutaneous emulsion containing I-thyroxine (I-Ty) at the concentration
0f 0.1% (i.e., 100 mg per 100 grams of emulsion) and escin at the concentration of 0.3% (i.e.,
300 mg per 100 grams of emulsion); the product is sold as 10-g sachets for cutaneous
application.

The active ingredients of Somatoline® - -thyroxine and escin - exert their activity mainly on
adipose tissue, activating the process of hydrolysis and mobilization of triglycerides and fatty
acids, and developing an inhibitory action on the synthesis of lipids. They act also on the
permeability of the capillaries, exerting anti-edema action and removal of stagnant liquids in
the tissues, playing a mobilizing effect at the tissue level of saline water collected, frequently
found in the tissues affected by cellulite.

Somatoline®™ has been reported to show a consistent tolerability across the years.

Since 1995 up to December 2016, it has been estimated that 8.359.197 packs of Somatoline”
have been sold, which are equivalent to 208.757.975 doses (1 dose corresponding to | sachet or
to 2 sprays) covering about 5.218.949 cycles of treatment (40 consecutive days, using 1 dose of
10 g per day). Thus, assuming that to each cycle corresponds a subject, it :s estimated that a
total number of about 5.218.949 subjects have been exposed to Somatoline”. During this long
period, the evaluation of the cumulative safety data and the benefit-risk analysis have
confirmed the favorable safcty profile of the medicinal product (PSUR, 2017).

The safety of use of Somatoline” is supported by bioavailability studies performed after
cutaneous administration, which document the lack of any significant systemic absorption of
the active compounds. In particular, Buraglio (1997) demonstrated that topical application of I-
T: did not affect physiological levels of pituitary and thyroid hormones, finding which was
further clinically confirmed by Galbiati et al. (2002) and more recently by in vitro studies
performed by Padula et al. (2008).

More recently, Certan et al. (2013) have assessed the systemic effects of a cycle of treatment
with the Somatoline® emulsion in healthy women based on changes in bioavailability of free I-
Ty, free 1-Ts reverse I-Ts (rTs) and thyroid stimulating hormone (TSH). The study enrolled 20
healthy adult women with a body mass index (BMI) lower than 30, not exposed to iodine-
containing products. The study called for 28 consecutive days of treatment with Somatoline®
followed by a 14-day follow-up period. Blood samples for I-T,, T; and TSH levels were drawn
at baseline, 5 and 24 hours after the first application, and thereafter on days 14, 28 and 42.
Levels of rT; were measured during the first 24 hours post-application.

Subject mean age was 40.1 + 8.0 years and BMI ranged between 19.1 and 29.8. Levels of I-T,
always remained within normal range and did not change in a clinically relevant way from
baseline (11 + 1.2 pg/dL), with maximum mean change from pre-treatment values of 0.4 pg/mL
(p = 0.87). Likewise, T3 and TSH levels did not change significantly from baseline (3 £ 0.4
pg/dL and 1.8 + 0.9 uU/mL, respectively). Levels of rT3 behaved in a similar way, with modest
changes from baseline.

Local tolerability was defined “excellent” for 19 out of 20 women (95%) and “moderate™ in
one subject who experienced the onset of folliculitis, for which causal correlation with the
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treatment was considered “possible™.

Thus, once Somatoline” is used under the recommended modes of use, the application of the
product does not affect the plasma concentrations of Ty, Tz, rT3 and TSH. either in the short-
term application or and a prolonged 28-day use (Certan et al. 2013).

7.2 RATIONALE OF THE STUDY

Somatoline™ has been actually developed in the pharmaceutical form of gel. The quali- and
quantitative composition of Somatoline” gel is reported in the following:

SOMATOLINE GEL
Cod. MP MATERIE PRIME % acqua 89,408
R162008 | Acqua demi. 89,42 alcol etilico
R104812 |L-Tiroxina micronizzata 0,10 96% 5,00g
RO96181 |Escina 0,30 sorhitolo 3,00g
RO94693 | Gomma Xantana 0,20 fenossietanolo 0,80g
% Carbopol 980 (Lubrizol) 0,40 carbopol 980 NF 0,40g
- Trietanolammina (Carlo Erba) 0,38 i itanciimming 0,38¢
R010261 |Sorbitolo sol. 70% 3,00 S ¢
R053451 |Imidazolidinyl urea 0,30 lml‘_jamhdmyl ures ete
— [Alcol Etilico 96 (Distilleria o 208
Scardina) 5,00 gomma Xantan 0,20g_
R170821 |Profumo Rose 10138D 0,10 levotiroxina 0,10g |
= Fenossietanolo (Faravelli) 0,80 profumo 0,10g
100 TOT 100,00 g

Somatoline” gel ingredients

This study has been aimed to investigate the safety of the gel formulation, by assessing the
bioavailability of T, and the behavior of the plasma concentrations of Ts Ts, rT; and TSH after
a 28-day cutaneous application of Somatoline® gel.

The systemic and local safety of use of Somatoline® emulsion has been documented by
biochemical and pharmacological evidences, as well as by the previously performed studies of
bioavailability, which documented that no clinically relevant amounts of T, are systemically
absorbed afier cutaneous repeated application (Somatoline® Investigator’s Brochure v. 2 of 3N
July 2018).

No significant cutaneous absorption of T, was therefore expected with Somatoline® gel, thus
the risks for subjects who accepted to participate in this study were estimated to be identical to
those related to current use of Somatoline™ emulsion in the standard daily body care.
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8 STUDY OBJECTIVES
8.1 PRIMARY OBIECTIVE

The primary objective of the study was to assess the systemic bioavailability of 1-T4 in female
subjects with local cellulitis after repeated cutaneous of Somatoline” gel according to the

proposed posology as per Investigator’s Brochure (Somatoline® Investigator’s Brochure v. 2 of
3% July 2018).

8.2 SECONDARY OBJECTIVE
The secondary objectives of the study were:

e to assess the systemic bioavailability of Ts, rTs, and TSH, after repeated cutaneous
application of Somatoline” gel in female subjects with local cellulitis:

e to assess the local and systemic tolerability after repeated cutaneous application of
Somatoline® gel in female subjects with local cellulitis.

8.3  END POINTS

The primary endpoint was to compare the pre-treatment plasma concentrations of 1-T4 with
those observed 24 hours, 14 days and 28 days after a cutaneous repeated application of
Somatoline® gel, and 14 days after the last application of the gel (Day 42 of follow-up).

The secondary endpoint was to compare the plasma concentrations of Ta, rT3, and TSH with
those observed 24 hours, 14 days and 28 days after a cutaneous repeated application of
Somatoline” gel, and 14 days after the last application of the gel (Day 42 of follow-up).

9 INVESTIGATIONAL PLAN
9.1 OVERALL STUDY DESIGN AND PLAN
The study was run according to a single-group, open design.

Briefly, a group of 30 Caucasian healthy woman, aged between 18 and 50 years, was selected
for the participation into the study, during a Screening period which could not last more than 15
days (Day -15 to Day 0).

Women were early informed about the purposes of the study and the risks related to the study
participation. If they agree to participate. they were consented with the most recently IEC-
approved ICF, and then evaluated for their compliance to the inclusion and exclusion criteria.
Once the eligibility of women had been confirmed, they were assessed for plasma
concentrations of Ta, T3, rT3 and TSH.

No dietary changes of iodine-containing food or changes in the use of iodine-containing
disinfectants, detergents or mouthwash products were allowed during the study. A maximal
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daily intake of iodized salt of 1.100 ug/day was allowed. In order to check the compliance of
subjects with this requirement, the concentrations of iodide in the urine were assessed at the
Screening and End of Study (EOS) visit.

At Baseline (Day 0), after a medical visit has been reconfirmed the eligibility criteria and a
negative pregnancy test has been obtained, the women were assessed again for plasma
concentrations of Ty, T3, rT5 and TSH.

After these examinations, women were instructed to apply Somatoline® 10 grams gel
(equivalent to 1-T; 10 mg and escin 30 mg) on each thigh per day during the first 2 days (20
grams per day in total, equivalent to I-T; 20 mg and escin 60 mg), followed by 5 grams per
thigh (10 grams per day in total, equivalent to I-T4 10 mg and escin 30 mg) until the end of a 4-
week period starting from the day the first dose was applied. The subjects had to apply the
product and then massage the skin of the entire thigh for several minutes until complete
absorption of the gel.

Blood samples for measurement of Ty, T3, rT3 and TSH levels were repeated at Control 1 (Day
0, 5 hours after the first application of Somatoline™) and Control 2 (Day 1. 24 hours after the
first application of Somatoline®), and then again on Day 14 and Day 28 (End of Treatment
[EQT] visit).

Vital signs (systolic and diastolic blood pressure, heart rate. respiratory frequency and body
temperature) were assessed at each visit. A full medical examination was repeated at the EOS.

In order to assess the systemic tolerability of a treatment with Somatoline” gel. on Day 0, Day
1, Day 14 and Day 28, EOT and EOS (Follow-up), women were asked for any AE or any issue
observed during the treatment, and the bilateral sites of drug application were inspected for any
local reaction (erythema, swelling and itching). which were scored. Moreover, a diary was
given to the patients at Day 0 and the patients were asked to daily score any sign of erythema,
swelling and itching, at the application site.

Finally, a 12-lead ECG was run at the Screening and repeated on Day 0 (5 hours after the first
Somatoline® application), on EOT and EOS, to assess any potential systemic absorption of T4
and related effects on cardiac activity.

After the EOT (Day 28). women were followed for additional 14 days. During the follow-up
period, no treatment with Somatoline® was allowed.

On Day 42 (EOS), blood samples for measurement of Ty, rTs, T; and TSH levels were drawn.

On the same Day, women were asked for any AE or any issue observed during the treatment,
and the bilateral sites of drug application were inspected for any local reaction, which were
scored.

An overview of the overall study design is provided in the next flow-chart.
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STUDY FLOW CHART

Screening l Day -15 to Day 0 \ ’7 Screening tests ‘
Baseline l Day 0 ‘ ‘ First application of Somatoline™ \ } Day 0 (before dosing)_‘
Control 1:
Day 0

5 hours after dosing

Control 2
Treatment Day | to Day 28 Day 1

24 hours after dosing

Control 3
Day 14

v

‘ EOT

\ Last application of Gel Day 28

EOS

Follow-u Day 29 to Day 42
Y ey =

9.1.1 Study Timing

The Table 1 shows the activities that were performed during the study. visit by visit. The final
analysis was performed after database lock on data transferred from SAS-PheedIt (eCRF) and
after the finalization and approval of the SAP document.

9.1.2 Study Location

The study was run at the Clinical Pharmacology Centre for Drug Experimentation, University
Hospital, Via Roma, 67, Pisa (Italy).

9.2 DISCUSSION OF STUDY DESIGN, INCLUDING THE CHOICE OF CONTROL GROUPS

The study was aimed to gathering preliminary information on the systemic absorption of Ty
after cutaneous application of Somatoline® gel. Thus, there was no control group and the study
has been run in open conditions.
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9.3  SELECTION OF STUDY POPULATION

Healthy Caucasian woman, aged between 18 and 50 years, were enrolled in the study.

9.3.1 Inclusion Criteria

Healthy women were enrolled in the study if they met all these inclusion criteria:

o Sex and age: Adult women aged between 18 and 50 years;

e Race: Caucasian;

e Body mass index (BMI): 18.5 > BMI < 30 kg/m2;

e Vital signs: systolic blood pressure (SBP) = 100-139 mmHg; diastolic blood pressure
(DBP) = 50-89 mmHg: heart rate (HR) = 50-90 bpm, measured after 5 min of rest
(sitting position);

o Electrocardiogram (ECG): no clinically relevant abnormalities at ECG (12 leads);

e Physical examination: no clinically relevant abnormal physical findings:

e Laboratory analyses: no clinically relevant abnormal laboratory values indicative of
physical illness;

e Allergy: no ascertained or presumptive hypersensitivity to the active principle and/or
formulations ingredients or  lactam antibiotics;

e Medical history: no history of anaphylaxis to drugs or allergic reactions in general, no
relevant history of renal, hepatic, cardiovascular, respiratory, skin, hematological.
endocrine, or neurological diseases that may interfere with the study aims, no history of
gastric mucosal damages, no neoplasia, no medications during two weeks before the
study starting, including OTC (“over the counter™);

e Participation in another experimental trial: no participation in the evaluation of any
experimental drug within 3 months prior to screening;

e Blood donors: no blood donations during 3 months prior to this study:

e Drug or alcohol history: no history of drug, alcohol (< 1 drink/day for females, defined
according to USDA Dietary Guidelines 2000) or tobacco abuse (< 10 cigarettes/day):

e Pregnancy: not pregnant or lactating (for female healthy subjects);

e Contraception: fertile women willing to use barrier contraceptive methods;

e Subjects’ capability: ability to comprehend the full nature and purpose of the study,
including possible risks and side effects; ability to co-operate with the Investigator and
to comply with the requirements of the entire study:

e ICF: signed written ICF prior to inclusion in the study;
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Lifestvle: Willingness of the subject to maintain a constant lifestyle during the period of
the study.

9.3.2 Exclusion Criteria

Women were excluded from the study if they met anyone of these inclusion criteria:

Pregnancy: pregnant or lactating women;
ECG: clinically relevant abnormalities;

Physical findings: clinically relevant abnormal physical findings which could interfere
with the study objectives;

Laboratory analyses: clinically relevant abnormal laboratory values indicative of
physical illness;

Allergy: ascertained or presumptive hypersensitivity to the active principle and/or
formulations® ingredients; history of anaphylaxis to drugs or allergic reactions in
general, which the Investigator considered to potentially affect the outcome of the
study;

Diseases: relevant history of renal, hepatic, gastrointestinal (GI), cardiovascular,
respiratory, skin, hematological, endocrine (in particular, thyroid), or neurological
diseases, which may interfere with the study aims. history of gastric mucosal damages,
neoplasia;

Contraceptive: changes (early or suspension) of the use of contraceptive estrogen-
progestin in the last 4 weeks, and inability to take adequate contraception during the
study;

Medications and diet: any medication, including OTC, was forbidden during the
screening period. Moreover:

o In the 6 months before screening, any treatment with antithyroid drugs or any
therapeutic use of iodine or iodine-containing medications (e.g.. amiodarone,
Somatoline™) was forbidden;

o In the 6 months before screening, any diagnostic tests that led to the use of
tracers, contrast agents containing iodine or iodine isotopes, was forbidden;

o In the 4 weeks before screening, no changes was allowed in diet of foods
containing iodine (e.g., iodized salt), or use disinfectants (e.g., betadine),
detergents or any systemic or topical product containing iodine, including
mouthwashes (e.g.. lodosan), toothpaste iodinated, douches, Lugol's solution;

o In the 4 weeks before screening, any use of food supplements and herbal
medicines was forbidden;
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o A daily intake of iodized salt < 1,100 pg/day was allowed.

o [nvestigative drug trials. participation in the evaluation of any experimental drug within
3 months prior to the start of the study;

e Blood donation: blood donations during the 3 months prior to this study;

e Drug, alcohol, tobacco: history of drug, alcohol [> 1 drink/day for females defined
according to USDA Dietary Guidelines 2000] or tobacco abuse (> 10 cigarettes/day).

9.3.3 Removal of Subjects from Therapy or Assessment

Subjects were free to withdraw from the study at any time without providing any reason.
Subjects were advised that if they request to withdraw from the study at any time during the
trial, this has no negative consequences.

The PI could also withdraw subjects from the trial if he deemed it appropriate for safety or
ethical reasons, or if he believed that the continuation of the study would have been detrimental
to the subjects’” well-being.

Subjects could be withdrawn also for the following reasons:

e if an AE - including a concomitant illness - developed and considered by the
Investigator incompatible with the study continuation;

e if the administration of a drug which is not allowed by the exclusion criteria, became
necessary;

e failure to comply with requirements of the protocol.

No subject interrupted the treatment or was withdrawn from the study for any reason.

9.4 TREATMENT
Q4.1 Treatments Administered

9.4.1.1 Test formulation

Somatoline™ gel was the investigational medicinal product (IMP) to be used in the trial. The
study medication characteristics are reported in Table 2.

The women enrolled into the study were instructed to apply Somatoline® 10 grams gel -
corresponding to I-T4 10 mg and escin 30 mg - on each thigh per day during the first 2 days (20
grams per day in total, corresponding to I-T4 20 mg and escin 60 mg), followed by 5 grams per
thigh (10 grams per day in total, corresponding to I-Ts 10 mg and escin 30 mg) until the end of
a 4-week period starting from the day the first dose was applied.

The women were instructed and required to apply the product on the skin and then to massage
the skin of the entire thigh for several minutes until complete percutaneous absorption. The
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dosage and administration way of Somatoline® gel were consistent with the recommendations
of the Somatoline®” Investigator’s Brochure. 2 dated 3™ July 2018.

9.4.1.2 Reference formulation

No control group and no reference formulation were used in the clinical trial.

9.4.2 Methods of Assigning Subjects to Treatment Groups

The study was open with a single-group and, therefore, no randomization procedure was in
place.

9.4.3 Selection of Doses in the Study

The study was aimed to investigate the percutaneous absorption of Ty during a standard use of
Somatoline®™ gel. Therefore, the dosage and administration way of Somatoline® gel were
consistent with those recommended by the Somatoline® Investigator’s Brochure. 2 dated 3"
July 2018.

9.4.4 Selection and Timing of Dose for Each Subject

Somatoline™ was applied once daily for 28 consecutive days. The timing of dose is consistent
with the recommendations of the Somatoline® Investigator’s Brochure. 2 dated 3 July 2018
and with expected use of the product by women with local cellulitis in the standard-of-care
practice.

9.4.5 Blinding

The study was open.

9.4.6 Prior and Concomitant Therapies

No dietary changes of iodine-containing food or changes in the use of iodine-containing
disinfectants, detergents or mouthwash products were allowed during the study. A maximum
daily intake of iodized salt < 1,100 pg/day was allowed during the study. In order to check the
compliance of the subjects with this requirement, the concentrations of iodide in the urine will
be assessed at the Screening and EOS.

There was no other restriction in prior and/or concomitant therapies, which were anyway
recorded in the subjects’ medical charts. Notwithstanding, subjects could undertake other
medical treatments only under approval of the Investigator, except in case of emergencies.
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9.4.7 Treatment Compliance

At Baseline, Somatoline™ gel was cutaneously applied by the subjects at the Site under the
Investigator’s instructions; thus the treatment compliance was directly checked by the Clinical
staff. Later on, Somatoline™ gel was applied by subjects at home, once daily for 27 consecutive
days.

In order to check the subjects’ compliance with treatment, the subjects were asked to fill a daily
diary and to return the filled diary at the EOT visit. In this diary, the subjects declared if they
had applied Somatoline® gel on the cutaneous surface of the right and left thighs. Moreover, the
subjects were asked to retain the used drug and bring it back to the Site at the subsequent visit.

All the 30 female subjects correctly completed all 28 days of treatment, with the exception of
two (2) subjects (No. 2 and 24) who forgot to apply Somatoline® gel for only one day (1), and
one (1) subject (N © 27) for two (2) days (Tables 14.5.1.X). In total, four (4) days of non-
treatment on 840 days of treatment (30 subjects x 28 days), equal to 0.5% that is 99.5% of
compliance as reported by the subjects in their diary.

9.5  SYSTEMIC BIOAVAILABILITY AND SAFETY VARIABLES
9.5.1 Systemic bioavailability and Safety Measurements Assessed

The Table 3 shows the systemic bioavailability and safety measurements that were assessed
during the study. visit by visit.

9.5.1.1 Primary variables

The primary objective of the study was to assess the systemic bioavailability of I-T, after a
repeated cutaneous application of Somatoline® gel; thus, the plasma concentrations of T, were
assessed at Baseline and each control time. The mean plasma concentrations of T, and the
changes from baseline at each control time were assessed by means of ANOVA for statistical
significance.

9.5.1.2 Drug Concentration Measurements

In addition to the assessment of Ts, T3, T3 and TSH, no other drug concentration measurement
was performed.

9.5.1.3 Secondary variables

In order to investigate a percutaneous absorption of I-T; after a repeated cutaneous application
of Somatoline” gel, the plasma concentrations of Ty and TSH, were assessed at Baseline and
each control time. Moreover, reverse T3 (rT3) was dosed before and after treatment in order to
assess the putative pheriperal deiodination of I-LT4.
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The mean plasma concentrations of rT;T; and TSH and the changes from baseline at each
control time were assessed by means of ANOVA for statistical significance.

9.6 DATA QUALITY ASSURANCE

To ensure the use of standard terminology and the collection of accurate, consistent, complete,
and reliable data, PharmaD&S SOPs were used as base for conduction of the study as
applicable.

Training to the Principal Investigator and sub-investigators on study procedures had been
performed during Site Initiation Visit. The investigators and the sub-investigators had 1CH
GCP training certificate available.

Study Investigator’s manual was used by the staff during the study conduct as guide reference.

Five (5) monitoring visits were performed during the conduct of the trial. During these
monitoring visits, all CRFs have been source verified 100% by PharmaDé&S monitors.

Data base manual was used as base for the activity of the Data entry and data management. In
order to permit data analysis, all data recorded in the study’s CRF have been entered in the
validated database. To ensure the correctness of entered data, a double data entry have been
performed followed by a 100% quality control, executed by the administrator of the study.

Four (4) data queries emerged in the study during the review of the data entry. All of the data
queries have been answered by the investigator and documented according PDS SOPS. The
documentation has been archived in the study’s TMF accordingly.

PharmaD&S Quality Assurance performed and audit review of the Clinical Study Report.

Laboratory Quality Assurance

The study has been performed in accordance with EMA/INS/GCP/532137/2010 guideline
(Reflection paper for laboratories that perform the analysis or evaluation of clinical trial
samples).

9.7 STATISTICAL METHODS PLANNED IN THE PROTOCOL AND DETERMINATION OF SAMPLE
SizE

9.7.1 Determination of Sample Size

Based on a prior experience conducted with a similar formulation (Certan et al. 2013) the mean

value of T, was assumed to be 11.0 £ 1.2 pg/mL and a sample size of 26 subjects was estimated

to allow confirming the stability of said value during the study within C.I. of £ 0.7 (99% C.L).
Assuming a dropout rate of 15% the decision was taken to enroll 30 subjects.
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9.7.2 Statistical and Analytical Plans

The final analysis was performed after database lock on data transferred from SAS-PheedIt
(eCRF) and after the finalization and approval of the SAP document. Three populations were
defined for use in the descriptive and inferential statistical analyses: the Safety Population. the
ITT Population, and the PP Population.

e “INTENTION TO TREAT” (ITT population): all subjects who received the study drug
and who participated in at least one post-baseline assessment;

e “PER PROTOCOL™ (PP Population): all subjects who concluded the study without
important protocol deviations or violations;

e “SAFETY™ (Safety Population): all subjects who will be received at least one dose of
the study drug.

Screened subjects

(n=34) =% Screening failures (n = 4)
!
Subjects wh ived at least di f the study dr
ubjects who received at least one dose of the study drug SAFETY POPULATION
(n=30)
l
Subjects who received the study drug and
who participated in Control | — ITT POPULATION
(n=230)
| . Drop-outs (n =0)
Major protocol deviations (n = 0)
Subjects who completed the study
without major protocol deviations = PP POPULATION
(n=30)

All continuous variables were summarized using the following descriptive statistics: n (non-
missing sample size), mean, standard deviation, median, maximum and minimum. The
frequency and percentages (based on the non-missing sample size) of observed levels were
reported for all categorical measures. In general, all data were listed, sorted when appropriate
by visit number, with the total population size relevant to that table, including any missing
observations.

Variables from the CRF sections "Investigator confirmation of eligibility”, "Screening failure"
and "Treatment administration” were used to establish how many screened subjects reached the
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treatment administration stage, how many screening failures and for what reasons (non-
fulfilment of inclusion and/or exclusion criteria, AEs, withdrew consent or other).

Variables from the CRF section "Subject's completion of the study or premature
discontinuation" were used to establish how many treated subjects completed the study, how
many dropped out and for what reasons (protocol violation, adverse event, SAE, withdrew
consent or other).

A skeleton diagram is provided in Annex 1V listing the number of subjects screened, screening
failure, treated, dropped out or completed.

9.7.3 Analysis on Demographic Characteristics
Only healthy Caucasian women aged between 18 and 50 years were enrolled in the study.

Quantitative data (age, height, weight, BMI) were summarized using quantitative descriptive
statistics, such as mean, standard deviation, median, minimum and maximum values.

AEs, medical history and concomitant diseases were coded using the Medical Dictionary for
Regulatory Activities (MedDRA™) version 22.0.

All data were listed by subject and summarized by SOC and PT MedDRA" term.
Concomitant medications were not allowed at the Screening.

The complete list of concomitant medications was displayed by subject, indicating in addition
to route, dose, indication, start and end date (or ongoing), even if due to AE, SAE or medical
history.

No dietary changes of iodine-containing food or changes in the use of iodine-containing
disinfectants, detergents or mouthwash products were allowed during the study. A maximum
daily intake of iodized salt < 1,100 ug/day was allowed during the study. In order to check the
compliance of the subjects with this requirement, the concentrations of iodide in the urine were
assessed at the Screening and EOS.

9.7.4 Physical examination, vital signs and ECGs

Full physical examinations were performed at the Screening (Day -15 to Day 0), Baseline (Day
0), Day 42 (EOS). Information about the physical examination was recorded by the Investigator
in the source documentation at the clinical site. Any abnormalities were recorded in the CRF.
Significant findings/illnesses, reported after the start of the study and which met the definition
of an AE, were recorded in the CRF.

Physical examination was presented by time point through descriptive statistics. Frequency of
abnormalities was presented and compared by McNemar test, when applicable.

Subjects SBP/DBP (mmHg), HR (bpm), RF (bpm) and body temperature (°C) were measured
by the Investigator or his’her deputy after 5 min of rest (sitting position). The measurements
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were performed at:
e Screening (Day -15 to Day 0);
e Baseline (Day 1: pre-dose, and 5 hours post-dose);
e Dayl;
e Day 14;
e Day 28 (EOT);
e Day 42 (EOS).

Descriptive statistics and change vs. Baseline by time point were reported for each parameter.
The values were compared vs. pre-treatment values using ANOVA.

A 12-leads ECG was performed at Screening and Day 42 (EOS).

ECG assessment was translated into: Normal, Abnormal but non clinically relevant (NCR), and
Abnormal and clinically relevant (CR).

ECGs were summarized by presenting frequency tables of values falling outside normal ranges.
Frequency of abnormalities was compared by McNemar test, when applicable.

9.7.5 Analysis of bioavailability
All variables were listed by subject.

All continuous variables were summarized by visit with n, mean, standard deviation, minimum
and maximum and they were analyzed by ANOVA with visits.

All plasma concentrations encoded by Investigators (Normal, Abnormal NCR and Abnormal
CR) were evaluated by frequency tables.

Plasma concentrations of Ty ng/dL (continuous variable) were assayed at the following time
points:

e Day 0 (pre-treatment), Day 0 (5 hours), Day 1 (24 hours), Day 14, Day 28 and Day 42.
The comparison of the means from baseline was performed with ANOVA.
Plasma concentrations of rT5 (continuous variable) were assayed at the following time points:
e Day 0 (pre-treatment), Day 0 (5 hours), Day 1 (24 hours), Day 14, Day 28 and Day 42.

Piasma concentrations of Ts pg/L (continuous variable) were assayed at the following time
points:

e Day 0 (pre-treatment), Day 0 (5 hours). Day 1 (24 hours), Day 14, Day 28 and Day 42.

Plasma concentrations of TSH mUI/L (continuous variable) were assayed at the following time
points:
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e Day -15/0 (Screening). Day 0 (5 hours), Day | (24 hours), Day 14. Day 28 and Day 42.

The comparison of the means from baseline was performed with ANOVA.

9.7.6 Analysis on Safety and Local Tolerability
AEs/SAEs were recorded throughout the entire study duration.

The incidence of AES/SAEs was evaluated by frequency tables providing, for each cross-
classification and subcategory, the following frequencies:

e Total number of AEs/SAEs observed;
e Number and percentage of subjects reporting at least one AE/SAE.

When calculating the incidence of AEs, or any sub-classification thereof by time period.
severity, etc., each subject was only counted once, and any repetitions of AEs were ignored; the
denominator was the total population size.

Local tolerability of Somatoline™ was assessed by the Investigator and the subjects throughout
the collection of data in the subject diary during the entire study duration.

The Investigator assessed the local tolerability at the application site (both sides. left and right)
on Day 0 after 5 hours after the first application, Day 1, Day 14, Day 28 and Day 42, by scoring
(0-3) each of the following parameters (Table 4 - Section 14):

e Redness:
e Swelling;
e Hitching.

Frequency of scores was presented separately by itching, redness, and swelling, by treated thigh
side and by day or by women.

9.8 CHANGES IN THE CONDUCT OF THE STUDY OR PLANNED ANALYSES
9.8.1 Protocol Amendments

The protocol has not been amended during the study.

10 STUDY POPULATION
10.1 DISPOSITION OF SUBJECTS

Based on a prior experience (Section 9.7.1), it was decided to enrol 30 subjects in order to have
at least 26 subjects fully evaluated by assuming a dropout rate of 15%. To achieve the goal, the
experimental site has screened 34 volunteers.
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There were 4 volunteers who failed the screening, i.e. one volunteer who did fulfil the inclusion
and exclusion criteria (Subject No. 4 because of ventricular extrasystoles) and three volunteers
who withdrew their consent at the Day -15 Screening Visit (28-Feb-2019) before taking part in
any study-related activity (Subjects No.8, 14, 15).

A total of 30 subjects were therefore enrolled in the study. and all of them (100%) completed
the study.

No volunteer dropped out.

Subject accountability is summarized in Table 5 (Section 14) and in Table 14.1.1. The dates of
each study visit per patient is presented in Listing L1 and in Table 14.1.2. The eligibility
assessment by the investigators see Tables 14.3.X.X and Listings L12-L16. The completion
rates of study are reported in Table 14.13.1.1 and Listings L33-L35.

10.2 PROTOCOL DEVIATIONS
There were no violation and no major protocol deviations (PDs).
Nineteen (19) subjects of the 30 enrolled have reported minor PDs, which consisted in:
e Day visit out of range;
e Incorrect laboratory procedure;
e Incorrect timing for returning the medication kit;
s No treatment for forgetfulness;
s SBP (94 mmHg) at screening out of range
e No urea analysis at the screening
All minor PDs were reported in Listing L2.

These minor PDs have not been considered to jeopardize the validity of the study results.

11 RESULTS
11.1 DATA SETS ANALYSED

All the 30 enrolled volunteers completed the study and were fully evaluated, with no major
PDs. Thus, all the 30 volunteers were included in the Safety and Efficacy analysis without
distinction between ITT and PP populations (Table 6 — Section 14).
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11.2 DEMOGRAPHIC AND OTHER BASELINE CHARACTERISTICS
11.2.1 Demographics

The demographic and baseline characteristics of the 30 enrolled volunteers are summarized in
Table 7 (Section 14.1) and Tables 14.2.1.X and are listed by subject in Listing L3-L3x.

All the volunteers were Caucasians women according to the protocol.

The volunteers were aged between 18 to 47 years (mean + s.d.: 33.3 £ 8.61 years), with a BMI
ranging between 18.9 and 26.8 kg/m?, as per the inclusion criteria (mean £ s.d.: 22.4 = 2.2). The
height ranged between 159 and 176 cm (mean + s.d.: 165.1 + 4.90 cm), and the weight ranged
between 50 and 74 kg (mean £ s.d.: 61.2 £ 6.3 kg).

Lifestyle characteristics are summarized in Tables 14.2.3.X and listed in Listing L6, L.7 and L8.

Pregnancy test results for female subjects are listed by subject in Listing L10 and Table
14.2.5.1 Virology in Listing L9. All pregnancy tests were negative, and all women used barrier
contraceptive methods.

All drug screening tests were negative, and the use of alcohol and nicotine was within the
inclusion criteria.

11.2.2 Concomitant Illnesses

No clinically relevant abnormalities were detected at the physical examination and laboratory
analyses (see listing L24x and 1L25-1.28). The ECG detected a case of ventricular extrasystoles
in the Subject No 4, who was therefore excluded from the study (L23x).

11.2.3 Concomitant Medications

Seven (7) subjects took concomitant medications allowed by the protocol because of AEs. The

concomitant medications — which were allowed by the protocol — are listed in Listings L11x
and Tables 14.12.1.X.

11.3 MEASUREMENTS OF TREATMENT COMPLIANCE
All the thirty (30) subjects correctly completed the 28 days of treatment, excepted for:

o the Subject No. 2 and the Subject On. 24 who forgot to apply the Somatoline® gel for
one (1) day;

o the Subject No. 27 who forgot to apply the Somatoline® gel for two (2) days (Tables
14.5.1.X).

Thus, in total four (4) days of non-treatment on 840 days of treatment (30 subjects x 28 days)
were missed, equal to 0.5% that is 99.5% of compliance as reported by the subjects in their
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diary.

11.4 SYSTEMIC BIOAVAILABILITY RESULTS AND TABULATIONS OF INDIVIDUAL SUBJECTS DATA

11.4.1 Plasma Concentrations

The plasma concentrations of Ts (ng/dL) assayed at Day 0 (pre-treatment). Day 0 (5 hours),
Day 1 (24 hours), Day 14, Day 28 and Day 42 are reported in Table 8 (Section 14.2), as well as
in Tables 14.4.3.X and Listing 17. The trend over time of free T4 is reported in Figure |
(Section 14.2) (boxplot).

The average plasma concentration of Ty was 1.13 + 0.15 ng/dL at Baseline. After treatment
with Somatoline® gel the free T, ranged between 1.09 + 0.15 five hours after the first
application (Control 1) to 1.14 = 0.12 ng/dL 24 hours after the first application (Control 2), to
1.10 £ 0.12 at Control 3 (Day 14), to 1.11 £ 0.13 at EoT (Day 28), and to 1.13 = 0.14 at EoS
(Day 42).

As described by Table 8 and Figure 1 (Section 14.2), the mean T4 values did not show any
clinically relevant changes from Baseline, either during treatment or follow-up. The maximum
average change from Baseline was a mean decrease of 0.04 ng/dL (-3.7%) at Control 1. but the
one-way ANOVA for repeated measures did not demonstrate any statistically significant
changes at any time.

The plasma concentrations of Ts (ng/dL) assayed at Day 0 (pre-treatment), Day 0 (5 hours),
Day 1 (24 hours), Day 14, Day 28 and Day 42 are reported in Table 9 (Section 14.2), as well as
in Tables 14.4.5.X and Listing 17. The trend over time of Ts is reported in Figure 2 (Section
14.2) (boxplot).

The average Ts value was 3.83 % 0.52 ng/dL at Baseline. After treatment with Somatoline® gel
the Ts values ranged between 3.52 & 0.44 five hours after the first application (Control 1) to
3.83 + 0.44 ng/dL 24 hours after the first application (Control 2), to 3.77 = 0.42 at Control 3
(Day 14), to 3.80 = 0.40 at EoT (Day 28), and to 3.67 + 0.40 at EoS (Day 42).

The maximum average change from Baseline was a mean decrease of 0.31 ng/dL (-3.7%) at
Control 1, which the one-way ANOVA for repeated measures has demonstrated to be
statistically significant. The changes of the other control visits from pretreatment are not
statistically significant.

The plasma concentrations of rT; (ng/dlL) assayed at Day O (pre-treatment), Day 0 (5 hours),
Day 1 (24 hours), Day 14, Day 28 and Day 42 are reported in Table 10 (Section 14.2), as well
as in Tables 14.4.4.X and Listing 17. The trend over time of rTs is reported in Figure 3 (Section
14.2) (boxplot).

The average rT; value was 0.18 = 0.04 ng/dL at Baseline. After treatment with Somatoline”™ gel
the rT5 values ranged between 0.20 + 0.05 five hours after the first application (Control 1) to
0.18 + 0.04 ng/dL 24 hours after the first application (Control 2), to 0.19 = 0.06 at Control 3
(Day 14), to 0.20 = 0.06 at EoT (Day 28), and to 0.20 + 0.05 at EoS (Day 42).

Study code: Somagel. Clinical Study Report
Final Version Date: 08 November 2019 Page 37 of 56



The maximum average change from Baseline was a mean decrease of 0.02 ng/dL (-10%) at
Control 1. The one-way ANOVA for repeated measures did not demonstrate any statistically
significant changes at any time.

The plasma concentrations of TSH (mUI/L) assayed at Day 0 (pre-treatment), Day 0 (5 hours),
Day 1 (24 hours), Day 14, Day 28 and Day 42 are reported in Table 11 (Section 14.2), as well
as in Tables 14.4.2.X and Listing 17. The trend over time of TSH is reported in Figure 4
(Section 14.2) (boxplot).

The average TSH value was 1.90 + 0.91 mUI/L at Baseline. After treatment with Somatoline®
gel the TSH values ranged between 1.27 + 0.48 five hours after the first application (Control 1)
to 1.60 + 0.82 mUI/L 24 hours after the first application (Control 2), to 1.61 = 0.81 at Control 3
(Day 14), to 1.85 + 1.00 at EoT (Day 28), and to 1.63 + 0.75 at EoS (Day 42).

The maximum average change from Baseline was a mean decrease of 0.62 mUI/L (-26.5%) at
Control 1, which the one-way ANOVA for repeated measures has demonstrated to be

statistically significant. However, no other statistically significant difference was observed at
the next visits.

11.4.2 Statistical / Analytical Issues
11.4.2.1 Adjustments for Covariates

Not applicable.

11.4.2.2 Handling of Dropouts or Missing Data

All thirty (30) female subjects completed the study and no data were missing from the thyroid
function assessment tests.

11.4.2.3 Interim Analyses and Data Monitoring

Not applicable.

11.4.2.4 Multicenter Studies
Not applicable.

11.4.2.5 Multiple Comparison / Multiplicity

Not applicable.
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11.4.2.6 Use of an “Efficacy Subset” of subjects
Not applicable.

11.4.2.7 Active-Control Studies Intended to Show Equivalence

Not applicable.

11.4.2.8 Examination of Subgroups

Not applicable.

11.4.3 Tabulation of Individual Response Data

In addition to Tables and Graphs representing group data reported in Section 14, individual data
are reported in the Listing for Demographics (Listing L6, L7 and L8), Concomitant
Medications (Listings L11x), Primary Efficacy Analyses (Listing 17), and Secondary Efficacy
Analyses (Listing 17).

11.4.4 Drug Dose, Drug Concentration, and Relationship to Response
Not applicable.

11.4.5 Drug-Drug and Drug-Disease Interactions
Not applicable.

11.4.6 By-Patient Displays
Not applicable.

11.5 Systemic bioavailability Conclusions

After a 28-day cutancous application of Somatoline® gel, the plasma concentrations of Ty
always remained within the normal range and they showed no clinically relevant changes
across the different times from Baseline (1.13 +0.15 ng/dL) to EOT (1.11 £ 0.13 ng/dL), with a
peak mean change from pretreatment values of 0.04 ng/dL (-3.7%) 5 hours the first application
(not statistically significant). Likewise, the plasma concentrations rT; behaved in a similar way,
with minor, not significant, changes 5 hours (Control 1) after Baseline.

The plasma concentration of T and TSH were unchanged when the mean values at Baseline
(3.83 + 0.52 ng/dL and 1.54 + 0.69 mUI/L. respectively) were compared to the values at the
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EOT (3.80 + 0.40 ng/dL and 1.85 + 1.00 mUI/L, respectively). The ANOVA analysis showed
two significant differences, which were considered not clinically relevant, i.e. a decrease of T;
values t0 3.52 + 0.44 ng/dL at the Control 1 (Day 0 — 5 hours), and an increase of TSH to 1.90
+ 0.91 mUI/L at the Control 1 (Day 0 — 5 hours). No other statistically significant difference
was observed at any time.

12 SAFETY EVALUATION
12,1 EXTENT OF EXPOSURE

All the 30 female subjects enrolled into the study correctly completed the lequlred 28 days of
treatment; in these subjects, the exposure to cutaneously applied Somatoline® gel was 20
grams/daily during the first 2 days, followed by 10 grams/daily for the next 26 days. The total
exposure was therefore 300 grams of Somatoline® gel / 28 days, corresponding to Ty 3 grams /
28 days and escin 9 grams / 28 days.

Only 2 subjects (No. 2 and 24) have forgotten to apply the Somatoline® gc] for only one day
(1), and only one subject (N © 27) has forgotten to apply the Somatoline® gel for two days. In
total four (4) days of non-treatment on 840 days of treatment (30 subjects x 28 days), equal to
0.5% that is 99.5% of compliance as reported by the subjects in their diary.

12.2 ADVERSE EVENTS
12.2.1 Brief Summary of Adverse Events

Overall, eight (8) subjects (26.7%) reported at least one AE during the study. Eighteen (18)
AEs were reported during treatment period and one (1) during follow up. AEs are summarized
in Table 14.6.X.X.

No deaths or SAEs were reported.

12.2.2 Display of Adverse Events
A summary of AEs by SOC, PT and by relationship is presented in Table 12 (Section 14.3).

12.2.3 Analysis of Adverse Events
By PT, the AE headache was reported by the highest number of subjects during the study.

Five (5) subjects (16.7%) reported eight (9) AEs of headache. Four (4) cases in the subject No
29 (one during follow up) and two (2) in the subject No 16.

The subject No 31 experienced Erythema twice and the subject No 34 experienced Anxiety
twice. All other AEs have been reported at most once.
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RELATIONSHIP AND EXPECTEDNESS. Only the AEs of SOC “Skin and subcutaneous tissue
disorders™ were considered by the Investigator as related to the treatment with Somatoline™:
“erythema” was considered as expected, while “pruritus” was considered as unexpected.

SEVERITY. All AEs were considered by the Investigator as not serious. No other severity rating
was envisaged.

12.2.4 Listing of Adverse Events by Patient
All AEs are listed by subject in Listings L31-L33.

12.3 LOCAL TOLERABILITY

Local tolerability was reported daily by the subject in the diary and evaluated by the
Investigator at any visit for symptoms of “redness”. “swelling”™ and “itching”, assigning scores
from zero (0) to three (3) for both the right and left thighs (0: None, 1: Mild, 2: Moderate, 3:
Severe).

Local tolerability results are listed by subject in Listings L29 and 1.30.

EVALUATION OF REDNESS.

Evaluation of redness is summarized in Tables 14.7.1.X. Three (3) subjects reported “17 score
(Mild) for redness in their diary for a total of 9 days in both thighs; however, the Investigator
has never detected any symptoms of redness at any visits.

EVALUATION OF SWELLING

Evaluation of redness is summarized in Tables 14.7.2.X. All thirty (30) subjects reported “0”
score for swelling in all days of their diary: however, the Investigator has never detected any
symptoms of swelling at any visits.

EVALUATION OF ITCHING

Evaluation of redness is summarized in Tables 14.7.3.X. Two (2) subjects reported “1” score
(Mild) for itching in their diary for a total of 8 days in both thighs and 3 days in one thigh. The
Investigator reported one (1) case of itching at EOT in both thighs, also reported among as
AEs.
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12.4 DEATHS, OTHER SERIOUS ADVERSE EVENTS AND OTHER SIGNIFICANT ADVERSE EVENTS
No deaths or SAE were reported.

12.5 CLINICAL LABORATORY EVALUATION
12.5.1 Listing of Individual Laboratory Measuremenis by Patient (16.2.8) and Each Abnormal
Laboratory Value (14.3.4)

Laboratory results are listed by subject in Listing L.25 to L.28.

EVALUATION OF LABORATORY RESULTS: HEMATOLOGY AND BLOOD CHEMISTRY

Laboratory results are summarized in Table 14.8.2.X. No clinically relevant abnormal results
were reported; therefore, no statistical tests were performed.

EVALUATION OF URINALYSIS

Urinalysis assessments are summarized in Table 14.8.3.1. No clinically relevant abnormal
results were reported; therefore, no statistical tests were performed.

EVALUATION OF IODURIA

loduria results are summarized in Table 14.8.4.X. No clinically relevant abnormal results were
reported; therefore, no statistical tests were performed.

12.4 EVALUATION OF EACH LABORATORY PARAMETER

No additional evaluation of laboratory parameter has been performed.

12.5 VITAL SIGNS, PHYSICAL FINDINGS AND OTHER OBSERVATIONS RELATED TO SAFETY

Vital signs results are shown in Table 13 (Section 14.3) and listed by subject in Listings L18-
1.22 and summarized in Table 14.9.X.X.

Five hours after the first application of Somatoline” there was an average decrease of 4.1
mmHg in SBP and of 5.1 mmHg in DBP after 48 days; however, these decreases in blood
pressure were not statistically significant according to ANOVA with multiple comparisons of
Tukey’s method. There was an average decrease of 6.8 bpm in HR rate after 5 hours, but no
statistically significant. No significant variation in respiratory rate and body temperature were
observed.
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The ECG results are listed by subject in Listing L23x and summarized in Table 14.10.1.1.

No clinically relevant abnormal results were reported, at the end of study, therefore no
statistical tests were performed.

Physical examination findings are listed by subjects in Listing L24x and summarized in Table
14.11.1.1. All physical examination conditions were considered normal, except for a Tinea
versicolor reported at the screening. Therefore, no statistical tests were performed.

12.6 SAFETY CONCLUSIONS
No deaths and no SAEs were reported overall the study period.

Eight (8) subjects (26.7%) reporting eighteen (18) AEs during treatment period and one (1)
during follow up.

The AE “headache” was reported by the highest number of subjects (5 subjects [16.7%]).

“Erythema® (expected) and “pruritus” (unexpected) were the only AEs considered related by
the investigator.

As regards the local tolerability, the Investigator reported no signs of “redness” or “swelling”,
but one (1) case of “itching”. Three (3) subjects (10%) reported mild redness and two (2)
subjects (6.7%) reported mild itching in a few days of the 28 days of treatment.

There was no statistically significant variation from baseline in vital signs.

No clinically relevant abnormality over time were observed for the clinical laboratory results.
[2-lead ECGs or physical examination findings.

13 DISCUSSION AND OVERALL CONCLUSIONS

The study has been aimed at investigating the bioavailabi]ity of I-T4 (primary objective) after a
repeated cutaneous application of Somatoline” gel. Moreover the plasma levels of Ts, rTs and
TSH were also evaluated with the Objectlve to rule out a putative transcutaneous absorption of
I-Ts, as active ingredient of Somatoline® gel. and its interference on systemic thyroid
homeostasis. Finally, the local and systemic tolerability of Somatoline™ gel were explored.

Blood levels of T, and T, rTs and TSH were measured during and after the Somatoline® Uel
administration. In compliance with the recommended dosage as per SmPC of Somatolme
emulsion, the study has been performed with a cutaneous application of Somatoline® gel for 28
consecutive days of treatment (20 grams/day on the first two days followed by 10 grams/day
for the next 26 days), followed by a 14-day follow-up period.

30 Caucasian healthy women were enrolled in the study; the age ranged from 18 to 47 years
and BMI from 18.9 to 26.8. Compliance to the treatment schedule was 99.5% and all PDs were
considered minor. Blood samples for Ty, T3 , rTsand TSH levels were drawn at Baseline, 5
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(Control 1) and 24 (Control 2) hours after the first application and thereafter on Days 14
(Control 3), 28 (EoT) and 42 (EoS).

The plasma concentrations of T, were not affected by the application of Somatoline® gel, at any
time during the study.

Not clinically relevant changes were observed in the Ts and TSH plasma concentrations, which
showed a slight decrease of T3 and TSH five hours after the first Somatoline™ gel application,
albeit remaining in the normal ranges. These fluctuations could be explained by the different
sample times (i.e. early in the afternoon at Control | vs early in the morning at basal, as per
protocol) and the well established circadian rhythm of TSH and FT; [1-4]. No other changes
were observed in the T; and TSH concentrations throughout the remaining part of the
study,both at the medium (Control 2, EoT) and long (EoS) term.

No rT; change from basal has been observed throughout the study period, thus confirming no
peripheral conversion of cutaneous locally applied I-T4. Moreover. no change was observed at
the medium (Control 2, EoT) and long (EoS) term of TSH. FT; and FTi suggesting a
neutral/null effect of Somatoline” gel on systemic thyroid homeostasis.

The treatment resulted safe and well tolerated; no SAE occurred during the study. Two AEs
(erythema and pruritus) were reported and considered possibly related to the treatment by the
investigator.
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14 TABLES, FIGURES AND GRAPHS

Table 1. Overall study schedule,

Screening Baseline Control 1 | Control 2 | Control 3 EOT EOS
Timing of event D15

to [};ay 0 (bcfcf:: )(;Ssing} +]5):}I;I.?IS +I:::alf()ll.lrs Dayda Py 28 i
Informed Consent X
Eligibility X X
Demography & Lifestyle X
Medical History X
Haematology X X
Blood chemistry X X
Urine Drug Screening X
Urinalysis X X
loduria X X
Virology X
Alcohol/Nicotine Consumption X
TSH concentration' X X X X X X X
Free T4. r-T3. T3 % X X X X X
Pregnancy Test X X
Treatment’ X X X X X
Vital Sign (SBP, DBP,
HR. RF, Temp) X X X X X * *
Physical Examination X X X
ECG X X
Adverse Events X X X X X X
Local by investigators X X X X X
Tolerability
assessed by subject (diary) X X X X X

X" Ty rTs. Ts and TSH concentrations were evaluated at Baseline before dosing and 5 hours after dosing. at Day 1 (24 hours
after dosing) . at Day 14, at Day 28 and Day 42
X? the treatment was started afier reconfirmation of eligibility criteria. a negative pregnancy test and plasma concentrations

obtained. The treatment started on cach thigh (10 grams) per day during the first two days, followed by 5 grams per thigh until

the end of a 4-week period.
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Table 2. Study Medication Characteristics

STUDY MEDICATION CHARACTERISTICS

Generic/Trade Name: Somatoline® gel
Chemical Name: I-Thyroxine
Formulation: Gel
Strength: 10%

10 grams gel (corresponding to 1-T, 10 mg and escin 30 mg) on each
thigh per day during the first 2 days (20 grams per day in total),
followed by 5 grams per thigh (10 grams per day in total) until the
end of a 4-week period

Dose regimen:

Route of administration: Topical (cutaneous)
Storage Conditions: Room temperature and humidity
Study code: Somagel. Clinical Study Report
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Table 3. Systemic bicavailability and Safety Measurements.

Screening Baseline |Control 1|Control 2{Control 3| EOT EOS
Timing of event RS 5

to ;ay 0 (bef;::):i:sing) +5 i};t?rs +2]?1a;’0111rs RpA s Dayes Doy 2
Haematology X X
Blood chemistry X X
Urinalysis X X
loduria X X
TSH concentration' X X X X X X X
Free T4, r-T3, T3! X X X X X X
Pregnancy Test X X
Vital Sign (SBP, DBP,
HR, RF. Temp) X X X X X X X
Physical Examination X X X
ECG X X
Adverse Events X X X X X X
Local by investigators X X X X X
Tolerability
assessed by subject (diary) X X X X X

X" Ty, rTs, T3 and TSH concentrations were evaluated at Baseline before dosing and 5 hours after dosing, at Day
1 (24 hours after dosing) , at Day 14, at Day 28 and Day 42

X?: the treatment was started after reconfirmation of eligibility criteria, a negative pregnancy test and plasma
concentrations obtained. The treatment started on each thigh (10 grams) per day during the first two days, followed
by 5 grams per thigh until the end of a 4-week period.
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Table 4. Scores for the assessment of redness, swelling and hitching.

Score 0 1 2 3

Severity None Mild Moderate Severe

Table 5. Subject Accountability (All Subjects).

Statistic | Al
Screening | Day 15 to | Screened subiects N 34
Screening failures N 4
non-fulfilment of inclusion and/or exclusion N 1
withdrew consent N 3
Baseline | Day 0 Enrolled subiects N 30
Treatment | Day 1 to Drop-outs N (%) | 0(0.0%)
Follow- Day 29 to
EOS Day 42 Subjects who completed the study N (%) |30

N: number of subjects: n: number of subjects with data; %: percentages are based on the number of subjects randomized.

Source: Table 14.1.1 and Table 14.13.1.1

Table 6. Subject Accountability: Analysis Populations (all enrolled subjects).

Statistic All subjects
Number of subjects enrolled N 30
Number of subjects in Safety Population n (%) 30 (100.0%)
Number of subjects in ITT Population n (%) 30 (100.0%)
Number of subjects in PP Population n (%) 30 (100.0%)

N: number of subjects: n: number of subjects with data; %: percentages are based on the number of subjects randomized.
d P 2 ]

Source: Table 14.1.1 and Table 14.13.1.1
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14.1 DEMOGRAPHIC DATA

Table 7. Demographics and Baseline Characteristics (All enrolled subjects)

Variable Category Statistic All enrolled subjects
Gender Female n (%) 30 (100.0%)
Race
Caucasian n (%) 30 (100.0%)
Age (years) n 30
Mean 33.3
SD 861
Minimum 18
Median 325
Maximum 47
Height (cm) n 30
Mean 165.1
sSD 49
Minimum 159
Median 164.0
Maximum 176
Weight (kg) n 30
Mean 61.2
SD 6.3
Minimum 50
Median 60.9
Maximum 74
Body mass index (kg/m’) n 30
Mean 22.4
SD 2.2
Minimum 18.9
Median 22.6
Maximum 26.8

N: number of all subjects: n: number of subjects with data: %: percentages are based on the number of subjects enrolled; SD:
standard deviation.

Source: Tables 14.2.1.1 - 14.2.1.6
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14.2 SYSTEMIC BIOAVAILABILITY DATA

Table 8. Plasma concentrations of T, (ng/dL)

Mean Free T4
; ; ; 95% | 95%
VISIT Time | N | Mean | Std | Min | Median | Max Ler | ven
Day 0 Baseline 08:30 | 30 1.13 0.15 | 0.82 1.17 1.44 1.08 1.19
Day 0 (5h) Control 1 13:47 | 30 1.09 0.15 | 0.82 1.12 1.46 1.03 1.14
Day 1 (24h) Control 2 08:49 | 30 1.14 | 0.12 | 0.90 1.15 1.51 1.10 1.19
Day 14 Control 3 08:54 | 30 1.10 0.12 | 0.86 1.10 1.39 1.06 1.15
Day 28 EoT 08:50 | 30 1.11 0.13 | 0.91 1.12 1.40 1.07 1.16
Day 42 EoS 08:57 | 30 I.13 0.14 | 0.87 1.12 1.52 1.08 1.18
Source: Tables 14.4.3.1
Figure 1. Trend over time of T; (Boxplot)
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Table 9. Plasma concentrations of T; (ng/dL)

Mean T3

5% | 95%

VISIT Time | N | Mean | Std | Min | Median | Max z CL’ - CE

Day 0 Baseline 0830 [30| 38 |o052| 28 | 375 497 | 364 | 4.03
Day 0 (5h) Control 1 1347 (30| 352 | o044 | 277 | 352 472 | 336 | 3.69
Day 1 (24h) Control 2 08:49 (30| 383 | o044 |312]| 374 473 | 367 | 399
Day 14 Control 3 08:54 | 30| 377 | o042 | 287 | 3.75 453 | 362 | 393
Day 28 EoT 08:50 |30] 380 | 040 | 306] 374 457 | 365 | 3.95
Day 42 EoS 08:57 | 30| 367 | 040 | 295]| 370 459 | 352 | 3.82

Source: Tables 14.4.5.1

Figure 2. Trend over time of T, (Boxplot)

th

T3 pglL
O
__.|
O

ha

DayD Day 0 Day 1
Baseline Controi 1 Caontrol 2

Study code: Somagel.
Final Version Date: 08 November 2019

oy <
2=
Day 14 Day 2B EoT Dayd42EoS

Contral 3

Hormal range

Mormal range

Clinical Study Report
Page 51 of 56




Table 10. Piasma concentrations of rT; (ng/dL).

Mean rT3
VISIT Ti N|M Std | Min | Medi By | e | So%
me ean n edian ax LCL UCL
Day 0 Baseline 08:30 {30 0.18 0.04 | 0.10 0.18 0.30 { 0.16 | 0.20
Day 0 (5h) Control 1 13:47 | 30| 0.20 0.05 ] 0.11 0.19 0.34 | 0.18 0.22
Day 1 (24h) Control 2 08:49 | 30| 0.18 0.04 | 0.12 0.18 0.28 | 017 0.20
Day 14 Control 3 08:54 |30 ] 0.19 | 0.06 | 0.10 0.19 0.42 | 0.17 0.22
Day 28 EoT 08:50 (30| 020 | 0.06 | 0.10 0.19 0.33 | 0.18 | 0.22
Day 42 EoS 08:57 |30 0.20 0.05 | 0.11 0.21 0.30 | 0.18 0.21
Source: Tables 14.4.4.1
Figure 3. Trend over time of rT; (Boxplot)
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Table 11, Plasma concentrations of TSH (mUI/L)

Mean TSH
% NI m Std | Mi Medi M 95% | 95%
VISIT Time ean t in edian ax LeL | veL
Day -15 Screening 09:47 | 30| 1.54 | 0.69 | 0.23 1.56 285 | 1.29 | 1.80
Day 0 Baseline 08:30 | 30 1.90 0.91 | 0.69 1.65 3.98 1.56 2.24
Day 0 (5h) Control 1 13:47 | 30 1.27 0.48 | 0.53 1.47 2.29 1.10 1.45
Day 1 (24h) Control 2 08:49 | 30 1.60 0.82 | 0.33 1.47 4.85 1.29 1.90
Day 14 Control 3 08:54 | 30 1.61 0.81 | 0.44 1.42 3.85 1.31 1.92
Day 28 EoT 08:50 | 30 1.85 1.00 | 0.53 1.58 448 1.48 2.23
Day 42 EoS 08:57 | 30 1.63 0.75 | 0.38 1.62 4.20 1.35 1.91
Source: Tables 14.4.2.1
Figure 4. Trend over time of TSH (Boxplot)
5.0
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14.3 SAFETY DATA

Table 12. Summary of All AEs by SOC, PT and relationship

System Organ Class

Number (%) of subjects

Preferred Term Not related | Related Overall
N=30 N=29 N=32

Gastrointestinal disorders

Dyspepsia 1(6.3%) 1(5.3%)
Injury, poisoning and procedural complications

Limb injury 1(6.3%) 1 (5.3%)
Musculoskeletal and connective tissue disorders

Back pain 1 (6.3%) 1 (5.3%)
Nervous system disorders

Headache 9 (56.3%) 9 (47.4%)
Psychiatric disorders

Anxiety 2 (12.5%) 2 (10.5%)

Insomnia 1 (6.3%) 1 (5.3%)
Reproductive system and breast disorders

Premenstrual syndrome 1(6.3%) 1 (5.3%)
Skin and subcutaneous tissue disorders

Erythema 2 (66.7%) | 2 (10.5%)

Pruritus 1 (33.3%) | 1(5.3%)
Al 16 (100%) | 3(100%) | . 12

(100%)

Adverse events were coded using the Medical Dictionary for Regulatory Activities version 22.0.

Source: Table 14.6.2.2
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Table 13. Change from baseline in vital signs.

Baseline Change from baseline

Day 0 5h Day | Day 14 Day 28 Day 42

N=30 N=30 N=30 N=30 N=30 N=30
SBP (mmHg) 1116+ -4,1+£7.5 -14+86 | -1.1£9.0 | -1.8£79 | 0.1+£104
DBP (mmHg) 750735 -27+74 -14+73 | -1.5+69 | -24+6.5 -5.1£59
HR (bpm) T5 5 -6.8+7.6 21491 -0.2 £ -0.8= -23£106
RR (bpm) 139+12 | -0.1+06 -02+19 | -02+£09 | -02£09 | -04%1.0
Body temper. (°C) | 36.5+0.4 0.1+0.4 -0.0+0.4 0.0+0.5 0.0+0.5 0.1x=04

Study code: Somagel.
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Appendix 16.1.1 Protocol

CONFIDENTIAL Somagel

CLINICAL TRIAL PROTOCOL

INVESTIGATIONAL

MEDICINAL PRODUCT (iMp): | Somatoline Gel

PROTOCOL N°: Somagel

EUDRACT N°: 2018-002380-26

Single-group, open study on the systemic bicavailability,
TITLE: safety and local tolerability of a new gel formulation of
Somatoline® in 30 healthy women,

Societa ltalo Britannica

L. Manetti - H. Roberts & C. per Azioni

SPONSOR: Via Baldanzese, 177,

50041 Calenzang — Firenze, ltaly

Tel: (+39) 055 8835320

Cristina Sabatini

SPONSOR STUDY MANAGER: e-mail address: csabatini@Zmanettiroberts.it

i Clinical Pharmacology Centre for Drug Experimentation,
CO-ORNISATING CENTER: University Hospital, Via Roma, 67, PISA, [taly

CROnos Ricerche Cliniche srl
via Tonale, 22

STUDY MONITORING: 20125 Milano Ttaly

tel. +39. 02. 67.38.28.69

fax. +39. 02. 67.38.28.68

DOCUMENT VERSION: Final v1.0

DOCUMENT DATE: 09 July 2018

This study will be performed in compliance with Good Clinical Practices, including the archiving
of essential documents.

This protocol is confidential property of Manetti & Roberts, not to be copied or disclosed to
third parties without written authorization from Manetti & Roberts.
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SPONSOR STUDY MANAGER
Name, Surname: Cristina Sabatini
Address: Societa Italo Britannica L. Manetti - H. Roberts & C. per Azioni

Signanu@u_ﬁh[m %{)\gaﬁ s Date 30 /09 / 9 NS

R&D —PRODUCT INNOVATION MANAGLR
Name, Surname: Barbara Tracuzzi
Address: Societa Italo Britannica L. Manetti - H. Roberts & C. per Azioni

Sr'gnarm'e@'l)dlﬂt% G‘QKQ{C&M{ Date i@ / 0_1“ / 20'?_8

STATISTICIAN
Name, Surname: Flavio Mascagni
Address: Pharmaceutical Development & Services S.r.1,

Signature Date / /
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PROTOCOL ISSUING

SPONSOR STUDY MANAGER
Name, Surname: Cristina Sabatini
Address: Societa Italo Britannica L. Manetti - H. Roberts & C. per Azioni

Signature Date / /

R&D - PRODUCT INNOVATION MANAGER
Name, Surname: Barbara Tracuzzi
Address: Societa Jtalo Britannica L. Manetti - H. Roberts & C. per Azioni

Signature Date /! /

STATISTICIAN
Name, Surpame: Flavio Mascagni
Address: Pharmaceutical Development & Services S.r.l.

!j];’,‘

Signature g /b Date | O / [ / ZQ g'é
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PROTOCOL VERIFICATION

PRINCIPAL INVESTIGATOR
‘Name, Surname: Giovanni Gori

Address: Clinical Pharmacology Centre for Drug Experimentation, University Hospital

1 have read this protocol and agree to conduct this trial in accordance with all the stipulations of the protocol and
in accordance with the Declaration of Helsinki.

Signature ~ Date /{4 /jU é / ZO A 6;
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eventual protocol amendment number
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09 July 2018
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Somagel

PROTOCOL SUMMARY

Title:

Single-group, open study on the systemic bicavailability, safety, local
tolerability of a new gel formulation of Somatoline® in 30 healthy women.

Protocol N°:

Somagel

Eudract N°:

2018-002380-26

Study Site(s):

Clinical Pharmacology Centre for Drug Experimentation, University
Hospital, Via Roma, 67, Pisa (ltaly).

Study Objectives:

The primary objective of the study is to assess the systemic bioavailability
of I-T, in female subjects with afler repeated cutaneous of a gel formulation
of Somatoline™ according to the proposed posology as per Summary of
Product Characteristics (SmPC) of emulsion Somatoline.

The secondary objectives of the study are:

e to assess the systemic bioavailability of 1T; T, and TSH. after
repeated cutaneous application of a gel formulation of Somatoline®
in female subjects

e o assess the local and systemic tolerability after repeated cutaneous
application of a gel formulation of Somatoline® in female subjects

Study Population:

Sample size: based on a prior experience conducted with a similar
formulation (Certan et al. 2013) mean value of FT4 was assumed to be 11.0
+ 1.2 pg/mL and a sample size of 26 subjects was estimated to allow
confirming the stability of said value during the study within confidence
interval of £0.7 (99% confidence interval). Assuming a dropout rate of 15%
the decision was taken to enroll 30 subjects.

Inclusion criteria: healthy woman will be enrolled in the study if they meet
all the following inclusion criteria:

e Sex and age: Adult women aged between 18 and 50 years;
e Race: Caucasian;
o Body mass index (BMI): 18.5 > BMI < 30 kg/m’;

o Vital signs: systolic blood pressure (SBP) = 100-139 mmHg;
diastolic blood pressure (DBP) = 50-89 mmllg; heart rate (HR) =
50-90 bpm, measured after 5 min of rest (sitting position);

o Electrocardiogram (ECG): no clinically relevant abnormalities at
ECG (12 leads);

o Physical examination: no clinically relevant abnormal physical
findings;

e Laboratory analyses: no clinically relevant abnormal laboratory
values indicative of physical illness;

Somagel Protocol
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CONFIDENTIAL

Somagel

Allergy: no ascertained or presumptive hypersensitivity to the active
principle and/or formulations ingredients or /3 lactam antibiotics;

Medical history: no history of anaphylaxis to drugs or allergic
reactions in general, no relevant history of renal, hepatic,
cardiovascular, respiratory, skin, haematological, endocrine, or
neurological diseases that may interfere with the aim of the study,
no history of gastric mucosal damages, no neoplasia, no
medications during 2 weeks before the start of the study, including
OTC (“over the counter™);

Participation in another experimental trial: no participation in the
evaluation of any experimental drug within 3 months prior to
screening;

Bload donors: no blood donations during 3 months prior to this
study;

Drug or alcohol history: no history of drug, alcohol (< 1 drink/day
for females, defined according to USDA Dietary Guidelines 2000)
or tobacco abuse (< 10 cigarettes/day);

Pregnancy; not pregnant or lactating;
Contraception: fertile women willing to use barrier contraceptive

methods;

Subjects’ capability: ability to comprehend the full nature and
purpose of the study, including possible risks and side effects;
ability to co-operate with the Investigator and to comply with the
requirements of the entire study;

ICF: signed written ICF prior to inclusion in the study:

Life-siyle: Willingness of the subject to maintain a constant life
style during the period of the study.

Exclusion criteriaz Women will be excluded from the study if they meet
anyone of the foilowing inclusion criteria:

Pregnancy: pregnant or lactating women;
ECG: clinically relevant abnormalities;

Physical findings: clinically relevant abnormal physical findings
which could interfere with the study objectives;

Laboratory analyses: clinically relevant abnormal laboratory values
indicative of physical illness;

Allergy: ascertained or presumptive hypersensitivity to the active
principle and/or formulations” ingredients; history of anaphylaxis to
drugs or allergic reactions in general, which the Investigator
considered to potentially affect the outcome of the study;

Diseases: relevant history of renal, hepatic, gastrointestinal,

Somagel Protocol
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Somage!

cardiovascular, respiratory, skin, haematological, endocrine (in
particular, thyroid), or neurological diseases, which may interfere
with the aim of the study, history of gastric mucosal damages,
neoplasia;

Contraceptive: changes (early or suspension) of the use of
contraceptive oestrogen-progestin in the last 4 weeks, and inability
to take adequate contraception during the study;

Medications and dier: any medication, including OTC, is forbidden
during the screening period. Moreover:

o In the 6 months before screening, any treatment with
antithyroid drugs or any therapeutic use of iodine or iodine-
containing medications (e.g., amiodarone, Somatoline™) is
forbidden;

o In the 6 months before screening, any diagnostic tests that
fed to the use of tracers, contrast agents containing iodine or
iodine isotopes, is forbidden:

o inthe 4 weeks before screening, no changes in diet of foods
containing iodine (e.g., iodized salt), or use disinfectants
(e.g., betadine), detergents or any systemic or topical
product containing iodine, including mouthwashes (e.g.,
lodosan), toothpaste iodinated, douches, Lugol's solution;

o In the 4 weeks before screening, any use of food
supplements and herbal medicines;

o adaily intake of iodized salt < 1,100 pg/day.

Investigative drug wrials: participation in the evaluation of any
experimental drug within 3 months prior to the start of the study;

Blood donation: blood donations during the 3 months prior to this
study;

Drug, aicohol, tobacco: history of drug, alcohol [> | drink/day for
females defined according to USDA Dietary Guidelines 2000] or
tobacco abuse (> 10 cigarettes/day).

Study Design: The study will be run according to a single-group, open design.

Treatment: Somatoline® 10 g gel (I-Ty 10 mg/escin 30 mg) will be applied daily 10
grams on each thigh (20 grams per day in total) during the first 2 days,
followed by 5 grams per thigh (10 grams per day in total) until the end of a
4-week period, starting from the day the first dose was applied. The subjects
have to apply the product and then massage the skin of the entire thigh for
several minutes until completely absorbed.

Evaluation parameters: Primary end-point

Blood samples for measurement of TSH concentrations will be
collected during the Screening (Day -15 to Day 0}, Control 1 (Day 0
— Hour 5), Control 2 (Day 1). Control 3 {Day [4) and End of
Treatment (Day 28). The assessments will be repeated at End of
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Study (Day 42) after a 14-day follow-up, during which no treatment
will be performed. Apart from the Control | assessment, all blood
samples will be collected at the same time of the day, with a time
window of + | hour.
Safety assessment

- Safety of the tested formulation will be evaluated based on the
record of any AE and SAE. Moreover, the local tolerability at the
application site will be assessed by both the investigator (imedical
visit) and the subject (diary), throughout the entire study duration.

Statistical analysis: To assess the systemic bioavailability of 1-T4 (primary endpoint) and 1T3,
T3, TSH, (secondary endpoints) after repeated cutaneous application of a
gel formulation of Somatoline® in female subjects, ANOVA will be used.

Frequency tables will be provided for adverse events and local tolerability,
as well as for abnormalities detected with ECG, laboratory data and vital

signs.
Expected starting date: Date 30 October 2018
Expected ending date: Date 28 February 2019

Somagel Protocol
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OVERALL STUDY SCHEDULE

Screening l:::::::: Control 1| Control 2 | Control 3 Endof | Endof Study
: : Day 0. Dayi | Dayld4 | Treatment | (Follow-up)
Timing of event dosing) S ' ' :
tDoa;’;;?] Day0 | 5 hours 24 hours | Day 14 +1 ny:'zs 43|  Day42
Informed Consent X
Eligibility X X
Demography & Lifestyle X
Medical History X
Hematology X X
Blood chemistry X X
Urine Drug Screening X
Urinalysis X
loduria X X
Virology X
Alcohiol/Nicotine
Consumption “
TSH concentration’ x X X X X X
Free T4, r-T3, T3! X X X X X
Pregnancy Test X X
Treatment’ X X X X X
¥ ml'{l g:g;é‘s?:;gsp, X X X X X X b
Physical Examination x X X
ECG X X
Adverse Events X X X X X X
nssel;(s)g?lllryoil:::;?ézers " . A ¥ X
Local Tolerability
assessed by subject X X X X X
(subject diary)

X' Free T4 r-T3, T3 and TSH concentrations will be evaluated at Baseline before dosing and 5 hours dfter
dosing, al Day 1 (24 hours after dosing) , at Day 14, at Day 28 and Day 42

X% the treatment will start after the eligibility criteria reconfirmed, a negative pregnancy test and plasma
concentrations obtained. The treatment starts on each thigh (10 grams) per day during the first two days, followed
by 5 grams per thigh until the end of a 4-week period.
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Screening

Day 0

Baseline

STUDY FLOW CHART

Day -15to Day 0

First application of Somatoline®

Screening tests

Day | to Day 28

Treatment

Day 0 (before dosing)

Contral 1:
Day 0
5 hr after dosing

Control 2
Day 1
24 hours after dosing

Control 3
Day 14

Last application of Gel

EOT
Day 28

Follow-up Day 29 to Day 42

EOS
Day 42
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LIST OF ABBREVIATIONS
PR s e s A T e e T R e T T R e e T S e Y T Adverse Drug Reaction
AR, oo msmeanspmyrbeiis s s A s T e S A R Adverse Event
B i T T S TS s S TR S R R SR Body Mass Index
ORI i tacusammucaissionosines s Soa s ivas i sim oATys v s oo A B S Y SR A TS A SRR e S s Case Report Form
CRO. cevereennene.Contract Research Organization
CSR. rrerrereememeeeenneenns Clinical Study Report
CV... veeveneenens Coefficient Of Variability
DBP .. veerieense. Diastolic Blood Pressure
B ot o R e s S S s A R AR S Electrocardiogram
TN oo euoveniosste Y A S P A N S R AR YA End-Of-Study
EOT .. veveeneeren End-Of-Treatment
1 T ey Free Thyroxine
B e L R A P S S S e T R Good Laboratory Practices
BB . i o S A 3 3 3 S S B S S S 5 5 5 o VSV s P P Hepatitis B
HCV. v eereneramseaeneeneees HEPAtitis C Virus
HIV. cereeeneeenes Human Immunodeficiency Virus
T P ey 0 T D R iy S S Heart Rate
ICF.. vrerreenans Informed Consent Form
TETEY, v ol e s SR s e A A VAR RSy International Conference Of Harmonization
IEC.... rvennr. independent Ethics Committee
IMP sssmmvmssmnsmasaivnsiscspmssne R S A S AT SRR e s TR Investigational Medicinal Product
T s orescnpsnanmensi s s skean s ammess men smsnse g s N A e T s A S T intent-To-Treat
WAL oo i s s T Ao R B S0 i G e i ST Mean Concentration Of Haemoglobin
N N s o O S A G R 5 Y N R e Al e 5 Mean Corpuscular Volume
VBI04 S S Y RS Y SEEF FE ER RS BT 00 Manetti & Roberts
S e T National Competent Authority
@ Y & e OISO oo Y PR S e P e T e S Over The Counter
) e S R S S S RO R S Principal Investigator
P i R e R A B S RS SR S RN SN R e e T RS AR Per Protocol
21 o Ty Tty Red Blood Cells
BLBEDD cosiisicisiods s sossni i inasmsnsos Soomns e s s8R EEUREA LRSS Ky 80TV RS AR R AR SRR S s u e nmramrs mrrra sS4 P A SR S Research and Development
R o siveisenarssnesereavmssssspessasasasseseanssesenssasasarsnnssnen b sebassinssts ssass iobabiasns snsansanirinsstaressarsos sasasaisbitasusinas Respiratory Frequency
B s ensns e e T e e e T P VB A R S R R Reverse Triiodothyronine
A IR i s s e e o U R S U S B A S SR Ny 8 Serious Adverse Drug Reaction
A v s s Y Bk 3 S R S S S ST A AR A A AR R 3 5 Serious Adverse Event
SBP. corenaneenss Systolic Blood Pressure
oy 5 T O U U PSSO TP PPOUO PP PSPPSR RSP Standard Deviation
o] SN SUDPE (o v RSP e R R S T Screening Failure
SUSAR catreeeeeeerisi e sisenmie s sib e setsas s s e Suspected, Unexpected Serious Adverse Drug Reaction
i s R R S A A ST s S s R R Triiodothyronine
TOST rerrrereeenenes TWO-One-Sided T-Test

Somagel Protocol

Final Version 1.0 of 09" July 2018

Page 11



CONFIDENTIAL Somagel

L L Thyroid Stimulating Hormone
L L= B U N O U O United States Dietary Allowance
N vl it e ons e AR o o T A s A R T White Blood Cells

Somagel Protocol
Final Version 1.0 of 09" July 2018 Page 12



CONFIDENTIAL Somagel

TABLE OF CONTENTS
PROTOCOL SUMMARY 5
OVERALL STUDY SCHEDULE 9
STUDY FLOW CHART 10
TABLE OF CONTENTS 13
1 ORGANISATIONAL AND ADMINISTRATIVE ASPECTS 16
1.1 STUDY SITE 16
1.2 LABORATORY 16
1.3 CONTRACT RESEARCH ORGANIZATION (CRO) AND STUDY MONITORING 16
1.4 DATA MANAGEMENT & STATISTICAL ANALYSIS 16
1.5 DRUG SAFETY 16
1.6 CLINICAL QUALITY ASSURANCE 16
2 INTRODUCTION 17
2.1 BACKGROUND INFORMATION 17
22 RATIONALLE 18
23 POTENTIAL RISKS AND BENEFITS 19
3 TRIAL OBJECTIVES 19
3.1 PRIMARY OBIECTIVE (S) 19
32 SECONDARY OBIECTIVE(S) 19
3.3 END POINT(S) 19
4 TRIAL DESIGN 19
5 SELECTION OF POPULATION 20
24 SUBJECTS SELECTION 20
52 INCLUSION CRITERIA 20
53 EXCLUSION CRITERIA 21
5.4 WITHDRAWAL OF SUBJECTS 22
s PREMATURE TERMINATION 22
6 TREATMENTS 23
6.1 INVESTIGATIONAL MEDICINAL PRODUCT 23
6.2 DOSAGE AND ADMINISTRATION 23
6.3 PACKAGING AND LABELLING 23
6.4 STORAGE AND ACCOUNTABILITY 23
6.5 CONCOMITANT MEDICATIONS AND STUDY RESTRICTIONS 24
6.6 PRECAUTIONS/OVERDOSAGE 24
6.7 TREATMENT ALLOCATION AND RANDOMISATION PROCEDURES 24
6.8 EMERGENCY CODE AND UNBLINDING PROCEDURES 24
7 STUDY PROCEDURES 24

Somagel Protocol
Final Version 1.0 of 09" July 2018 Page 13



CONFIDENTIAL Somagel
7.1 OVERALL S$TUDY SCHEDULE 24
7.2 SCREENING (DAY -15 TO DAY 0) 24
7.3 BASELINE (DAY 0) 24
7.4 CONTROL 1 (DAY 0 — 5 1HOURS AFTER THE FIRST APPLICATION) 25
1.3 CONTROL 2 (DAY | - 24 HOURS) 25
7.6 ConNTROL 3 (DAY 14) 25
7.7 END OF TREATMENT (DAY 28) 25
7.8 END OF STUDY (DAY 42) 25
8 OTHER STUDY MATERIAL 26
9 MEASUREMENT OF EFFICACY AND SAFETY VARIABLES 26
9.1 PRIMARY EFFICACY VARIABLES 26
9.2 SAFETY VARIABLES 26
9.2.1 Physical examination 26
9.2.2 Vital signs 27
9.2.3 ECGs 27
9.24 Clinical laboratory assays 27
9.2.5 Local tolerability assessment, throughout the entire study duration 28
10 ADVERSE EVENTS DESCRIPTION & REPORTING 28
10.1 DEFINITION OF ADVERSE EVENT 28
10.2 TIME PERIOD, FREQUENCY, AND METHOD OF DETECTING AES AND SAES 30
10.3 RECORDING OF AES AND SAES 30
10.4 ASSESSMENT OF AE RELATIONSHIP TO TREATMENT. 30
10.5 EXPEDITED REPORTING OF SAES 31
10.6 FoLLow-upr o SAE/SADRS 31
10.7 REPORTING OF SUBJECT DEATH 31
10.8 REPORTING OF PREGNANCIES 31
(0.9 SAFETY OBLIGATIONS OF THE SPONSOR 31
11 DATA MANAGEMENT AND STATISTICAL ANALYSIS 32
1.1 DATA MANAGEMENT AND DATA QUALITY ASSURANCE 32
1.1.1 Data collection / CRF 32
I Coding Dictionaries 32
L2 STATISTICAL ANALYSIS 32
11.2.1 Statistical hypotheses 32
P22 Sample size 33
1123 Population for analysis 33
11.2.4 Missing data 33
11.2.5 Protocol deviations 33
11.2.6 Interim analysis 33
El.2.7 Statistical methods 33

Somagel Protocol

Final Version 1.0 of 09" July 2018

Page 14



CONFIDENTIAL Somagel

1.3 BIOLOGICAL SAMPLES 34
12 MONITORING AND ACCESS TO DATA 34
12.1 MONITORING 34
12.2 QUALITY CONTROL AND QUALITY ASSURANCE 34
13 ETHICAL AND REGULATORY ASPECTS 35
13.1 DECLARATION OF HELSINKI 35
13.2 NCA AND IEC APPROVAL 35
13.3 PROTOCOL AMENDMENTS 35
13.4 WRITTEN INFORMED CONSENT 36
13.5 INSURANCE 36
13.6 CONFIDENTIALITY 36
14 LOCATION OF DATA 37
15 REPORTING 37
16 PUBLICATION POLICY 37
17 RESPONSIBILITIES 38
17.1 SPONSOR 38
17.2 CLINICAL CENTER 38
17.3 CRO 38
18 REFERENCES 38
19 APPENDICES 38
19.1 APPENDIX | : SAMPLE OF STUDY MEDICATION LABELS 39
19.1.1 PRIMARY PACKAGING 39
19.1.2 SECONDARY PACKAGING 40
19.2 APPENDIX 1I: SAMPLE OF SUBJECT CARD 41

Somagel Protocol
Final Version 1.0 of 09" July 2018 Page 15



CONFIDENTIAL Somagel

1 ORGANISATIONAL AND ADMINISTRATIVE ASPECTS

1.1  STuUDY SITE

The study will be run at the Clinical Pharmacology Centre for Drug Experimentation, University Hospital, via
Roma 67, 1-56126 Pisa (ltaly).

Principal Investigator (PI): Dr Giovanni Gori

E-mail: giovannigori.gorifgemail.com

Phone: +39-050-993240; Fax: +39-050-993240;

1.2 LABORATORY

Laboratory analyses will be performed at the study clinical site. Analytical facilities and procedures are in
compliance with GLPs regulations,

1.3 CONTRACT RESEARCH ORGANIZATION (CRO) AND STUDY MONITORING
CROnos Ricerche Cliniche srl. via Tonale, 22, 20125 Milano Italy

Project Manager: Dr. Elisabetta Di Martino
Email: edimartinodicronos,srl

Mobile: +39-345-9966300

1.4 DATA MANAGEMENT & STATISTICAL ANALYSIS
Statistician: Dr. Flavio Mascagni

Email: mascagniflavio@amail.com
Phone: +39-0575 66999;

1.5 DRUG SAFETY

All serious adverse events (SAE), whether or not deemed drug-related or expected. must be reported in writing by
using the SAE Form by the PI within 24 hours (one working day) of first becoming aware of the event to:

Email: farmacovigilanza@ipharmades.it; Tel: +39-055-7224179: Fax: +39-055-7227014.

The report is made by the Investigator in writing by email and/or by fax, by meaning the form designated for
serious adverse event reporting (SAE Report Form).

1.6 CLINICAL QUALITY ASSURANCE

The study will be conducted and monitored by Pharma D&S under the sponsorship of M&R Spa.

The clinical trial will be conducted according to ICH-GCP EGR2. The CRO will be responsible for data processing
(that includes also data validation, errors resolution, quality control verification of efficacy/safety defined
variables) according to the procedures established with the sponsor. The database will be closed after that all data
will be considered complete and accurate by the coordination of the trial.

The sponsor, or the sponsor’s representative, may conduct audits at the investigational sites. The Pl agrees to
participate with audits conducted at a reasonable time, in a reasonable manner.
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2 INTRODUCTION

2.1 BACKGROUND INFORMATION

The “edematous fibrosclerotic panniculopathy™ - more commenly known as “cellulite” - is a localized metabolic
disorder of the subcutaneous layer of skin, the dermis, and its small blood vessels. Over years, these vessels
become compressed, resulting in inflammation, poor lymph drainage. proliferation of fibrous tissue, tissue damage,
unevenness of the thickness of the skin, and the protrusion (herniation) of fat through layers of the skin. The
primary areas involved - the thighs, abdomen, and buttocks - acquire the uneven, dimpled, and textured skin of an
orange (peau d'orange) or the lumpiness of cottage cheese. Cellulite is common and found in from 85 to 98% of
post-adolescent females (though more often in Caucasian than Asian or Black women). It is rarely seen in males
but is more common in males with androgen-deficient states, such as Klinefelter's syndrome, hypogonadism, post-
castration states and in those subjects receiving oestrogen therapy for prostate cancer.

The causes of cellulite include changes in metabolism, physiology, dieting too hard or too much, sex-specific
dimorphic skin architecture, alteration of connective tissue structure, hormonal factors, genetic factors,
microcirculatory system, exiracellular matrix, and subtle inflammatory alterations (Avram 2004; Pavicic et al.
2006). As mentioned above, cellulite is not a static condition. If left untreated, it can get worse. Early intervention
may help reduce or even prevent its insidious progression. Indeed the following stages occur during cellulite
formation (Marenus, 1997):

» STAGE ONE: it involves a deterioration of the skin dermis. whereby the integrity of the blood vessels and
capillaries that create a complex transport network throughout the skin slowly begins to break down.
Similarly, the upper region of the dermis begins to lose some of its capillary network. Fat cells, housed
within the freestanding fat cell chambers, begin to engorge with lipids, often swelling 2-3 times their
original size. Fat cell clumping may commence at this stage as well. Fluid begins to accumulate in the
tissue, most likely due to a breakdown in the capillary system. Projections of fat begin to occur in the
dermis and there is an increase in glycosaminoglycans, which may account for the enhanced ability for
tissues {o retain excess water.

e STAGE TWO: dermal deterioration increases, and the microcirculatory system continues to decline. Fat cells
engorge further, and clumping is more pronounced. so that the compression of the blood vessels keeps on
increasing. The appearance of gaps in the dermis, which may be the result of the normal inflammatory
process, is common. Such process activates specific enzymes such as collagenase and elastase, creating an
available path for immune cells to migrate to the site of inflammation. Fluids continue to accumulate. At
this stage, “orange peel™ skin is evident.

e STAGE THREE: the microcirculatory system continues to deteriorate, slowing metabolism in the cells of the
dermis. Both protein synthesis and the repair process are reduced drastically, which may contribute to a
thinning of the dermal layer. Protein deposits begin to form around fat cell clusters. Pinching the skin
between finger and thumb at this stage demonstrates a definite “orange peel” effect.

e BY STAGE FOUR, hard nodules are evident in the dermal region, These are comprised of fat cell clumps
encased in a hardened protein shell.

Somatoline® is a medicinal product that has been authorized for marketing in Italy since November 1973 for the
treatment of localized adiposity accompanied by cellulite. The product is today manufactured as cutaneous
emulsion containing I-thyroxine (I-Ty) at the concentration of 0.1% (i.e., 100 mg per 100 gr of emulsion) and escin
at the concentration of 0.3% (i.e., 300 mg per 100 grams of emulsion); the product is sold as 10-g sachets for
cutaneous application.

The active ingredients of Somatoline® exert their activity mainly on adipose tissue, activating the process of
hydrolysis and mobilization of triglycerides and fatty acids, and developing an inhibitory action on the synthesis of
lipids. They act also on the permeability of the capillaries, exerting anti-oedema action and removal of stagnant
liquids in the tissues, playing a mobilizing effect at the tissue level of saline water collected, frequently found in the
tissues affected by cellulite.
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Somatoline® has been reported to show a consistent tolerability across the years.

Since 1995 up to December 2016, it has been estimated that 8.359.197 packs of Somatoline® have been sold, which
are equivalent to 208.757.975 doses (1 dose corresponding to 1 sachet or to 2 sprays) covering about 5.218.949
cycles of treatment (40 consecutive days, using | dose of 10 g per day). Thus, assuming that to each cycle
corresponds a subject, it is estimated that a total number of about 5.218.949 have been exposed to Somatoline®.
During this long period, the evaluation of the cumulative safety data and the benefit-risk analysis have confirmed
the favourable safety profile of the medicinal products (PSUR, 2017).

The safety of use is supported by bioavailability studies performed after cutaneous administration, which document
the absence of any significant systemic absorption of the active compound. In particular, Buraglio (1997)
demonstrated that topical application of 1-T4. did not affect physiological levels of pituitary - thyroid hormones,
finding which was further clinically confirmed by Galbiati et al, (2002) and more recently by in vitro studies
performed by Padula et al. (2008).

More recently, Certan et al. (2013) have assessed the systemic effects of a cycle of treatment with the emulsion
formulation of Somatoline® (I-T and escin in healthy women based on changes in bioavailability of free I-T,, free
I-Ts reverse |-T; (1'T3), and thyroid stimulating hormone (TSH). The study enrolled 20 healthy adult women with a
body mass index (BMI) lower than 30. not exposed to iodine-containing products. The study called for 28
consecutive days of treatment with Somatoline® followed by a 14-day follow-up period. Blood samples for free T,,
free Tz and TSH levels were drawn at baseline, 5 and 24 hours after the first application and thereafter on days 14,
28 and 42. Levels of r'T3 were measured during the first 24 hours post-application.

Subject mean age was 40.1 + 8.0 years and BMI from 19.1 1o 29.8. Levels of free T, always remained within
normal range and did not change in a clinically relevant way from baseline (11 % 1.2 pg/dL), with maximum mean
change from pre-treatment values of 0.4 pg/mL (p = 0.87). Likewise, free T3 and TSH levels did not change
significantly from baseline (3 + 0.4 pg/dL and 1.8 + 0.9 pU/mL, respectively). Levels of rT; behaved in a similar
way, with modest changes from baseline (p = 0.29). Local tolerability was defined “excellent” for 19 out of 20
women (95%) and “moderate” in one subject who experienced the onset of folliculitis, for which causal correlation
with the treatment was considered “possible”.

Thus, once Somatoline” is used under the recommended modes of use, the application of the product does not
affect plasma levels of Ty, T, rT; and TSH, either in the short term or after 28 days (Certan et al, 2013).

2.2 RATIONALE

Somatoline™ has been actually developed in the pharmaceutical form of gel. The quali- and quantitative
composition of Somatoline® gel is reported in the following:

Somatoline® gel Ingredients

SOMATOLINE GEL
Cod. MP MATERIE PRIME % acqua 89,40g
R162008 |Acqua demi. 89,42 alcol etilico
R104812 |(-Tiroxina micronizzata 0,10 96% 5,00g
R0O96181 |Escina 0,30 sorbitolo 3,008
R094693 | Gomma Xantana 0,20 fenossietanolo 0,80g
Carbopol 980 {.Lubnzolj 0,40 carbopol 980 NF 0,40g
. Trietanolammina (Carlo Erha) 0,38 =
; trietanolammina 0,38
RO10261 |Sorbitolo sol. 70% 3,00 rmidaiolidimiurea 030
RO53451 | Imidazolidinyl urea 0,30 - vur 0’ Dg
" Alcol Etilico 96 (Distilleria Sicing 228
Scardina) 5,00 gomma xantan 0,20g
R170821 |Profumo Rose 101380 0,10 levotiroxina 0,10g
* Fenaossietanolo {Faravelli) 0,80 profumo 0,10g
100 TOT 100,00 g
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2.8 POTENTIAL RISKS AND BENEFITS

The general and local safety of use of Somatoline® is documented by biochemical and pharmacological evidences,
as well as by the previously performed studies of bioavailability, which have documented that no clinically relevant
amounts of T; are systemically absorbed after repeated cutaneous application of the marketed Somatoline®
emulsion (Somatoline” Investigator’s Brochure v. 2 of 3™ July 2018). No absorption of significant amounts of Ty
are also expected with Somatoline® gel and, therefore, the risks for subjects who accept to participate in this study
are expected to be identical to those related to current use of Somatoline” emulsion in the standard daily body care.

3 TRIAL OBJECTIVES

31 PRIMARY OBJECTIVE (S)

The primary objective of the study is to assess the systemic bioavailability of I-T, in female subjects with local
cellulitis after repeated cutaneous of a gel formulation of Somatoline® according to the proposed posology as per
Investigator's Brochure.

3.2 SECONDARY OBJECTIVE(S)

The secondary objectives of the study are:

= (o assess the systemic bioavailability of Ty, rTa, and TSH. after repeated cutaneous application of a gel
formulation of Somatoline™ in female subjects with focal cellulitis;

e to assess the local and systemic tolerability after repeated cutancous application of a gel formulation of
Somatoline® in female subjects with local cellulitis.

3.3 END POINT(S)

The primary end-point is the comparison of the pre-treatment plasma concentrations of I-T, with those observed 24
hours, 14 days and 28 days after a cutaneous repeated application of Somatoline™ gel, and 14 days after the last
application of the gel (Day 42 of follow-up).

The secondary end-point is the comparison of the plasma concentrations of T, rTs, and TSH with those observed
24 hours, 14 days and 28 days after a cutaneous repeated application of Somatoline® gel, and 14 days after the last
application of the gel (Day 42 of follow-up).

4 TRIAL DESIGN

The study will be run according to a single-group, open design.

Briefly, a group of 30 Caucasian healthy woman, aged between I8 and 50 years, will be selected for the
participation into the study, during a Screening period which cannot last more than 15 days (Day -15 to Day 0).

Women will be early informed about the purposes of the study and the risks related to the study participation. If
they agree to participate, they will be consented with the most recently approved Informed Consent Form (ICF),
and then evaluated for their compliance to the inclusion and exclusion criteria. Once the eligibility of women has
been confirmed, they will be assessed for plasma concentrations of Ty, T, r'T5 and TSH.

No dietary changes of iodine-containing food or changes in the use of iodine-containing disinfectants, detergents or
mouthwash products will be allowed during the study. A maximal daily intake of iodized salt of 1,100 ug/day is
allowed. In order to check the compliance of the subjects with this requirement, the concentrations of iodide in the
urine will be assessed at the Screening and End of Study (EOS).

Somagel Protocol
Final Version 1.0 of 09" July 2018 Page 19



CONFIDENTIAL Somagel

Al Baseline (Day 0), after a medical visit has reconfirmed the eligibility criteria and a negative pregnancy test has
been obtained, the women will be assessed again for plasma concentrations of T,. Ta, 1Ty and TSH.

After these examinations, women will be instructed to apply Somatoline™ 10 g gel (I-T; 10 mg/escin 30 mg) on
each thigh per day during the first 2 days (20 grams per day in total), followed by S grams per thigh (10 grams per
day in total) until the end of a 4-week period starting from the day the first dose was applied. The subjects have to
apply the product and then massage the skin of the entire thigh for several minutes until completely absorbed.

Blood samples for measurement of free Ty, r- T;, and T; and TSH levels will be repeated at Control 1 (Day 0, 5
hours after the first application of Somatoline®) and Control 2 (Day 1, 24 hours after the first application of
Somatoline®), and then again on Day 14 and Day 28 (End of Treatment [EOT])

Vital signs (systolic and diastolic blood pressure. heart rate, respiratory frequency and body temperature) will be
assessed at each visit. A full medical examination will be repeated at the EOS.

In order to assess the systemic tolerability of the treatment with Somatoline® gel, on Day 0, Day 1, Day 14 and Day
28, EOT and EOS (Follow-up), women will be asked for any adverse event (AE) or any issue observed during the
treatment, and the bilateral sites of drug application will be mspected for any local reaction (erythema, swelling and
itching), which will be scored. Moreover, a diary will be given to the patients at Day 0 and the patients will be
asked to daily score any sign of erythema. swelling and itching, at the application site.

Finally, a 12-lead ECG will be run at the Screening and repeated on Day 0 (5 hours after the first Somatoline®
application), on EOT and EOS, to assess any potential systemic absorption of T and related effects on cardiac
activity.

After the EOT (Day 28), women will be followed for additional 14 days. During the follow-up period, no treatment
with Somatoline™ will be allowed.

On Day 42 (EOS). blood samples for measurement of free T, t-Ts, T; and TSH levels will be drawn. On the same
Day, women will be asked for any AE or any issue observed during the treatment, and the bilateral sites of drug
application will be inspected for any local reaction, which will be scored.

5 SELECTION OF POPULATION
5.1 SUBIJECTS SELECTION

The study will be run according to a single-group, open design. Briefly, a group of 30 healthy Caucasian women,
aged between 18 and 50 years, will be selected for the participation into the study from a larger group, taking into
consideration a maximum 20% percentage of screen failures, during a Screening period of 15 days (Day -15 to Day
0).

5.2 INCLUSION CRITERIA

Healthy woman will be enrolled in the study if they meet all the following inclusion criteria:
®  JSex and age: Adult women aged between 18 and 50 years;
®  Rgce: Caucasian;
»  Body mass index (BMI): 18.5 > BMI < 30 kg/m’;

e Viral signs: systolic blood pressure (SBP) = 100-139 mmHg; diastolic blood pressure (DBP) = 50-89
mmHg; heart rate (HR) = 50-90 bpm, measured after 5 min of rest (sitting position);

*  Llecirocardiogram (ECG): no clinically relevant abnormalities at ECG (12 leads),

*  Physical examination: no clinically relevant abnormal physical findings;
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3.3

Laboratory analyses: no clinically relevant abnormal laboratory values indicative of physical illness;

Allergy: no ascertained or presumptive hypersensitivity to the active principle and/or formulations
ingredients or § lactam antibiotics;

Medical history: no history of anaphylaxis to drugs or allergic reactions in general, no relevant history of
renal, hepatic, cardiovascular, respiratory, skin, haematological. endocrine, or neurological diseases that
may interfere with the aim of the study, no history of gastric mucosal damages, no neoplasia, no
medications during 2 weeks before the start of the study. including OTC (“over the counter”™);

Participation in another experimenial Irial: no participation in the evaluation of any experimental drug
within 3 months priot to screening;

Blood donors: no blood donations during 3 months prior to this study;

Drug or aleohol history: no history of drug, alcohol (< I drink/day for females, defined according to
USDA Dietary Guidelines 2000) or tobacco abuse (< 10 cigarettes/day);

Pregnancy: not pregnant or lactating;
Contraception: fertile women willing to use barrier contraceptive methods;

Subjects’ capability: ability to comprehend the full nature and purpose of the study, including possible risks
and side effects; ability to co-operate with the Investigator and to comply with the requirements of the
entire study;

ICF: signed written ICF prior to inclusion in the study

Life-style: Willingness of the subject to maintain a constant life style during the period of the study.

EXCLUSION CRITERIA

Women will be excluded from the study if they meet anyone of the following inclusion criteria:

Pregnancy: pregnant or lactating women;
ECG: clinically relevant abnormalities;

Physical findings: clinically relevant abnormal physical findings which could interfere with the study
objectives;

Laboratory analyses: clinically relevant abnormal laboratory values indicative of physical illness;
Allergy: ascertained or presumptive hypersensitivity to the active principle and/or formulations’

ingredients; history of anaphylaxis to drugs or allergic reactions in general, which the Investigator
considered to potentially affect the outcome of the study;

Diseases: relevant history of renal, hepatic, gastrointestinal, cardiovascular, respiratory, skin,
haematological, endocrine (in particular, thyroid), or neurological diseases, which may interfere with the
aim of the study, history of gastric mucosal damages, neoplasia;

Contraceptive: changes (early or suspension) of the use of contraceptive oestrogen-progestin in the last 4
weeks, and inability to take adequate contraception during the study;
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54

Medications and diet: any medication, including OTC, is forbidden during the screening period. Moreover:

o In the 6 months before screening, any treatment with antithyroid drugs or any therapeutic use of
iodine or iodine-containing medications (e.g., amiodarone, Somatoline®) is forbidden;

o In the 6 months before screening, any diagnostic tests that led to the use of tracers. contrast agents
containing todine or iodine isotopes, is forbidden;

o in the 4 weeks before screening, no changes in diet of foods containing iodine (e.g., iodized salt),
or use disinfectants (e.g., betadine), detergents or any systemic or topical product containing
iodine, including mouthwashes (e.g., lodosan), toothpaste iodinated, douches, Lugol's solution;

o Inthe 4 wecks before screening, any use of food supplements and herbal medicines;
o = adaily intake of iodized salt < 1,100 pg/day.

Investigative drug frials: participation in the evaluation of any experimental drug within 3 months prior to
the start of the study;

Blood donation: blood donations during the 3 months prior to this study;

Drug, alcohol, 1obacco: history of drug, alcohol (> | drink/day for females, defined according to USDA
Dietary Guidelines 2000) or tobacco abuse (> 10 cigarettes/day).

WITHDRAWAL OF SUBJECTS

Subjects will be free to withdraw from the study at any time without giving any reason. Subjects will be advised
that if they requested to withdraw from the study at any time during the trial, this has no negative consequences.

The PI can also withdraw subjects from the trial if he deemed it appropriate for safety of subjects, for ethical
reasons, or if he believes that the continuation of the study would be detrimental to the subjects” well-being,
Subjects who withdraw will underge a final medical evaluation.

Subjects can be withdrawn also for the following reasons:

5.5

if an AE - including a concomitant illness - develops that is considered by the Investigator incompatible
with the continuation of the study;

if the administration of a drug which is not allowed by the exclusion criteria, becomes necessary;

failure to comply with requirements of the protocol.

PREMATURE TERMINATION

For any subject discontinuing the study before scheduled, the Investigator will:

ask the subject to undergo, whenever possible, the EOS visit to ascertain his/her health conditions and to
perform the required blood sampling. The examination must verify that all values tested at pre-study have
remained within a clinically acceptable range (not clinically relevant changes compared to screening);

complete the CRF, reporting the date of termination, date and time of last dose administration and reason
for study discontinuation;

arrange for alternative medical care of the withdrawn subject, if necessary;
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e enter in the CRF any follow-up, if the subject is withdrawn for an AE.

6 TREATMENTS

6.1 INVESTIGATIONAL MEDICINAL PRODUCT

Somatoline® gel is the investigational medicinal product (IMP) to be used in the clinical trial. The study medication
characteristics are reported in Table 1.

TABLE 1 Study Medication Characteristics

STUDY MEDICATION CHARACTERISTICS

Generic/Trade Name: Somatoline® gel
Chemical Name: I-Thyroxine
Formulation: Gel
Strength: 10%

10 g gel (I-Ty 10 mg/escin 30 mg) on each thigh per day during the
Dose regimen: first 2 days (20 grams per day in total), followed by 5 grams per
thigh (10 grams per day in total) until the end of a 4-week period

Route of administration: Topical {cutaneous)
Storage Conditions: Room temperature and humidity
6.2 DOSAGE AND ADMINISTRATION

In the course of the clinical trial, the women will be instructed to apply Somatoline® 10 g gel (I-T, 10 mg/escin 30
mg) on each thigh per day during the first 2 days (20 grams per day in total), followed by 5 grams per thigh (10
grams per day in total) until the end of a 4-week period starting from the day the first dose was applied. The
subjects have to apply the product and then massage the skin of the entire thigh for several minutes until
completely absorbed. The dosage and administration way are consistent with the recommendations by the
Investigator's Brochure. 2 dated 3 July 2018.

6.3 PACKAGING AND LABELLING

All labels will include conditions for storage, lot number, and other information required by the ICH, and/or Annex
13, and ali local regulations for investigational medications.

6.4 STORAGE AND ACCOUNTABILITY

The Investigator or designee must maintain an accurate record of receipt of shipment and dispensing of Sponsor-
supplied study treatment in a drug accountability log. Accountability for Sponsor-supplied study treatment will be
documented throughout the study and reconciled. All unused Sponsor-supplied study treatment must be returned to
the site and the Sponsor will be responsible to collect the used and unused drug. It will be asked to the subjects to
collect the used drug and bring it during the next control.
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6.5 CONCOMITANT MEDICATIONS AND STUDY RESTRICTIONS

No dietary changes of iodine-containing food or changes in the use of jodine-containing disinfectants, detergents or

mouthwash products will be allowed during the study. A maximum daily intake of iodized sait < 1,100 pg/day is
allowed during the study.

6.6 PRECAUTIONS/OVERDOSAGE

The IMP will be applied topically (cutaneous) and, therefore, no issue of overdosage is expected.

6.7 TREATMENT ALLOCATION AND RANDOMISATION PROCEDURES

The study is open and there will be no randomization procedure.

6.8 EMERGENCY CODE AND UNBLINDING PROCEDURES

The study is open and no unblinding procedures are in place.

7 STUDY PROCEDURES

7.1 OVERALL STUDY SCHEDULE

The study will be run according to a single-group, apen design. Briefly, a group of 30 healthy Caucasian women,
aged between 18 and 50 years, will be selected for the participation into the study from a larger group, taking into
consideration a maximum 15% percentage of SFs, during a screening period of 15 days (Day -15 to Day 0).

7.2 SCREENING (DAY -15 T0 DAY 0)
The Screening period should last no more than 15 days (Day -15 to Day 0).

The women will be early informed about the purposes of the study and the risks related to the study participation. If
they agree to participate, they will be consented with the most recently approved ICF. and then evaluated for their
compliance to the inclusion and exclusion criteria in the course of a full physical examination.

Haematology. blood chemistry, plasma concentrations of TSH, urinalysis and ieduria will be performed, as well as
a full virology and urine drug screening and a pregnancy test has to be performed. A 12-lead ECG will be run in
order to check the heart functionality. Vitals signs (SBP, DBP, HR, RF, body temperature) will be recorded.
Thyroid hormonal assessments will be possibly done at the same time (% | hour) consistently throughout the study.
Recording to AEs will start as soon as the subject has signed the ICF.

No dietary changes of iodine-containing food or changes in the use of iodine-containing disinfectants, detergents or
mouthwash products will be allowed during the study.

7.3 BASELINE (DAY Q)

After a medical visit (including vital signs) at Baseline (Day 0) has reconfirmed the eligibility criteria and a
negative pregnancy test has been obtained, the women will be assessed again for plasma concentrations of T,. Ts,
rT2and TSH. Vitals signs (SBP, DBP, HR, RF, body temperature) will be recorded.

After these examinations, the women will be instructed to apply Somatoline™ 10 g gel (I-T 10 mg/escin 30 mg) on
each thigh per day during the first 2 days (20g per day in total), followed by 5g per thigh {10g per day in total) until
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the end of a 4-week period starting from the day the first dose was applied. The subjects have to apply the product
and then massage the skin of the entire thigh for several minutes until completely absorbed.

7.4 CONTROL | (DAY 0—5 HOURS AFTER THE FIRST APPLICATION)

Five hours after the first application of Somatoline”, the vital signs (SBP. DBP, HR, RF, body temperature) will be
recorded. The two application sites of the skin will be inspected for any local reaction, which eventually will be
scored. Again, the blood samples for measurement of fiee Ty, r-Ts, and T; and TSH levels will be collected. Then,
if no AE has been recorded and no health issue is ongoing, the women will be left free to leave the clinical site.

7.5 CONTROL 2 (DAY 1 - 24 1IOURS)

Twenty-four hours after the first application of Somatoline®, women will be asked to attend the clinical site again.
The women will be asked for any AE or any issue observed during the treatment, and the bilateral sites of drug
application will be inspected for any local reaction, which will be scored. The vital signs (SBP, DBP, HR, RF, body
temperature) will be recorded. Blood samples for measurement of fiee Ty, r-Ts, and Ty and TSH levels will be
repeated. Then, if no AE has been recorded and no health issue is ongoing, the women will be left free to leave the
clinical site.

7.6 CONTROL 3 (DAY 14)

Fourteen days after starting treatment with Somatoline”, the women will be asked to attend the clinical site again.
The women will be asked for any AE or any issue observed during the treatment, and the bilateral sites of drug
application will be inspected for any local reaction, which will be scored. The vital signs will be recorded. Blood
samples for measurement of free Ty, v-Ts, and T, and TSH levels will be repeated at a standard time (8:00 a.m. = 1
hour). Then, if no AE has been recorded and no health issue is ongoing, the women will be left free to leave the
clinical site.

1.7 END OF TREATMENT (DAY 28)

Twenty-height days after starting treatment with Somatoline®, the women will be asked to attend the clinical site.
The women will be asked for any AE or any issue observed during the treatment, and the bilateral sites of drug
application will be inspected for any local reaction, which will be scored. The vital signs (SBP, DBP, HR, RF, body
temperature) will be recorded. A 12-lead ECG will be run. Blood samples for measurement of free Ty, r-Ts, and Ts
and TSH levels will be repeated at a standard time (+ 1 hour). Then, if no AE has been recorded and no health issue
is ongoing, the women will be left free to leave the clinical site.

7.8 END OF STUDY (DAY 42)

At the end of the follow-up period, the women will be asked to attend the clinical site. The women will be asked for
any AE or any issue observed during the treatment, and the bilateral sites of drug application will be inspected for
any local reaction, which will be scored. The vital signs (SBP, DBP, HR, RF, body temperature) will be recorded.
A 12-lead ECG will be run. Blood samples for measurement of free Ty, v-Ts, and Ts and TSH levels will be
repeated at a standard time | hour) and ioduria will be assessed.
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8 OTHER STUDY MATERIAL

Besides medications, the following study material will be supplied to the clinical center:
e Final version of the study Protocol and Synopsis
e ICF
e CREF for each subject plus some spare copies
s Information Leaflet
s Subject’s Card
e Subject’s Diary for each subject plus some spare copies

On the Day 0, each woman will be provided with a Subject’s Diary and she will be asked to score the following
three symptoms:

e Erythema,
+  Swelling;
e [tching;

at each day from Day 1 to Day 28, for cach application site (right and left). Each symptom will be scored with a 4-
point scale, from 0 = absent to | = mild, 2 = moderate and 3 = severe.

The women will be asked to complete the diary daily and to return the con]plete diary at the EOT. The women will
be also provided with an information leaflet on how the IMP (Somatoline® gel) should be applied on the cutaneous
surface of the right and left thighs.

9 MEASUREMENT OF EFFICACY AND SAFETY VARIABLES
9.1 PRIMARY EFFICACY VARIABLES

Blood samples for measurement of TSH concentrations will be collected during the Screening (Day -15 to Day 0),
and free Ty, r-T;, T3 and TSH concentrations at Control 1 (Day 0 — Hour 5), Control 2 (Day 1), Control 3 (Day 14)
and EOT (Day 28). The assessments will be repeated at EOS (Day 42) after a 28-day follow-up, during which no
treatment will be performed. Apart from the Control 1 assessment, all blood samples will be collected at the same
time of the day, with a time window of = 1 hour.

9.2 SAFETY VARIABLES
Safety of the tested formulation will be evaluated based on the following assessments:

* Record of AEs, throughout the entire study duration;
¢ Record of local tolerability (application site) by the patients through the Subject’s Diaries;

e Record of local tolerability (application site) by the investigators at the medical visits (Day 0, Day 1, Day
14, Day 28 and Day 42).

9.2.1 Physical examination

Full physical examinations will be performed at the Screening (Day -15 to Day 0), Baseline (Day 0), Day 42
(EOS). Information about the physical examination will be recorded by the Investigator in the source
documentation at the clinical Site. Any abnormalities will be recorded in the CRF. Significant findings/illnesses,
reported afier the start of the study and which meet the definition of an AE, will be recorded in the CRF.,
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922 Vital signs

Subjects SBP/DBP, HR, RF and body temperature, will be measured by the Investigator or his/her deputy after 5
min of rest (sitting position). The measurements will be performed at:

e Screening (Day -15 to Day 0):

e Baseline (Day 1: pre-dose, and 5 hours post-dose);
o  Dayl;

e Day 14

e Day 28 (EOT);

e Day 42 (EOS).

923 ECGs
A 12-leads ECG will be performed at Screening, Day 28 (EOT) and Day 42 (EOS).

924 Clinical laboratory assays

Samples of blood (15 ml) and urine will be collected. The following laboratory analyses will be performed at
Screening:

¢ Hematology: RBC, WBC and leukocyte differential count, platelet count, haemoglobin, MCV, MCH,
MCHC, haematocrit;

e Blood Chemistry: total proteins, total bilirubin, alkaline phosphatase, AST, ALT. y-GT, urea, creatinine,
sodium, potassium, calcium, chloride, inorganic phosphorus, fasting glucose;

e Urine drug screening: presence of cannabinoids, opiates, cocaine, amphetamines, barbiturates, methadone
and ecstasy;

e Urinalysis: Complete urinalysis and ioduria;
e Virology: HBs Ag, HCV Ab, HIV;
e Thyroid: TSH;
e Pregnancy test.
The following laboratory analyses will be performed at Baseline:
o Thyroid: Ty, T3, rTyand TSH (T = 0);
e Pregnancy fest.
The following laboratory analyses will be performed at Control I, Control 2, Control 3. and EOT:
e Thyroid: Ty, T3, rT; and TSH.

The following laboratory analyses will be performed at EOS:

e Hematology: RBC, WBC and leukocyte differential count, platelet count, haemoglobin, MCV, MCH,
MCHC, haematocrit;

* Blood Chemistry: total proteins, total bilirubin, alkaline phosphatase, AST, ALT, y-GT, urea, creatinine,
sodium, potassium, calcium, chloride, inorganic phosphorus, fasting glucose:
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¢ Urinalysis: complete urinalysis and ioduria;
¢ Thyroid: Ty, Ta, 1T and TSH.

9.2.5 Local tolerability assessment, throughout the entire study duration

Local tolerability of Somatoline® will be assessed by the Investigator and the subjects throughout the collection of
data in the subject diary during the entire study duration.

The Investigator will assess the local tolerability at the application site (both sides, left and right) on Day | after S
hours since the first application, Day 14, Day 28 and Day 42. by scoring (0-3) each of the following parameters
(Table 2):

s Redness:

o Swelling;

¢ Hitching.

Table 2, Scores for the Investigator’s assessment of redness, swelling and hitching,

Score Severity
0 None
1 Mild
2 Moderate
3 Severe
10 ADVERSE EVENTS DESCRIPTION & REPORTING
10.1 DEFINITION OF ADVERSE EVENT

Adverse Event (AE)

Any untoward medical occurrence in a patient or clinical investigation subject administered a pharmaceutical
product and which does not necessarily have to have a causal relationship with this treatment. An AE can therefore
be any unfavourable and unintended sign (including an abnormal laboratory finding, for example), symptom, or
disease temporally associated with the use of a medicinal product, whether or not considered related to the
medicinal product

Adverse Drug Reaction (ADR)

An ADR is defined as “Any noxious and unintended response to a medicinal product related to any dose
administered”. The phrase "responses to a medicinal product" or "associated with the use of the medication," means
that a causal relationship between a medicinal product and an adverse event is at least a reasonable possibility, i.e.,
the relationship cannot be ruled out.

Serious Adverse Event (SAE) or Serious Adverse Drug Reaction (SADR)

An SAE is classified as any untoward medical occurrence that, at any dose, meets any of the following criteria:

Somagel Protocol
Final Version 1.0 of 09" July 2018 Page 28



CONFIDENTIAL Somagel

a) Results in death

b) Is life threatening.

The term *life threatening’ in the definition refers to an event during which the subject was at risk of death
at the time of the event. 1t does not refer to an event that, hypothetically, might have caused death if it
were more severe.

Requires in-patient hospitalization or prolongation of existing hospitalization.

A hospitalization or prolongation of hospitalization will not be regarded as an SAE if at least one of the
following exceptions is met:

a. The admission results in a hospital stay of less than 12 hours

b. The admission is pre-planned (i.e., elective, or scheduled surgery arranged prior to the start of the
study)

¢. The admission is not associated with an AE (e.g., social hospitalization for purposes of respite
care)

However, it should be noted that invasive treatment during any hospitalization may fulfil the criterion of
‘medically important’ and as such may be reportable as an SAE, dependent on clinical judgment. In
addition, where local regulatory authorities specifically require a more stringent definition, the local
regulation takes precedence.

¢) Results in persistent or significant disability/incapacity
Disability means a substantial disruption of a person’s ability to conduct normal life functions.

d) Is a congenital anomaly/birth defect;

e) Is another medically important serious event as judged by the investigator

Examples of such events are intensive treatment in an emergency room or at home for allergic bronchospasm.
blood dyscrasias or convulsions that do not result in hospitalization or development of drug dependency or drug
abuse.

Any suspected transmission via a medicinal product of an infectious agent is also considered a serious adverse
reaction.

An isolated laboratory abnormality is not reportable as an SAE unless the investigator assesses that the event meets
standard International Conference on Harmonisation criteria for an SAE.

SUSAR

Suspected Unexpected Serious Adverse Reaction.

Unexpected Adverse Drug Reaction

An adverse reaction, the nature or severity of which is not consistent with the applicable product information (e.g.,
Investigator's Brochure for an unapproved investigational medicinal product or package insert/summary of product
characteristics for a marketed medicinal product).

The term ‘severity’ is used here to describe the intensity of a specific event. This must be distinguished from the
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term ‘serious’. The expectedness of an adverse reaction is determined by the sponsor in the Reference Safety
Information (*RS1"). This should be done from the perspective of events previously observed, not based on what
might be anticipated from the pharmacological properties of a medicinal product.

For the present Study Protocol, the most recent update of the IB of the study medications is used as RSI.

10.2 TIME PERIOD, FREQUENCY, AND METHOD OF DETECTING AES AND SAES

SAEs that occur at any time after the inclusion of the subject in the study (defined as the time when the subject
signs the ICF) up to 30 days after the subject completed or discontinued the study must be reported. The subject is
considered to have completed the study EITHER after the completion of the last visit or contact (e.g., phone
contact with the investigator or designee) (EOS), OR after the last dose of the study medication, whichever is later.
The date of discontinuation is when a subject and/or investigator determines that the subject can no longer comply
with the requirements for any further study visits or evaluations.

Additionally, to fulfil international reporting obligations. SAEs that are related to study participation (e.g.,
procedures, invasive tests, change from existing therapy) or are related to a concurrent medication will be collected
and recorded from the time the patient consents to participate in the study until shefhe is discharged.

Patients will be monitored at each schedule assessment at the site, at any contact with the subject during the study,
and at the withdrawal visit, for the occurrence of AEs/SAEs.

10.3 RECORDING OF AES AND SAES

‘When an AE/SAE occurs, it is the responsibility of the investigator to review all documentation (e.g. hospital
progress notes. laboratory, and diagnostics reports) relative to the event. The Pl will then record all relevant
information regarding an AE/SAE on the appropriate section of the CRF. In case of SAE, the Investigator will fill
in also the SAE Reporting Form.

10.4 ASSESSMENT OF AE RELATIONSHIP TO TREATMENT.

The PI must assess the relationship of any AE to the use of study drug, based on available information. by meaning
as indicated in the following table (Table 3).

Table 3. Casual Attribution Guidance

Is the AE is suspected to be caused by the study drug based on facts,
evidence, science-based rationales, and clinical judgment

There is a plausible temporal relationship between the onset of the adverse event and
administration of the drug. and the adverse event cannot be readily explained by the patient’s
Yes jclinical state, intercurrent illness, or concomitant therapies; and Jor the adverse event follows a
known pattern of response to the study drug; and/ or the adverse event abates or resolves upon
discontinuation of the study drug or dose reduction and, if applicable, reappears upon re-challenge.

An adverse event will be considered related, unless it fulfills the criteria specified below,

Evidence exists that the adverse event has an aetiology other than the study drug (e.g. pre-existing
No  limedical condition, underlying disease, intercurrent, iliness, or concomitant medication); and/or the
adverse event has no plausible temporal relationship to administration of the study drug (e.g.,
cancer diagnosed 2 days after first dose of study drug).
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10.5 EXPEDITED REPORTING OF SAES

All SAEs, whether or not deemed drug-related or expected, must be reported in writing by using the SAE Form by
the PI within 24 hours (one working day) of first becoming aware of the event to:

e Email: farmacovigilanzagepharmades.it,
o Fax +39-055-7227014.

The repott is made by the Investigator in writing by email and/or by fax, by meaning the form designated for SAE
reporting (SAE Report Form),

[0.6 FoLLoOw-Up oF SAE/SADRs

After the initial SAE report, the PI is required to proactively follow each patient and provide further information on
the patient’s condition. All AEs and SAEs documented at a previous visit/contact and are designated as ongoing,
will be reviewed at subsequent visits/contacts.

The P1 will ensure that follow-up includes any supplemental investigations as may be indicated to elucidate the
nature and/or causality of the AE or SAE. This may include additional laboratory tests or investigations,
histopathological examinations, or consultation with other health care professionals.

10.7 REPORTING OF SUBIECT DEATH

The death of any subject during the study or within 30 days of study completion (as defined above), regardless of
the cause, must be reported within the same day of first becoming aware of the death.

10.8 REPORTING OF PREGNANCIES

A female patient must be instructed to stop taking the study medication and immediately inform the PI if she
becomes pregnant during the study. The Pl should report all pregnancy within 24 hours to the Sponsor using the
Pregnancy Form. The PI should counsel the patient, discuss the risk of continuing with the pregnancy and the
possible effects on the foetus. Monitoring of the patient should continue until conclusion of the pregnancy.
Pregnancies occurring during the post-treatment follow-up period must also be reported.

10.9 SAFETY OBLIGATIONS OF THE SPONSOR

The Sponsor is responsible for the following (according to Directive 2001/20/EC; GCP Directive 2005/28/EU, D.
Lgvo 211/2003; and Detailed guidance on the collection, verification and presentation of adverse event/reaction
reports arising from clinical trials en medicinal products for human use ("CT-3") (2011/C [72/01):

= recording of AEs;
e reporting of suspected unexpected serious adverse reactions (‘SUSARs’) to the national competent
authority (through the Eudravigilance Clinical Trials Module) and the IEC.
In addition, the Sponsor will perform the annual safety reporting to the NCA and the IEC.

The sponsor will ensure that all relevant information about SUSARs that are fatal or life-threatening is recorded
and reported as soon as possible to the NCA concerned, and to the 1EC, and in any case no later than seven days
after knowledge by the sponsor of such a case, and that relevant follow-up information is subsequently
communicated within an additional eight days.

The Sponsor will assure that all other SUSARs shall be reported to the NCAs and IECs concerned as soon as
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possible but within a maximum of 15 days of first knowledge by the sponsor.

The sponsor will keep detailed records of all AEs which are reported to him by the investigator or investigators.
The documentation concerning safety information will be kept in a secure site by the Sponsor for at least 7 years.

11 DATA MANAGEMENT AND STATISTICAL ANALYSIS
11.1 DATA MANAGEMENT AND DATA QUALITY ASSURANCE
i1.1.1  Data collection / CRF

The Pl is responsible for ensuring that the clinical data required by the study protocol are carefully reported in the
CRFs. He is also responsible for checking that the data reported in the CRFs correspond to those in the official
files. To ensure legibility, the CRFs should be filled out in English, in block capitals with a ball-point pen (not
pencil, felt tip or fountain pen). Any correction to the CRFs' entries must be carried out by the Investigator or a
designated member of staff. Incorrect entries must not be covered with correcting fluid, or obliterated, or made
illegible in any way. A single stroke must be drawn through the original entry. Corrections have to be dated and
initialized. In the interests of completeness of data acquisition, the questions which are repeated in each section of
the CRFs should be answered in full, even if there are no changes from a previous examination. A reasonable
explanation must be given by the Investigator for all missing data.

CRFs will be completed and, after being signed by the Investigator, will be returned to the Sponsor after
termination of the individual treatment and the final visit.

L1.1.2  Coding Dictionaries

AEs, medical history and concomitant diseases will be coded using the Medical Dictionary for Regulatory
Activities (MedDRA™).

Version of coding dictionaries will be stated in the study report.

1.2 STATISTICAL ANALYSIS

The data documented in this trial and the parameters measured will be compared and evaluated using classic
descriptive statistics: mean, SD, CV (%), minimum and maximum values (for quantitative variables) and by
frequencies (qualitative variables).

All results of statistical tests will be considered significant if inferior to 0.05 (p<0.05).

The statistical analysis will be performed using either SAS™ version 9.4 for Windows® (SAS Institute Inc., Cary,
North Carolina, United States).

11.2.1  Sratistical hypotheses

The null hypothesis of statistical tests is:

Ho 1 4 = O the difference from baseline is equal to 0;
and the alternative hypothesis is:

Hi: 4 # 0 the difference from baseline is not equal to 0;
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11.2.2  Sample size

Based on a prior experience conducted with a similar formulation (Certan et al. 2013) mean value of FT4 was
assumed to be 11.0 + 1.2 pg/mL and a sample size of 26 subjects was estimated to allow confirming the stability of
said value during the study within confidence interval of +0.7 (99% confidence interval). Assuming a dropout rate
of 15% the decision was taken to enroll 30 subjects.

11.2.3  Population for analysis

Three populations will be defined for use in the descriptive and inferential statistical analyses: the Safety
Population, the ITT Population and the PP Population.

e “Intention To Treat” Population (ITT population): the ITT population will include all enrolled subjects who
received at least one dose of the study drug and had at least one post-dose assessment;

e *Per Protocol” Population (PP Population): the PP population will include all subjects who concluded the
study without important protocol deviations or violations;

e “Safety Population™ the population of interest for the safety assessments will consist of all subjects who
will be enrolled and received at least one dose of the study drug.

11.2.4  Missing data

Data not available will be assessed as “missing values”.

11.2.5  Protocol deviations

Any deviation(s) from protocol will be described and justified in the final report.

11.2.6  Inferim analysis

No interim analysis is planned

11.2.7  Statistical methods
11.2.7.1  Primary efficacy variables

To evaluate the primary objective (the systemic bioavailability of |-T4 in female subjects with local cellulitis after
repeated cutaneous of a gel formulation of Somatoline®), the mean of 1-T4 at every blood sample will be calculated.
The comparison of the means from baseline will be performed with ANOVA.

11.2.7.2 Secondary efficacy variables

To assess the systemic bioavailability of rT3, T3 and TSH, after repeated cutaneous application of a gel
formulation of Somatoline® in female subjects with local cellulitis, ANOVA will be used.
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11.2.7.3  Safety and tolerability variables

® AEs: The incidence of AEs/SAE will be evaluated by frequency tables providing, for each cross-classification

and subcategory, the following frequencies:
— Number and percentage of subjects reporting at least one AE/SAE.
- Total number of AEs/SAEs observed.
¢ Local tolerability by both the investigator (medical visit) and the subject (diary). Frequency of scores will be

presented by local tolerability tests (itching, redness and swelling).

* Laboratory data. Laboratory data will be summarized by presenting frequency tables of values falling outside
normal ranges. Frequency of abnormalities will be compared by McNemar test, when applicable. Moreover, for

each parameter the descriptive statistics and change versus baseline by time point will be reported.

* ECGs, ECGs will be summarized by presenting frequency tables of values falling outside normal ranges.

Frequency of abnormalities will be compared by McNemar test, when applicable.

¢ Vital signs. descriptive statistics and change versus baseline by time point will be reported for each parameter.

The values will be compared vs. pre-treatment values using ANOVA.

e Physical Examination. Physical examination will be presented by time point through descriptive statistics.

Frequency of abnormalities will be presented and compared by McNemar test, when applicable.

11.3 BIOLOGICAL SAMPLES
Not Applicable

12 MONITORING AND ACCESS TO DATA
12.1 MONITORING

The study will be carried out in accordance with the most recent international GCP guidelines (ICH/GCP/R2), EU
Directive and guidance and/or the local fegislation on the conduct of clinical trials.

Manetti & Roberts has the respensibility of monitoring this study and has delegated this task to a CRO/Monitor.
Study specific contracts have been issued and will be signed by both parties before the study initiation.

The monitor’s duty is to aid the Investigator, and at the same time the Sponsor in the maintenance of complete,
legible, well organized and easily retrievable data. In addition, the Monitor will explain, interpret and ensure the
Investigator's understanding of all applicable regulations concerning the clinical evaluation of the investigational
medicinal product, the protocol, reporting responsibilities and validity of the data.

Details about the monitoring activities will be carefully described in the Monitoring Manual.

12.2 QuALITY CONTROL AND QUALITY ASSURANCE

The monitoring visits will be conducted by appropriate staff of the CRO. Adequate time for these visits should be
made available by the PI. The study will be monitored by means of on-site visits and regular inspection of the CRF
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with sufficient frequency to inspect the following:

e occurrence of AES/SAESs;

s subject enrolment;

s compliance with the protocol procedures;

o the completeness and exactness of data entered in the CRF;
e verification against original source documents.

Data verification is required and will be done by direct comparison with source documents or by crosschecking
with source documents, always considering data protection and medical confidentiality. In this respect, the Pl
assures the Sponsor of support at all times.

The PI agrees, by written consent to this protocol, to fully cooperate with compliance checks by allowing
authorized individuals to have access to all documentation. In addition to the monitoring performed by the study
monitor, the Sponsor could perform some quality control activities to verify the compliance with the study
procedures and the ICH GLP guidelines. The study may also be audited/inspected by an independent body and/or
authority.

13 ETHICAL AND REGULATORY ASPECTS
13.1 DECLARATION OF HELSINKI

The P1 and Sponsor will ensure that this study is conducted in full compliance with Declaration of Helsinki (more
recent version), the ICH guidelines, and the ltalian laws, whichever affords the greatest protection to the study
subject.

The approval of the study protocol by the relevant Competent Authorities and Independent Ethics Committees will
be obtained before the start of the study.

The analytical assays will be carried out according to the General Principles of “OECD Good Laboratory Practices
for testing of chemicals" C (81) 30 (final).

13.2 NCA AND [EC APPROVAL

Before staring the study, the Study Protocol and any other document used in the course of the study will be
properly approved by the NCA and concerned IEC.

133 PROTOCOL AMENDMENTS

In order to obtain interpretable results, neither the Investigator nor the Sponsor will alter the study conditions
agreed upon and set out in this protocol. Amendments should be made by mutual agreement between Investigator
and Sponsor. Any amendment must be set out in writing, giving the reasons, and being signed by all concerned
parties. The amendment becomes then part of the protocol.

All amendments will be sent to the NCA and IEC for approval. IEC will establish whether to submit them to the
next 1EC review prior to implementation (e.g. for changes increasing the risk for subjects) or to consider them as
simple notifications (e.g. for minor protocol changes or when the changes involve only logistical or administrative
aspects of the trial).
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13.4 WRITTEN INFORMED CONSENT

Consent forms describing in detail the study intervention, study procedures, and risks are given to the participant
and written documentation of ICF is required prior to administering study drug.

ICF is a process that is initiated prior to the individual’s agreeing to participate in the study and continues
throughout the individual’s study participation. Consent forms will be 1EC-approved, and the participant will be
asked to read and review the document. The PI will explain the research study to the participant and answer any
questions that may arise. A verbal explanation will be provided in terms suited to the participant’s comprehension
of the purposes, procedures, and potential risks of the study and of their rights as research participants.

Participants will have the opportunity to carefully review the written consent form and ask questions prior to
signing. The participants should have the opportunity to discuss the study with their family or think about it prior to
agreeing to participate.

The participant will sign the ICF prior to any procedures being done specifically for the study. Participants must be
informed that participation is voluntary and that they may withdraw from the study at any time, without prejudice.
A copy of the ICF will be given to the participants for their records.

The ICF process will be conducted and documented in the source document (including the date), and the form
signed, before the participant undergoes any study-specific procedures. The rights and welfare of the participants
will be protected by emphasizing to them that the quality of their medical care will not be adversely affected if they
decline to participate in this study.

13.5 INSURANCE

An insurance cover, in compliance with the article 3, paragraph 3 of Legislative Decree n° 211 of June 24, 2003,
has been taken out in favour of subjects participating in the clinical trial. Cover is provided under the terms and
conditions of the clinical trial.

The insurance policy is to grant specific cover in connection with the reimbursement of damages caused to the
subjects by the clinical trial activities throughout the entire duration thereof, thus covering any civil liability of
Investigator and Sponsor of the clinical trial, without excluding any damage which may be unintentionally caused
by accident efo be attributed to negligence, imprudence or inexperience, provided that they showed themselves
within the periods

Following the terms of insurance, the Investigator and the Sponsor must strictly adhere to the study protocol and
comply with the respective prevailing levels of scientific state of the art. The subjects must strictly adhere to the
directions given by the Investigator. Subjects may undertake other medical treatments only under approval of the
Investigator, except in case of emergencies.

13.6 CONFIDENTIALITY
By signing this protocol, the Investigator and the Site agree to keep all information provided by the Sponsor in
strict confidentiality and to request similar confidentiality from his/her staff.

Trial documents provided by the Sponsor (protocols, Investigators' Brochures, CRFs and other materials) will be
stored appropriately to ensure their confidentiality.

The information provided by the Sponsor to the Investigator and to the Site cannot be disclosed to athers without
direct written authorization from the Sponsor. except for the extent necessary to obtain the informed consent from
the subjects wishing to participate in the trial.
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14 LOCATION OF DATA

Before the initiation of the trial, during a Site Initiation Visit or an investigator's meeting, the monitor or a
Sponsor's representative will review the protocol and Case Report Forms (CRF) together with the Pl and his staff.

During the trial, the monitor will visit the Site regularly to check the completeness of subject records. the accuracy
of entries in the CRFs, the adherence to the protocol and to GCP, the progress of enrolment, and to ensure that
medication is being stored, dispensed and accounted for according to the specifications. The Pl and key trial
personnel must be available to assist the monitor during these visits.

The PI is responsible for completing the CRFs and the monitor is responsible for reviewing them, clarifying, and
resolving any data queries. A copy of the CRFs is retained by the Pl who must ensure that it is stored in a secure
place with other trial documents, such as the protocol, the Investigator’s Brochure and any protocol amendments.

Data on subjects collected on CRFs during the trial will be documented in an anonymous way. The subject will
only be identified by the subject number. If, as an exception, it becomes necessary to identify a subject for safety or
regulatory reasons, the monitor, the Sponsor and the PI will be bound to keep this information confidential.

The PI must keep source documents for each subject in the trial. All information on CRFs must be traceable to
these source documents, which are generally stored in the subject's medical file. The source documents should
contain all demographic and medical information, including laboratory data, ECGs etc., as well as the original
signed ICF which should indicate the trial number and title of the trial.

Trial essential documents must be retained by the Investigator as long as needed to comply with national and
international regulations. Essential documents include all those mentioned under ICH GCP Guidelines. The
Investigator agrees fo adhere to the document-retention procedures by signing the protocol.

15 REPORTING

A Clinical Study Report (CSR) will by prepared by Sponsor or delegate according to ICH topic E3 guidelines. The
report will include a thorough description of the relevant methods, a discussion of the results, and a list of all the
measureiments.

A draft of the clinical study report will be submitted to the PI for comments. After receiving the comments, a final
report will be issued. Any subsequent modification will be considered as an amendment to the final study report or
a new version. The PI's agreement and signature will be obtained, and a copy will be provided to the Investigator.
The signed original of the final report will remain with the Sponsor. The PI will receive a copy of the final report.
At the end of the trial the Sponsor should provide the JEC and NCA with a summary of the clinical trial report.

16 PUBLICATION POLICY

By signing this protocol, all the partners agree that the scientific results that emerge {rom this study are the property
of the Sponsor.

The Sponsor agrees in principle that the study results can be the subject of a scientific paper. However, no
unpublished information contained herein, as well as no information received from the Sponsor for the purposes of
this study, may be disclosed to any third party without the prior written approval of the Sponsor.

No data will be used for presentation at scientific meetings and/or publication in scientific journals before six
months after the final study report has been agreed, signed and issued. The Sponsor reserves the right to use the
results obtained as documentary and scientific backing in proceedings regarding the Health Authorities and/or for
updating their own staff,
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17 RESPONSIBILITIES
17.1 SPONSOR

The responsibilities of the Investigators are those considered in ICH GCP (E6R2). By signing this protocol, the Pl
states that he/she has been adequately informed regarding all aspects of the clinical trial. He/she accepts to follow
all the specified procedures as described in the protocol and to comply with all the requirements therein.

Societé Italo Britannica L. Manetti - H. Roberts & C. per Azioni, Calenzano, Firenze (ltaly).
¢ Sponsor Study Manager: Cristina Sabatini, Regulatory Affairs
e Tel: +39-055-8835320; Fax: +39-055-8835486; e-mail: csabatinif@manettiroberts.it

17.2 CLINICAL CENTER

Clinical Pharmacology Centre for Drug Experimentation, University Hospital, via Roma, 67 - 56126 Pisa.

s PL Dr Giovanni Gori.

e Tel: +39-050-993240; Fax: +39-050-993240; e-mail: piovannigori.cori@demail.com,

T3 CRO
CROnos Ricerche Cliniche srl, via Tonale, 22, 20125 Milano Italy
¢ Project manager: Dr. Elisabetta Di Martino

¢ Mobile: +39-345-9966300; e-mail: edimartinoicronos.srl
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19.1
19.1

"

APPENDIX I: SAMPLE OF STUDY MEDICATION LABELS

PRIMARY PACKAGING

Societa Italo Britannica L. Manetti -
H. Roberts & C. per Azioni
Tel. 0558835320 _

Levotiroxina 0.1% Escina 0.3%
Flacone airless da 250 g Gel per
applicazione topica
USO CUTANEO
Studio N. SOMAGEL
EudraCT N. 2018-002380-26

Lotto clinico:
Scadenza:

SoggettoN.|__| | _|
Ad esclusivo uso sperimentale.

Societa Italo Britannica L. Manetti -
H. Roberts & C, per Azioni
Tel. 0558835320

FLACONERB

Levotiroxina 0.1% Escina 0.3%
Flacone airless da 250 g Gel per
applicazione topica
USO CUTANEO
Studio N. - SOMAGEL e
EudraCT N. 2018-002380-26

Lotto clinico:
Scadenza:

SoggettoN. |_}|__|__]
Ad esclusivo uso sperimentale.
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19.1.2  SECONDARY PACKAGING

Societa Italo Britannica L. Manetti - H. Roberts & C. per Azioni,
Via Pellicceria, 8 Firenze - Tel. 0558835320

Sperimentatore: Dott. Giovanni Gori S

Centro di farmacologia clinica per la sperimentazione dei farmaci
Edificio 8 “Clinica Medica G. Monasterio”

Stabilimento di Santa Chiara

Via Roma 67 - Pisa. Tel, 050/993240

Levotiroxina 0.1% Escina 0.3%
Flacone airless da 250 g Gel per applicazione topica
USO CUTANEO
Studio N.  SOMAGEL
EudraCT N. 2018-002380-26

. . : SoggettoN. | _|__|_|
Lotto clinico: : ' Scadenza:

Istruzioni per I'usao:

4 erogazioni corrispondono a 10 g di prodotto

Applicare il prodotto sulle cosce,

Applicare localmente 20 g di prodotto al giorno {pari a 8 erogazioni} per i primi due giorni,
successivamente 10 g di prodotto (pari a 4 erogazioni) al giorno o a giorni alterni.

Peri primi due giorni 4 erogazioni per ogni coscia, per i giorni successivi 2 erogazioni per coscia.
Per ottenere 1 erogazione spingere fino in fondo la pompetta dosatrice.

: Ad esclusivo uso sperimentale.
“Questo medicinale non richiede alcuna condizione particolare di conservazione.
Non usi questo medicinale dopo la data di scadenza che & riportata suila scatola dopo SCAD.
La data di scadenza si riferisce all'ultimo giorno di quel mese.
Tenere fuori dalla vista e dalla portata dei bambini.

ear off iabe, ta he Accountabili

Societa Italo Britannica L. Manetti - H. Roberts & C. per Azioni
Tel. 0558835320

Sperimentatore: Dott. Giovanni Gori

Levotiroxina 0.1% Escina 0.3% per uso cutaneo

Soggetto N. |_|__|_|

Lotta clinico:

Scadenza:

Ad esclusivo uso sperimentale,
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192 APPENDIX li: SAMPLE OF SUBJECT CARD

SUBJECT CARD

Societa Italo Britannica L. Manetti - H. Roberts & C. per Azioni
Tel. 0558835320

Studio SOMAGEL
EudraCT N. 2018-002380-26

Soggetto (Screening) N. |__|__|__]

Dottor Giovanni Gori

Centro di farmacologia clinica per la sperimentazione dei farmaci
Edificio 8 "Clinica Medica G. Monasterio”

Stabilimento di Santa Chiara Via Roma 67 - Pisa

Tel: 050/993240

Email: giovannigori.gori@gmail.com
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Appendix 16.1.2 Sample case report form

SOMAGEL PROTOCOL
a5 MANETTI & ROBERTS

SUBJECTNUMBER |__ | __ | |

CASE REPORT FORM

Study Code: Somagel
EudraCT Number: 2018-002380-26

Title: Single-group, open study on the systemic bioavailability, safety, local tolerability
and efficacy of a new gel formulation of Somatoline” in 30 healty women.

Experimental Centre

Clinical Pharmacology Centre for Drug Experimentation
University Hospital of Pisa

Screening No. | | |

CONFIDENTIALITY

The information in this document contains trade secrets and commercial information
that are privileged or confidential and may not be disclosed unless such disclosure is
required by applicable law or regulations. In any event, persons to whom the information
is disclosed must be informed that the information is privileged or confidential and may
not be further disclosed by them. These restrictions on disclosure will apply equally to all
future information supplied to you that is indicated as privileged or confidential.

J
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SOMAGEL PROTOCOL | SCREENING
SUBJECT NUMBER |__|__|__| ‘ DAY - 15 TO DAY 0

SCREENING PERIOD
DAY -15TO DAY 0

Date

R O Y
dd/mm/yyyy

SUBJECT’S WRITTEN INFORMED CONSENT
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SOMAGEL PROTOCOL SCREENING
SUBJECT NUMBER |__|__ | | DAY - 15 TO DAY 0

Date of Subject’s IC Signature

N N | R U | M W SR

dd/mm/yyyy
SUBJECT'S DEMOGRAPHY
Gender ] Male [ Female * = If “Male”, do not include in the study
DateofBirth |__ | __ || |__[|l___[__[__|__|
dd/mm/yyyy
Height (cm) | _|_|__| Weight (kg) | _|_|__|.1_|
BMI* {kg/mz) R T % D * > |fBMI<18.50or 2 30.0 kg/m", do not include in the study

Race*: [ Caucasian L[] Other (Specify):
* > If “Other”, do not include in the study

VITAL SIGN
B rr—— -
Sitting blood pressure Heart rate Respiratory Frequency | Body temperature
(mmHg) (bpm) (breaths per minute) (°C)
Systolic 100 — 139* | Diastolic 50 — 89* 50-90 * 12-18 36.0-37.5
Y O ||| _| |1l ||| Y O Y j

* > If out of normal range, do not include in the study and comment ... ecieicciniiicciieiciiiiniin

CONCOMITANT MEDICATION

Has the subject taken any medication within the last two weeks, including OTC (“Over The Counter”)?

LI No L] Yes = If “Yes”, do not include to the study and complete “Concomitants
Medication section at the end of the CRF”

' GENERAL MEDICAL HISTOR

Did the Subject participated in the evaluation of any experimental drug within 3 months prior to
screening? O No [Yes = If “Yes”, do not include to the study
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SOMAGEL PROTOCOL SCREENING
SUBJECT NUMBER |__|__ | | DAY - 15 TO DAY 0

Has the Subject had any condition which required hospitalization in the past, or chronic conditions
that require or have required treatment? Please, fill in the table below

| NO | YES If “YES”, please specify details prztsi(]:n ¢
Respiratory system W | O
Circulatory system O ] OJ
Hematopoietic/lymphatic system | [ O O
Alimentary tract O O ]
Nervous system O O O
Musculoskeletal system U O O
Genito/urinary system O L [l
Endocrine/metabolic system O LJ O
Thyroid Disorders O O O
Allergic/immunologic system O O O
Genetic disorder O] O U
Psychiatric disorder O O U
Integumentary system O 15 L
Gastrointestinal tract O O O
04 7R i LR s O SR O . = U
ACGTHONG CONTITIBIIES wivvssvivion ioosiosoiiiiosisstasiaginiiins i s i5ats s mmtinssia¥sosromss A s TS E S S e ssn o R GRS s s P Ay R s
_PHYSICAL EXAMINATION
Notmal Abnormal NA *If “Abnormal CR”, do not include
NCR | CR* in the study and fill below
General conditions O O OJ O
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SOMAGEL PROTOCOL SCREENING
SUBJECT NUMBER |__|__ || DAY - 15 TO DAY 0

l

Nutrition condition

Circulatory system

Respiratory system

Abdomen

Throat and lymph nodes

Skin

BopE R By B B
O

L B iy B4 &) B o &
I 1 4 1 M S 0 O

Other

A ATONGHCOINIBTES wosinisemsis it b e e D e e s Sy S e e s S S S e OV S VS e

Planned time Actual time (hh:mm)

Archive in Source Documents ECG printout

Pre-dose [ . -
ECG assessment [ Normal
[J Abnormal NCR
[J Abnormal CR = If ticked, do not include in the study and comment below
0 L 2 s o L e

LABORATORY RESU LTS: BLOOD

Archrue aH drﬁ:ca.’ !abomtory resufts in Source Documenrs
Date/Hour of sample taken |__|_ || __|_fl__1__|__|__| T Y

dd/mm/yyyy hh/min
HAEMATOLOGY
i 3 Abnormal
Analysis Value Unit Normal
NCR CR
Hcb g/dL [ [] []
Hct % O O ]
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SOMAGEL PROTOCOL SCREENING
SUBJECT NUMBER | DAY - 15 TO DAY 0

RBC 10%/uL ] ] L]
WBC 10%/pL ] ] ]
Neutrophils 10°/uL L] O []
Lymphocytes 10%/uL ] L] ]
Monocytes 10°/uL [] [] ]
Basophils 10°/uL [] ] ]
Eosinophils 10%/uL ] ] L]
PLT 10°/uL O] ] []
MCV flL (] ] []
MCH pg [] L] [
MCHC g/dL [] ] O]
BLOOD CHEMISTRY
A ] Abnormal
Analysis Value Unit Normal
NCR CR
Total proteins g/dL ] L] (]
Total bilirubin mg/dL L] L] []
ALT u/L ] ] []
AST u/L ] L] L]
v-GT u/L [] [] L]
Na* mEq/L U [] ]
K* mEq/L [] L] L]
cr mEq/L O] ] L]
ca* mg/dL ] ] ]
Urea mg/dL ] [] ]
Alkaline phosphatase u/L ] [] []
Creatinine mg/dL ] [] ]
Inorganic phosphorus mg/dL ] ] L]
Fasting glucose mg/dL L] [] ]

Has the subject undertaken any blood donation on the three months prior to the beginning of the
study? Sl |:l NO |:| If “Yes”, do not include in the study

Analysis Value Unit Normal sl
NCR CR
HCV ab 5/CO ] = =

LABORATORY RESULTS: URINALYSIS Archive all clinical laboratory results in Source Dacuments
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‘ SOMAGEL PROTOCOL SCREENING
| SUBJECT NUMBER | DAY - 15 TO DAY 0

Date/Hour of sampletaken | | || | |l | | | | [ T X
dd/mm/yyyy hh/min

Urinalysis [] Normal
L] Abnormal NCR
0 Abnormal CR = If “Abnormal CR”, do not include in the study

IODURIA RESU LTS Archme aH ci’mrcai faboratory resufts in Source Documents

Date/Hour of sample taken | __|__||__|__||__|__|__|__| I T 4 D

dd/mm/yyyy hh/min
Analysi Value Unit Normal Abposmal
il ba NCR | CR
loduria ppm D |:| D

If “Abnormal CR”, do not include in the study

ENDOCRINOLOGY Arr:h:ve aH chmcai’ !aboratory results in Source Documents

Date/Hour of sampletaken | __ | || | 11| ||| . .

dd/menlyyyy hh/min
Analysi Value Unit Normal Abnormal
nalysis - !
TSH muUl/L D D D

Iif “Abnormal CR”, do not include in the study

ALCOHOL CONSUMPTION

Alcoholemic Test U Negatwe L] Positive = ff “Positive” do not include to the srudy

Does the Subject consume alcohol every day?

O No [J Yes = If “Yes” is ticked, please fill below
Beer [J None ] © 680g
L] >680g - Ifticked, do not include in the study
Wine [ None 1O 280g

[0 >280g -> Ifticked, do not include in the study

Spirit (40%) J None J O 85¢g
[1>85g - Ifticked, do not include in the study
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SOMAGEL PROTOCOL SCREENING
SUBJECT NUMBER |__| DAY - 15 TO DAY 0

NlCOTINE CONSUMPTION

Does the Subject currently use nicotine products?

[] Yes - tobacco abuse < 10 cigarettes/day

U Yes - tobacco abuse > 10 cigarettes/day = If “Yes”, do not include in the study
ONo = If “No”, please fill below:

[J Never used [J Ex-user, |__|__| cigarettes/day

RESULT OF URINE DRUG SCREEN

L] Negative (] Positive = If “Positive”, do not include in the study
Presence of:

U] cannabinoids O cocaine [l amphetamines [ ecstasy

[ opiates 0 methadone [0 barbiturates

RESULT OF PREGNANCY TEST

I NA * (1 Negative [ Positive—> If “Positive”, do not include in the study
* = If “NA” is ticked, specify: [Male L] Other**

** > If “Other” is ticked, please comment:

CONTRACEPTION: Is the subject willing to abstain from any sexual intercourse or use one of the
acceptable contraception methods from the time of the first dosing until the completion of the
examination at the end of the study (barrier methods with spermicide)?

LYes ~ [ONo -> If “No” s ticked, do not include in the study
SUBJECT ELIGIBILITY FOR THE CLINICAL TRIAL

INCLUSION CRITERIA YES NO
1 Sex and age: Adult women aged between 18 and 50 years ] O
2 | Race: Caucasian O [
3 | Body mass index (BMI): 18,5 > BMI < 30 kg/m* O O

Vital signs: systolic blood pressure {SBP) 100-139 mm Hg and diastolic blood
4 pressure (DBP) 50-89 mmHg; heart rate (HR) 50-90 bpm, measured after 5 ] O
min of rest (sitting position)

5 Electracardiogram (ECG): no clinically relevant abnormalities at ECG (12 leads) O O

6 Physical examination: no clinically relevant abnormal physical findings O
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SOMAGEL PROTOCOL SCREENING
SUBJECT NUMBER |__|__|__ | DAY — 15 TO DAY 0

P Laboratory analyses: clinically relevant abnormal laboratory values indicative

of physical illness H
3 Allergy: no ascertained or presumptive hypersensitivity to the active principle O
and/or formulations ingredients or beta lactam antibiotics
Medical history: no history of anaphylaxis to drugs or allergic reactions in
general, no relevant history of renal, hepatic, cardiovascular, respiratory, skin,
9 haematological, endocrine or neuroclogical diseases that may interfere with O

the aim of the study, no history of gastric mucosal damages, no neoplasia, no
medications during 2 weeks before the start of the study, including OTC
(“over the counter”)

10 Participation in another experimental trial: no participation in the evaluation =

of any experimental drug within 3 months prior to screening

11 | Blood donors: no blood donations during 3 months prior to this study U

Drug or alcohol history: no history of drug, alcohol (< 1 drink/day for females,
12 | defined according to USDA Dietary Guidelines 2000) or tobacco abuse (< 10 O
cigarettes/day)

13 | Pregnancy: not pregnant or lactating [

14 | Contraception: fertile women willing to use barrier contraceptive methods O

Subjects’ capacity: ability to comprehend the full nature and purpose of the
15 | study, including possible risks and side effects; ability to co-operate with the O
Investigator and to comply with the requirements of the entire study

16 | /CF:signed written ICF prior to inclusion in the study {1

17 Life-style: Willingness of the subject to maintain a constant life style during

the period of the study [
= If “No”, do not include in the StUAY ARG COMMENT ......o..eeeeeeeeeeeeeeeeeee et eeeeeaeeeeses e easvee e e s aeanaesns
EXCLUSION CRITERIA YES
1 | Pregnancy: pregnant or lactating women O
2 | ECG: clinically relevant abnormalities O
3 Physical findings: clinically relevant abnormal physical findings which could ]
interfere with the study objectives
a Laboratory analyses: clinically relevant abnormal laboratory values indicative of 0
physical illness
Allergy: ascertained or presumptive hypersensitivity to the active principle
5 and/or formulations' ingredients; history of anaphylaxis to drugs or allergic =
reactions in general, which the Investigator considers may affect the outcome
of the study
Diseases: relevant history of renal, hepatic, gastrointestinal, cardiovascular,
6 respiratory, skin, haematological, endocrine (in particular, thyroid) or =
neurological diseases, which may interfere with the aim of the study, history of
gastric mucosal damages, neoplasia
7 Contraceptive: changes (early or suspension) of the use of contraceptive 0
oestrogen-progestin in the last 4 weeks, and inability to take adequate
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SOMAGEL PROTOCOL SCREENING
SUBJECT NUMBER |__|__|__| DAY - 15 TO DAY 0

contraception during the study

Medications and diet: any medications, including OTC, is forbidden during the
screening period. Moreover:

® |In the 6 months before screening, any treatment with antithyroid drugs
or any therapeutic use of iodine or iodine-containing medications (e.g.,
amiodarone, Somatoline®) is forbidden

* In the 6 months before screening, any diagnostic tests that led to the use
of tracers, contrast agents containing iodine or iodine isotopes, is forbidden

[ [
§ e in the 4 weeks before screening, no changes in diet of foods containing
iodine (e.g., iodized salt), or use disinfectants (e.g., betadine), detergents or any
systemic or topical product containing iodine, including mouthwashes (e.g.,
lodosan), toothpaste iodinated, douches, Lugol's solution
* [n the 4 weeks before screening, any use of food supplements and herbal
medicines
» a daily intake of iodized salt < 1,100 pg/day.
9 Investigative drug trials: participation in the evaluation of any experimental ] 0
drug within 3 months prior to the start of the study;
10 | Blood donation: blood donations during the 3 months prior to this study; = O
Drug, alcohol, tobacco: history of drug, alcohol [> 1 drink/day for females
11 | defined according to USDA Dietary Guidelines 2000] or tobacco abuse (> 10 O O

cigarettes/day).

= If “Yes”, do not include in the study and COMMENT ...cccovveeeeeeeieeeieeieeee et esesssssaeeeesessareneeesnneees

INVESTIGATOR CONFIRMATION OF ELIGIBILITY

If all inclusion and none of exclusion criteria are met, subject is enrolled into the study

Is the Subject eligible for enrolment?
[DYes [ No = If “No”, please complete “SCREENING FAILURE” section below

Date [ | _I dd/mm/yyyy

INVESEIGATOI'S NAIME  coecreieereieriisrcraner e rerrerannssaserneesansessnnssieesassssnsesssnnnansssrsssnsennnsssansnssnnns

INVESTIEAtOr'S SIBNATHIR.  woivsiiurvsasadssiiol ciirbasvasismsbesinssiinsinssbbn inmnseenvaubidnsvivsbnidivs ondbborsiissisanis

SCREENING FAILURE
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SOMAGEL PROTOCOL SCREENING
SUBJECT NUMBER |___ DAY -15TO DAY O

[ —

L1 Screening Failure Withdrawal Date || ||__|__|l__|__|__|__| dd/mm/yyyy
Primary Reason for Withdrawal (please report main reason):

] Non-Fulfilment of Inclusion Criteria And/Or Exclusion Criteria
] Adverse Event
[0 withdrawal by Patient

[ Other, please specify in comments section below

COMBIBALS] iiinissivnmmoasiisisssii s st sss e
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SOMAGEL PROTOCOL BASELINE
SUBJECT NUMBER | | | | DAY 0 - Before dosing
BASELINE VISIT
DAY 0 Before Dosing
Visit Date
[ | [ (N { -
dd/mm/yyyy
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SOMAGEL PROTOCOL BASELINE

SUBJECT NUMBER | | | | DAY 0 — Before dosing

REVIEW OF CLINICAL SYMPTOMS

Has the subject reported any new symptom since the screening visit?

] No [1Yes = If “Yes”, please comment below

COI M IBIILS. eeviereiisrumsessnmessrasrnmssssassssstssssssssssnsssssssnsnnssrsanssssessnshessssssnssnssssesssnnnnsnosesssnsnnssnsssnsesasssnecssnnsses

TRIALRESTRICTION

Has the subject complied with all study restrictions?

[ Yes LI No = If “No”, do not include in the study and comment below

g

ADVERSE EVENT

Have any Adverse Events (AE) occurred?

LINo [0 Yes = If “Yes”, complete “Adverse Events Section” at the end of CRF

CONCOMITANT MEDICATION

Has the subject taken any medication within the last two weeks?

LINo [ Yes = If “Yes”, complete “Concomitants Medication” section at the end of CRF

RESULT OF PREGNANCY TEST

CONA * OJ Negative LT Positive—> If “Positive”, do not include in the study
* > If “NA” is ticked, specify: [Male [] Other**

** > If “Other” is ticked, please comment:

CONTRACEPTION: Is the subject willing to abstain from any sexual intercourse or use one of the

acceptable contraception methods from the time of the first dosing until the completion of the
examination at the end of the study (barrier methods with spermicide)?

ClYes LI No = If “No” is ticked, do not include in the study
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SOMAGEL PROTOCOL

SUBJECT NUMBER | | |

BASELINE

DAY 0 — Before dosing

VITAL SIGN

Subject has to rest in a sitting posiffoh }b_r 5 minutes.

Sitting blood pressure Heart rate Respiratory Frequency | Bodytemperature
{mmHg) (bpm) (breaths per minute) (°C)
Systolic 100 - 139* | Diastolic 50 — 89* 50-90 * 12-18 36.0-37.5
I ., P Y 1 P [ . . - S (- 5 -
*= Ifoutof normal tange, PIoUSE COMTBIT . seuserssmississssostsmsh s e it e ssnivstamis snsskaasns
PHYSICAL EXAMINATION
Noiiial Abnormal NA *If “Abnormal CR”, do not include
NCR | CR* in the study and fill below
General conditions ] ] [ O
Nutrition condition O O O O
Circulatory system O O O O
Respiratory system 1 L] O O
Abdomen ] O O Ol
Throat and lymph nodes O = O O
Skin i O O O
Other ] ] U O
AUAITIOTG] COFTGIES v svnnzissn s suussssnsbnssw e o s iy bk i S8 8 T S b R b a
ENDOCRINOLOGY

Archive all clinical laboratory results in Source Doc

uments.

Date/Hour of sample taken | __|__ || __|__[|__|__[_|__| [_I_[:[__[_|
da/mm/yyyy hh/min
Analysis Value Unit Normal Abnormal
NCR CR
TSH mul/L (] ] O
Free T4 ng/dL l:l D D
r-T3 O] O ]
T3 ug/L ] O O
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SOMAGEL PROTOCOL BASELINE

SUBJECT NUMBER | | | | DAY 0 — Before dosing
INVESTIGATOR CONFIRMATION OF ELIGIBILITY

Eligibility of Subject is confirmed by the Investigator? * O Yes [JNo

* If “Na” is ticked, please fill “SUBJECT'S COMPLETION OF THE STUDY OR PREMATURE
DISCONTINUATION” section in “End of Study” Visit, If “Yes” is ticked, please complete below

Date |__|__ || __|__H__|_1_I_
dd/mm/yyyy
Investigator’'s name
Investigator’s signature

TREATMENT AD

MINISTRATIO

Please attach IMP label on the “Drug accountability Form”

Batch number | |

Date/Time of administration R O O O R
dd/mm/yyyy hh:mm

()]
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SOMAGEL PROTOCOL CONTROL 1
SUBJECT NUMBER | | | | DAY 0 - 5 hours after dosing

DAY 0
5 hours after dosing

Visit Date

|| —]—]
dd/mm/yyyy
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SOMAGEL PROTOCOL CONTROL 1

SUBJECTNUMBER |___|__ ||

DAY 0 -5 hours after dosing

ENDOCRINOLOGY Archive all clinical laboratory results in Source Documents

Date/Hour of sample taken

N 0 ] o A SO P S O PO - O

dd/mm/yyyy hh/min
= Vil dAie 3 : Abnormal
alue n orma
AN NCR | CR
TSH muUI/L ] (] (]
Free T4 ng/dL ] ] []
r-T3 [] [] L]
T3 ue/L [] [] [
VITAL SIGN Subject has to rest in a sitting position for 5 minutes
Sitting blood pressure Heartrate | Respiratory Frequency | Body temperature
(mmHg) (bpm) (breaths per minute) (°C)
Systolic 100 — 139* | Diastolic 50 — 89* 50-90 * 12-18 36.0-37.5
(- - . . - . - e ecdsl o
* S [fout of normal range, PIEASE COMMENT ......vvvviviiiiiieiieieeisieresisasseessssnsassesssaneeeeeasaassreneesaassananes
LOCAL TOLERABILITY ASSESSED BY INVESTIGATOR
Zone Local Tolerability
Redness: 0[] 1[] 2[] 3[]
Right thigh | swelling: 0[] 1[] 2[] 3[J
Itching: o] 1] 2[1] 3]
Redness: O[] 1[] 2] 3[]
Left thigh | Swellingg 0[] 1[] 2[] 3[]
Itching: o] 10 200 304
0: None 1:Mild 2:Moderate 3:Severe
ADVERSE EVENT
Have any Adverse Events (AE) occurred?
ONo [0 Yes - If “Yes”, complete “Adverse Events Section” at the end of CRF
Final Version 1.0 31" July 2018 17 [Pag.53




SOMAGEL PROTOCOL ———
SUBJECTNUMBER |__|__ || DAY 1 - 24 hours after dosing

DAY 1
24 hours after dosing

Visit Date

|— | — ]
dd/mm/yyyy
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SOMAGEL PROTOCOL
SUBJECT NUMBER |__|

CONTROL 2

DAY 1 - 24 hours after dosing

ENDOCRINOLOGY

Date/Hour of sample taken |

Arch:ve aa‘f cfmrcaf !aboratory resufts in Source Documents

N |

L . -

da/mm/yyyy hh/min

Analysi Value Unit Normal Abnorms|
nalysis NCR R
TSH muUl/L O [] L
Free T4 ng/dL ] L] []
r-T3 ] O O]
3 Kg/L [ L] L]

VITAL SIGN
Subject has to rest in a sitting position for 5 minutes.
Sitting blood pressure Heartrate | Respiratory Frequency | Bodytemperature
(mmHg) (bpm) (breaths per minute) (°C)
Systolic 100 —139* | Diastolic 50-89* | 50-90 * 12-18 36.0-37.5
S - o P . el [

* 3 [fourof normol range, please COMmIMPAL .o sz s sssvmivs s e

LOCAL TOLERABILITY ASSESSED BY INVESTIGATOR

Final Version 1.0

Zone Local Tolerabhility

Redness: O[] 1[] 2[] 30

Rightthigh | swelling: 0[] 1[] 2[] 3]
Itching: o] i 2] 304

Redness: O[] 1[ ] 2[] 3[]

Left thigh | Swelling: 0[] 1[] 2[] 3]
Itching: o] 1[] 201 3]

0: None 1:Mild 2: Moderate 3:Severe

31" July 2018
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SOMAGEL PROTOCOL CONTROL 2

SUBJECT NUMBER | | | | DAY 1 - 24 hours after dosing
CONCOMITANT MEDICATION -
Has the subject taken any medication since the last visit?
[ No O Yes > If “Yes”, complete “Concomitants Medication section at the end of CRF”
ADVERSE EVENT -
Have any Adverse Events (AE) occurred?
0 No O Yes = If “Yes”, complete “Adverse Events Section” at the end of CRF
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SOMAGEL PROTOCOL

CONTROL 3
SUBJECT NUMBER |__|__ |__| DAY 14+1
CONTROL 3
DAY 14+1
Visit Date
A | S T S
dd/mm/yyyy
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SOMAGEL PROTOCOL
SUBJECT NUMBER |___|

CONTROL 3
DAY 14+1

ENDOCRINOLOGY

* Archive all clinical i’dboratory results in Source Documents

Date/Hour of sampletaken | | || | ||| ||| O 4 D
dd/mm/yyyy hh/min
Analysi Value Unit Normal Alinoga)
nalysis NCR R
TSH mul/L ] ] [l
Free T4 ng/dL ] [] L]
r-T3 ] ] L]
T3 He/L L] L] L]
VITAL SIGN
Subject has to rest in a sitting position for 5 minutes.
Sitting blood pressure Heart rate Respiratory Frequency | Body temperature
(mmHg) (bpm) (breaths per minute) ("¢}
Systolic 100 — 139* | Diastolic 50 -89* | 50-90 * 12-18 36.0-37.5
(N P | __1_I |1 __1_I 1| Y 5 -
* > If out of normal range, PIEASE COMMEPNT .........cooevviieiriiesiseissesesesiiesssssseessssessessesssssnsaesensneeassseseeas
LOCAL TOLERABILITY ASSESSED BY INVESTIGATOR
Zone Local Tolerability
Redness: 0[] 1[] 2[] 3]
Right thigh | swelling: 0[] 1[] 2[] 3[]
Itching: o] 1] 2[7] 3]
Redness: O[] 1[] 2[] 3[]
Left thigh Sswelling: 0[] 1[] 2[] 3[]
Itching: o] 1 2010 301
0: None 1:Mild 2: Moderate 3:Severe
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SOMAGEL PROTOCOL CONTROL 3

SUBJECT NUMBER | | | | DAY 14+1
CONCOMITANT MEDICATION
Has the subject taken any medication since the last visit?
[JNo [ Yes = If “Yes”, complete “Concomitants Medication section at the end of CRF”
ADVERSE EVEN
Have any Adverse Events (AE) occurred?
] No U Yes = If “Yes”, complete “Adverse Events Section” at the end of CRF
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SOMAGEL PROTOCOL END OF TREATMENT
SUBJECT NUMBER | | | | DAY 28+3
END OF TREATMENT
DAY 28+3
Visit Date
e ]
dd/mm/yyyy
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SOMAGEL PROTOCOL

SUBJECT NUMBER |

END OF TREATMENT
DAY 28+3

ENDOCRiNOLOGY

Date/Hour of sample taken

L 8 ) . (.|

Archwe a!! chnrcal !aborarory results in Source Documenrs

I

dd/mm/yyyy hh/min
90 Vel Uit i | Abnormal
Analysis alue ni orma NCR =
TSH muI/L ] L] []
Free T4 ng/dL ] ] ]
r-T3 L] [] L]
13 ue/L ] [ L]
VITAL SIGN
Subject has to rest in a sitting position for 5 minutes.
Sitting blood pressure Heart rate | Respiratory Frequency | Body temperature
(mmHg) (bpm) (breaths per minute) (°C)
Systolic 100 - 139* | Diastolic 50 -89* | 50-90 * 12-18 36.0-37.5
I | [ N - N R P ||| 1 _I.1_I
* > If out of normal range, pPlease COMIMENT ........cccoueeirieeveireeesiiessrsessee e st esesrse e e esmesessnessisnsrasns
LOCAL TO LERABILITY ASSESSED BY INVESTIGATOR
Zone Local Tolerability
Redness: 0[] 1] 2[J 304
Rightthigh | swelling: o[ ] 1] 2[1 3]
Itching: o] 11 =21 304
Redness: O[] 1[] 2[] 30
Left thigh | Swelling: 0[] 1[] 2[] 30J
Itching: o] a(] 2[] 301
0:None 1:Mild 2: Moderate 3:Severe
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SOMAGEL PROTOCOL END OF TREATMENT
SUBJECT NUMBER | | | | DAY 28+3
ONCOMITANT MEDICATION
Has the subject taken any medication since the last visit?
0 No O Yes > If “Yes”, complete “Concomitants Medication section at the end of CRF”
ADVERSE EVENT
Have any Adverse Events (AE) occurred?
O No [0 Yes = If “Yes”, complete “Adverse Events Section” at the end of CRF
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|
SOMAGEL PROTOCOL END OF STUDY (Follow-Up)

SUBJECTNUMBER |__|__|__| Day 42

END OF STUDY
DAY 42

Visit Date

AN | .
dd/mm/yyyy

Final Version 1.0 31" July 2018 27|Pag.53



SOMAGEL PROTOCOL
SUBJECT NUMBER | |

END OF STUDY (Follow-Up)
Day 42

LABORATORY RESULTS: BLOOD

Archive all clinical laboratory results in Source Documents

Date/Hour of sampletaken |__ | [|__|__||__|_|_|_|

Final Version 1.0 31" July 2018

dd/mm/yyyy hb/min
HAEMATOLOGY
Abnormal
Analysis Value Unit Normal

NCR CR

Hcb g/dL ] [] L]

Hct % L] ] O

RBC 10°/uL [] ] ]

WBC 10°/uL il L] L]

Neutrophils 10%/uL O] ] ]

Lymphocytes 10%/uL [] ] ]

Monocytes 10°/pL ] Ul L]

Basophils 10%/uL [] ] (]

Eosinophils 10°/uL ] W O

PLT 10°/pL ] ] []

MCV fi ] [] O

MCH pg [] ] []

MICHC g/dL rl ] []

BLOOD CHEMISTRY
Abnormal
Analysis Value Unit Normal

NCR CR
Total proteins g/dL [] ] ]
Total bilirubin mg/dL ] | ]
ALT u/L L] [] []
AST u/L [] ] []
y-GT u/L [ L] []
Na* mEq/L [] [] []
K* mEq/L [] [] L]
cr mEq/L O L] []
ca't mg/dL D L] D
Urea mg/dL ] [] ]
Alkaline phosphatase u/L ] ] ]
Creatinine mg/dL ] [] ]
Inorganic phosphorus mg/dL ] [l L]
Fasting glucose mg/dL L] L] ]

28| Pa

«

o
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SOMAGEL PROTOCOL
2 END OF STUDY (Follow-Up)

SUBJECTNUMBER |__ || __| Day 42

LABORATORY RESULTS: URINALYSIS

Archive all clinical laboratary results in Source Documents

Date/Hour of sampletaken | | || | Il | | | _| o]
dd/mm/yyyy hh/min

Urinalysis [ Normal
[J Abnormal NCR
[J Abnormal CR = If “Abnormal CR”, specify

Archive all clinical laboratory results in Source Documents

Date/Hour of sampletaken | _ | || __|__11_1__|__1__| T T Y
dd/mm/yyyy hh/min
¥ y Abnormal
Analysis Value Unit Normal
NCR CR
loduria ppm L] [] L]

ENDOCRINOLOGY

Archive all clinical laboratory results in Source Documents

Date/Hour of sample taken |__|__||__|__||__|__|__]__] Y T 4

dd/mm/yyyy hh/min
: % Abnormal
Analysis Value Unit Normal
NCR CR

TSH mul/L ] ] ]
Free T4 ng/dL

r-T3

T3 pg/L
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| SOMAGEL PROTOCOL

SUBJECT NUMBER |__ | __ || Day 42

END OF STUDY (Follow-Up)

ELECTROCARDIOGRAM (12-LEADS ECG)

T time (hh:mm)

[ | T

Archive ECG printout in Source Documents

ECG assessment [J Normal
] Abnormal NCR
[J Abnormal CR = [f ticked, please comment below

TEEERIFTIRTIES, arvctunssossnnsmmis s s s oy o 0 R T S P IR R I

VITAL SIGN i
 Siaiebmdhuiigailaft v, 0
Sitting blood pressure Heart rate Respiratory Frequency | Body temperature
(mmHg) (bpm) (breaths per minute) (°C)
Systolic 100 — 139* | Diastolic 50 — 89* 50-90 * 12-18 36.0-37.5
N R Y D ||| Y N %

* = If out of normal range, please COMMENT ...uuvecciiiciiiiiiiiiiiiiiiiiie e s rar e s s s as s e e s e ssse s s s s smsnanes

Final Version 1.0 31" July 2018
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SOMAGEL PROTOCOL
SUBJECT NUMBER |

END OF STUDY (Follow-Up)

Day 42

PHYSICAL EXAMINATION

Normal

Abnormal

NCR

CR.*

2
>

*If “Abnormal CR”, do not include
in the study and fill below

General conditions

O

O

Nutrition condition

Circulatory system

Respiratory system

Abdomen

Throat and lymph nodes

Skin

Other

| C1 | L0 BT L

o|gjo|g|oyoja|d

B O O B pEE

3] BB P (R R

A O I I O S i s S e T e i B BT T e e e S s

LOCAL TOLERABILITY ASSESSED BY INVESTIGATOR

Zone Local Tolerability

Redness: 0[] 1[] 2[] 3[]

Right thigh | Swelling: ol 1 al] =201 3]
ltching: o] 1 =204 30

Redness: 0[] 1[] 2[1 3[]

Left thigh | Swelling: 0[] 1[] 2[] 3[]
ltching: o[ ] 1[] 2[] 3]

0: None 1:Mild 2: Moderate 3:Severe

Final Version 1.0 31" July 2018




SOMAGEL PROTOCOL END OF STUDY (Follow-Up)

SUBJECTNUMBER |___ | |__| Day 42

CONCOMITANT MEDICATION

Has the subject taken any medication since the last visit?

L1 No O Yes - If “Yes”, complete “Concomitants Medication section at the end of CRF”

ADVERSE EVENT

Have any Adverse Events (AE) occurred?
[0 No O Yes = If “Yes”, complete “Adverse Events Section” at the end of CRF
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SOMAGEL PROTOCOL

SUBJECT NUMBER |

SUBIJECT’S DIARY

(Copy here from verified subject’s diary)

Treated Zone Events

Day Zone Treatment Local Tolerability
— REDNESS: O[] 1[] 2[] 3[]
RIGHT o No, Specify:
Day 1 THIGH SWELLING: 0[] 1] 2 [ 3
Date: ITCHING: o[ | 1] 20 30
I . . REDNESS: Q 1 2 3
dd mm o yy o Yes D D D D
LEFT o No, Specify:
SWELLING: 0 1 2 3
THIGH U n O O
mcHING: o] 1] 2[00 301
Day Zone Treatment Local Tolerability
O Yes REDNESS: 0[] 1[J 2[J 3[J
RIGHT 0 No, Specify:
Day 2 THIGH SWELLING: 0[] 1] 2[] 3
Date: ITCHING: o] 1] 2010 30
T REDNESS: 0 1 2 3
dd mm vy o Yes [] D D D
LEFT o No, Specify:
: 1 2 3
ik SWELLING: 0[] 1[] O 30
ITCHING: o] 1[0 20 30
Day Zone Treatment Local Tolerability
¥ REDNESS: o[ ] 1[] 2[] 3]
RIGHT o No, Specify:
Day 3 THIGH SWELLING: o[ ] 1] 2 [] 3[]
Date: ITCHING: o[ ] 1] 20 3
|H1EI_WI . REDNESS: o[ ] 1] 2[] 3[]
LEFT o No, Specify:
WELLING: 1 2 3
THIGH : c:ol] 1] O s0
ITCHING: o[ | 1] 20 3]
Day Zone Treatment Local Tolerability
0 Yes REDNESS: o[ ] 11 2[1 3[]
RIGHT o No, Specify:
Day 4 THIGH SWELLING: 0[] 11 20 301
Date: ImeHING: o] 1] 2[] 30
Y T REDNESS: 0[] 1[ ] 2[J 3[]
dd mm vy o Yes
LEFT o No, Specify:
: WELLING: 1 2 3
THIGH SWELLNG: 0[] 1[] O 2l
ITCHING: o] 1 201 304
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SOMAGEL PROTOCOL
SUBJECT NUMBER |

SUBJECT’S DIARY

(Copy here from verified subject’s diary)

Day Zone Treatment Local Tolerability
5 Vi REDNESS: o[ ] 1[] 2[] 301
RIGHT o No, Specify:
Day 5 THIGH SWELLING: o[ ] 1] 201 30
Date: ITCHING: o] 1[J 21 3
Y N T REDNESS: 0 1 2 3
dd mm yy O Yes i 08U
LEFT o No, Specify:
1 LING: 1 2 3
THIGH SWELLING: 0[] 1[] ] 301
ITCHING: o] 1[0 200 31
Day Zone Treatment Local Tolerability
- REDNESS: o[ ] 1[] 2[] 3[]
RIGHT o No, Specify:
Day 6 THIGH SWELLING: 0[] 1[] 2 3(J
Date: ITCHING: 0[] 1] 2[] 3[]
lﬁlﬁnl“ﬁl -~ REDNESS: o[ ] 1] 230 30
LEFT o No, Specify:
g WELLING: 1 2 3
THIGH i -
ITCHING: o[ ] 11 2[] 3[]
Day Zone Treatment Local Tolerability
o s REDNESS: o] 1] 2] 30
RIGHT o No, Specify:
Day 7 THIGH SWELLING: o[ ] 11 2[1 3]
Date: ITCHING: o[ ] 1] 2] 301
[ [ REDNESS: o[ ] 1[] 2[] 3
dd mm yy o Yes
LEFT 0 No, Specify: .
TiiE SWELLING: o[ ] 11 2[] 3]
ITCHING: o] 11 2 30
Day Zone Treatment Local Tolerability
Vg REDNESS: 0[] 1[] 2[] 3[]
RIGHT o No, Specify:
Day 8 THIGH SWELLING: 0[] 1[0 20 304
Date: ITcHING: 0[] 1) 2[J 30
1 ) REDNESS: 0 1 2 3
R i O 00 200 30
LEFT o No, Specify:
WELLING: 1 2 3
THIGH 3 o] 100 200 80
ITCHING: 0[] 1] 2[] 3[]
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SOMAGEL PROTOCOL

SUBJECT’S DIARY
SUBJECT NUMBER | | | | | (Copy here from verified subject’s diary)
Day Zone Treatment Local Tolerability
o Yes REDNESS: 0[] 1] 2[] 3
RIGHT o No, Specify:
Day 9 THIGH SWELLING: O[] 1] 2] 3[]
Date: ITCHING: o] 1[0 2[00 3]
G N S REDNESS: 0 1 2 3
dd mm yy O Yes | [ U] O
LEFT o No, Specify:
: 3
THIGH SWELLING: 0[] 1] 2[] ]
ITCHING: o] 1] 2[] 30
Day Zone Treatment Local Tolerability
5 Yk REDNESS: o[ ] 1[] 2[] 3[]
RIGHT O No, Specify: }
Day 10 THIGH SWELLING: 0[] 1] 2[1 3]
Date: ITCHING: o[ ] 1] 2[J 3]
e I ] REDNESS: 0 1 2 3
i — O 10 20 30
LEFT o No, Specify: ,
THIGH SWELLING: o[ ] 1[] 2[1 3
ITCHING: o ] 1[] 2[] 3]
Day Zone Treatment Local Tolerability
2 Yes REDNESS: 0[] 1] 2[00 301
RIGHT o No, Specify:
Day 11 THIGH SWELLING: 0[] 1[] 2[] 3[J
Date: ITCHING: 0[] 1[] 2[] 3[]
lEIFnl_Wl e REDNESS: o[ ] 1[J] 2[J 301
LEFT o No, Specify: .
SR SWELLING: 0[] 1] 2[ 31
ITCHING: 0[] 1] 2] 304
Day Zone Treatment Local Tolerability
iV REDNESS: o[ ] 1] 21 3
RIGHT o No, Specify:
Day 12 THIGH SWELLING: 0[] 1] 2] 3[]
Date: ITCHING: o] 1] 201 304
Y R B REDNESS: o[ ] 1] 2[1] 3]
dd mm yy O Yes
LEFT o No, Specify: ;
THIGH SWELLING: 0[] 1] 2[] 31
ITCHING: o[ ] 1] 2 30
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SOMAGEL PROTOCOL

SUBJECT NUMBER |

SUBJECT’S DIARY

(Copy here from verified subject’s diary)

Day Zone Treatment Local Tolerability
o Vi REDNESS: O[] 1[] 2[] 3[]
RIGHT o No, Specify:
Day 13 THIGH SWELLING: 0[] 1[] 2] 30
Date: ITCHING: o[ ] 1[ ] 2[] 3[]
| S REDNESS: 0 1 2 3
e — O 10 200 30
LEFT o No, Specify:
' WELLING: 1 2 3
THIGH 3 ung:ial ] n N .
ITCHING: 0[] 1] 2] 30
Day Zone Treatment Local Tolerability
G Yis REDNESS: o[ ] 1] 2[] 30
RIGHT o No, Specify:
Day 14 THIGH SWELLING: o[ | 1] 2[7] 3[]
Date: ITCHING: o] 1] 20 304
[ - REDNESS: 0 1 2 3
Y e 1 O 20 30
LEFT o No, Specify:
3 2 3
TiGH SWELLING: 0[] 1 O 34
ITCHING: o[ ] 1] 2[1 3[1
Day Zone Treatment Local Tolerability
el REDNESS: o[ ] 1[] 2[] 3[]
RIGHT o No, Specify:
Day 15 THIGH SWELLING: 0[] 1] 2[] 3]
Date: ITcHING: o[ ] 1[] 2[J 301
]} REDNESS: 0 1 2 3
e — O 1 20 301
LEFT o No, Specify: z
PG SWELLING: o[ ] 1] 2[1 3
ImcHING: o[ ] 1] 21 301
Day Zone Treatment Local Tolerability
o Wk REDNESS: o[ ] 1[] 2[] 3[]
RIGHT o No, Specify:
Day 16 THIGH SWELLING: 0[] 1[] 21 3
Date: ITcHING: o[ ] 1[] 2[] 304
P P REDNESS: 0 1 2 3
gl e O 0 20 30
LEFT o No, Specify: .
THIGH SWELLING: 0[] 1] 2 300
ITCHING: o] 1] 2[1 3[J
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SOMAGEL PROTOCOL

' SUBJECT NUMBER |

|

SUBJECT’S DIARY

(Copy here from verified subject’s diary)

Day Zone Treatment Local Tolerability
LY REDNESS: o[ ] 1[] 2[] 30
RIGHT o No, Specify:
Day 17 THIGH SWELLING: o[ ] 1[] 2[1 30J
Date: ITcHING: o] 1[0 200 3]
Y R REDNESS: o[ ] 1[] 2[] 3]
dd mm yy a Yes
LEFT o No, Specify:
: WELLING: 1 2 3
THIGH 3 g0l 101 LI 200
ITCHING: o[ ] 1[] 20 3[]
Day Zone Treatment Local Tolerability
o Vs REDNESS: o[ ] 1[] 2[] 3[]
RIGHT o No, Specify:
Day 18 THIGH SWELLING: o[ ] 1] 2] 3[]
Date: ITcHING: o[ ] 1[] 2 300
[ W REDNESS: 0O 1 2 3dJ
dd mm vy O Yes L] D D
LEFT o No, Specify:
’ SWELLING: 1 2 3
THIGH G ol] 1Ll O =0
ITCHING: o[ ] 1] 2[] 3[]
Day Zone Treatment Local Tolerability
SR REDNESS: o[ ] 1[] 2 3]
RIGHT o No, Specify:
Day 19 THIGH SWELLING: 0[ | 11 2[] 3[]
Date: ITCHING: o[ ] 1] 2] 3[]
S| REDNESS: 0 1 2 3[]
dd mm yy o Yes N O O
LEFT o No, Specify:
* ¢ 1 2 3
THIBH SWELLING: 0[] 1] O 3d
ITCHING: o[] 1] 200 3]
Day Zone Treatment Local Tolerability
o W REDNESS: o] 1[] 2[] 301
RIGHT o No, Specify:
Day 20 THIGH SWELUNG: 0[] 101 20 301
Date: ITCHING: o[ ] 1] 2[00 300
A ) REDNESS: o[ ] 1[J 2[J 3[]
dd mm yy o Yes
LEFT o No, Specify:
SWELLING: 0 1 2 3
THIGH = O O n
ITCHING: o[ ] 1[] 201 301

Final Version 1.0 31™ July 2018
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SOMAGEL PROTOCOL

SUBIJECT’'S DIARY
SUBJECT NUMBER | | | | | (Copy here from verified subject’s diary)
Day Zone Treatment Local Tolerability
—— REDNESS: 0[] 1[] 2[00 3]
RIGHT o No, Specify: .
Day 21 THIGH SWELLING: 0[] 1] 2[] 3[]
Date: ITCHING: o[ ] 1[0 20 3[]
R A REDNESS: o[ | 1[] 2[1 301
dd mm vy o Yes
LEFT O No, Specify:
y 1 2 3
S SWELLING: 0[] 1[] L] A
meHING: o] 1[0 20 3[J
Day Zone Treatment Local Tolerability
o Yes REDNESS: o[ ] 1 2[] 3]
RIGHT O No, Specify:
Day 22 THIGH SWELLING: 0[] 1[] 2 3]
Date: ITCHING: o[ ] 1[0 2[] 3]
Y O REDNESS: o[ 1] 2 3]
dd mm yy o Yes
LEFT o No, Specify: 5 1 2 3
Y SWELLING: 0[] 1[] O 301
ITCHING: o[ ] 1[] 2[1 3[]
Day Zone Treatment Local Tolerability
'Yos REDNESS: 0[] 1] 20 3]
RIGHT o No, Specify:
Day 23 THIGH SWELLING: 0[] 1[] 2[] 3[]J
Date: ITCHING: o[ ] 1] 20 30
S S REDNESS: o[ 1 1[] 20 30J
dd mm vy o Yes
LEFT o No, Specify:
WELLING: 0 1 2 3
THIGH ¥ G: 0[] O O u
ITCHING: o[ ] 1] 200 3]
Day Zone Treatment Local Tolerability
& Vs REDNESS: 0[] 1[] 2[] 3[]
RIGHT o No, Specify: .
Day 24 THIGH SWELLING: o[ ] 1] 2[1 3]
Date: imcHING: o[ ] 1] 2] 300
: 1 2 3
lEtFnl_wl e REDNESS: 0[] 1[] .
LEFT o No, Specify: : 1 2 3
ot SWELLING: 0[] 1] 0 301
ITCHING: o[ ] 1] 2[] 3
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SOMAGEL PROTOCOL SUBJECT’S DIARY

SUBJECT NUMBER | | | | | (Copy here from verified subject’s diary)
Day Zone Treatment Local Tolerability
o Yes REDNESS: o[ ] 1[] 2[] 3[]
RIGHT o No, Specify:
Day 25 THIGH SWELLING: o[ ] 1[] 2[1] 301
Date: ITCHING: o[ ] 1] 2[] 3]
I REDNESS: 0 1 2] 300
dd mm vy o Yes D D
LEFT o Ne, Specify:
LING: 1 2 3
THiE SWELLING: 0[] 1[] O 34
ITCHING: o[ ] 1] 2[1 3[]
Day Zone Treatment Local Tolerability
T REDNESS: 0[] 1] 2[] 3[J
RIGHT o No, Specify:
Day 26 THIGH SWELLING: o ] 1[] 2] 3]
Date: meHING: o[ ] 1] 20O 30
I REDNESS: o[ ] 1] 201 30
dd mm vy o Yes
LEFT O No, Specify:
% 1 2 3
THIGH SWELLING: 0[] 1[] O |
ITCHING: o] 1] 2[] 3[]
Day Zone Treatment Local Tolerability
a Vs REDNESS: o[ ] 1[] 2[] 3[]
RIGHT o No, Specify:
Day 27 THIGH SWELLING: 0[] 1] 2 3]
Date: ITCHING: o[ ] 1] 2[] 3]
11 REDNESS: 0 1 2] 314
dd mm yy o Yes B U
LEFT a No, Specify:
* : 1 2 3
THIGH SWELLING: 0[] [] ] ;!
ITCHING: 0[] 1 2[] 3[]
Day Zone Treatment Local Tolerability
& Yas REDNESS: 0[] 1] 2[] 3[]
RIGHT o No, Specify:
Day 28 THIGH SWELLING: 0[] 1] 2[] 3]
Date: ITCHING: o] 1[0 2[00 30
Y O REDNESS: o[ | 11 2[] 3]
dd mm yy o Yes
LEFT o No, Specify:
4 1 2 3
THICH SWELLING: 0] 1[] O 303
ITCHING: o[ ] 1] 2 3[]
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SOMAGEL PROTOCOL SUBJECT’S DIARY

SUBJECT NUMBER | | | | | (Copy here from verified subject’s diary)

Health Conditions

Did the Subject completed Section 2 “Eventi che riguardano il suo stato di salute”?

[ONo [Yes - If “Yes”is ticked, please complete “Adverse Events” section at the end of CRF

Concomitant Medications

Did the Subject completed Section 3 “Medicinali Concomitanti”?

[INo [JYes = If “Yes” is ticked, please complete “Concomitants Medication”
section at the end of CRF

Subject’s Diary Verification

Name and Surname

Subject’s Diary

Verified by Signature

Date |||

4
gh)
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p
SOMAGEL PROTOCOL SUBJECT’S COMPLETATION OF THE STUDY

SUBJECT NUMBER | | | | OR PREMATURE DISCONTINUATION
|
|

SUBJECT’S COMPLETION OF THE STUDY OR PREMATURE DISCONTINUATION

Last day of participation in the study (including follow-up)

Y N Y P PR PR PR
dd/mm/yyyy

Did the Subject complete the whole study? [ Yes [J No = If “No”, please fill below
Primary Reason for Withdrawal (please report main reason):

L] Adverse Event

(] Serious Adverse Event

[J Protocol Violation Please specify below in comments

[0 withdrawal by Patient

[J Other Please specify below in comments

CETTTITTEIERT vt s T B e T A o e A e A S e N N e A SR W A o S

...............................................................................................................................................................

Date/time of discontinuation: N O N T T S N O -
dd/mm/yyyy hh:mm

AdETEIENAl COMTRETIES. i s i G as e s s e S s e T v A Voo i s S R S S o
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SOMAGEL PROTOCOL

ADVERSE EVENTS
SUBJECTNUMBER |__|___ ||

ADVERSE EVENT NUMBER 1

EIRSETTIETEEIEI IR 1ouuovaosissssotsvasvn s assos s s e oS o S S SN AP IR AR R S SR AR

Startdate: | __|__ 1| [l |__|__[__|

Ongoing [ ]Yes [ |No If NO, indicate Stopdate| | ||| ||| |||

SERIOUSNESS CORRALATION EXPECTEDNESS
] Not Not
Serious* [ ] [] correlated [ ] [] Expected [ ] Unexpected [ ]
Serious correlated

- *If Serious 'you_v must complete the SAE/SADR Reporting form and the relative CRF section

ADVERSE EVENT NUMBER 2

DESCHOOMAELADRE covvissiommmammsunssssinsisssons s sas s si s esionsiss s s vl s boivat Sasoed fa s mas esesaiinessasis Fems s e dans SAra s

Startdate: | ___|__ ||| ||| |||

Ongoing [ ]Yes [ |No If NO, indicate Stop date|___|___||___|

SERIOUSNESS CORRALATION . EXPECTEDNESS
Not Not |
Serious* [ ] [] Correlated [ | [] Expected [ | Unexpected [ ]
Serious correlated

*If Serious you must complete the SAE/SADR Reporting form and the relative CRF section
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SOMAGEL PROTOCOL

VENTS
SUBJECTNUMBER |__ | __ || ADVERSE E

DESETRIION BELADIRY v sosycciasiosisssisssbol s oo s a5 RS TS 3 N B e SRS
Startdate: |___|___||___|___||__|___|___[___|
Ongoing [ Yes [ |No If NO, indicate Stopdate| | ||| Il || [__|
SERIOUSNESS CORRALATION EXPECTEDNESS
Not Not
Serious* [ ] [] Correlated [ ] [] Expected [ ] Unexpected [ |
Serious correlated

*If Serious you must complete the SAE/SADR Reporting form and the relative CRF section

ADVERSE EVENT NUMBER 4
DIESEEIDTION AESRIIRE susssucsinvinossuissesisuisiviiioisisiis i s s s s s s as i s v ash Vs snss aasine
Startdate: | ___|___||__|___ [l |__|__|__|
Ongoing [ ]Yes [ ]No If NO, indicate Stopdate| | ||| Il | |||
SERIOUSNESS CORRALATION EXPECTEDNESS
Not Not
Serious* [ ] [ ] Correlated [ ] [] Expected [ ] Unexpected [ ]
Serious correlated

*JfSen'ouS ybu must tompfete the SAE/SADR Reporting form and the relative CRF section
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SOMAGEL PROTOCOL

ADVERSE EVENTS
SUBJECT NUMBER | | | | d

ADVERSE EVENT NUMBER 5

BESEE IR AETRADIRG: wosnrsevevicsuionsunasss it st 05 s Ay S U R A S SRR S VRS

Startdate: |___|___ || ||| | |||

Ongoing [ ]Yes [ |No If NO, indicate Stopdate] | Il |11 |||

SERIOUSNESS CORRALATION EXPECTEDNESS
' Not i Not |
Serious* [ ] [] Correlated [ ] [] Expected [ | Unexpected [ |
Serious correlated

" *If Serious yoﬁ mus't“co.m-pfét_e the SAE/SADR Reparfr’ng form and the relative CRF section

ADVERSE EVENT NUMBER 6

DescPIntIBN AETATIR: ...ocorsremimmiimsmscisiiis i i st R e s

statdaver Ll Jo b L 1. ]

Ongoing [ |Yes [ ]No If NO, indicate Stopdate|___|__ ||| ||l___

el = o}

SERIOUSNESS CORRALATION . EXPECTEDNESS
Not Not
Serious* [ | [] Correlated [ ] [] Expected [ | Unexpected [ ]
Serious correlated

| *If Serious you must co}npiete the SAE/SADR Reporting form and the relative CRF section

Final Version 1.0 31" July 2018 46|Pag.53



SOMAGEL PROTOCOL

ADVERSE EVENTS
SUBJECTNUMBER | | ||
ADVERSE EVENT NUMBER 7

DESCIIPTION AE/ADR: ...ovvieiiiiviveiisis i et e e st e e e s e e et e s e skt es st st e e st e e e s st e e s e s e maaesam e e e e bab e s s b e s s shbasr b e

Startdate: | | ||| [l || | |

Ongoing [ ]Yes [ |No If NO, indicate Stopdate| | ||| ||| |||

SERIOUSNESS . CORRALATION EXPECTEDNESS
Not Not
Serious* [ | [] Correlated [ ] [] Expected [ ] Unexpected [ ]
Serious correlated

;"!f Serfous ydu must co.f-'np.‘ere th'e SAE/SADR Reporting form and the relative CRF section

ADVERSE EVENT NUMBER 8

DEREEIBLION AEFRDR svoitonsns s i s s e s sy s s o s 5 0 o9 o e S ol s Y n Vo asss

Startdate: [___|__[|__ | |l |} [ |

Ongoing [_JYes [ ]No If NO, indicate Stop date|

I A B || T -

SERIOUSNESS CORRALATION EXPECTEDNESS

Not Not
Serious* [ ] []| correlated [ ] [] Expected [ | Unexpected [ |
Serious correlated

*)f Serious you must complete the SAE/SADR Reporting form and the relative CRF section
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SOMAGEL PROTOCOL

ADVERSE EVENTS
SUBJECTNUMBER | __ | | __|

ADVERSE EVENT NUMBER 9

DESCIIDLION AE/ADR: ..oooooeeeeetieteeeessessssse s ibittbeesesesssssaase e e essassssssaassareessesas b ae e s e nannaeneananssnneesssssnnasaansnses

Startdate: |___|__ [|__|__[1_[__|__|__|

Ongoing [_]Yes [ |No If NO, indicate Stopdate|___|__ ||| ||l___

SERIOUSNESS CORRALATION EXPECTEDNESS
| Not Not
Serious* [| [] Correlated [ ] [] Expected [ | Unexpected [ ]
Serious correlated

*If Serious you must complete the SAE/SADR Reporting form and the relative CRF section

ADVERSE EVENT NUMBER 10

DESCHIDHON ABLADRE suvnvivivmsisionssaiessssi st orssivs o soses s s isass v sy i s st e e b S v o b eai sty

Start date: |

(WU S PN | G SR | )

Ongoing [ ]Yes [ |No If NO, indicate Stopdate| | |1 | |l |||

SERIOUSNESS CORRALATION EXPECTEDNESS
Not Not
Serious* [ ] [ ]! Correlated [ ] [] Expected [ | Unexpected [ ]
Serious correlated

*If Serious you must complete the SAE/SADR Reporting form and the relative CRF section
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SOMAGEL PROTOCOL
SUBJECT NUMBER

SAE/ADR Number 1

1. SERIOUS ADVERSE EVENT NUMBER 1

ll Diagnosis of SAE

Details of the
event:

Onset date / / / / |End date / / / / :

dad  mm yy ad mm vy Ongoing [
Severity of event Mild: [ Moderate:  [] Severe: OJ
Expectedness Expected: [] Unexpected: [

2. SERIOUSNESS CRITERIA

Death
L]

Life threatening

Persistent or significant disability/incapacity

A congenital anomaly/birth defect

from / / /

/to/

Hospitalization or prolonged Hospitalization

L]
|| J

dd mm vy

dd mm vyy

Ongoing
]

Medically significant

3. RELATIONSHIP TO STUDY INVESTIGATIONAL PRODUCT

Not related [] |Unassessable (] |Unlikely [

! Possible []

|Probable [

|certain [

Comments
on
Causality:

4. OUTCOME OF ADVERSE EVENT

Not yet recovered [ ]

i Recovered without sequelae

]

Recovered with sequelae [ ]

Sequelae:

Unknown

O

Improved [ ]

Worsened []

Fatal

[

Date of death / / / /

dd mm vyy

Autopsy performed []

Autopsy report attached []

Probable cause of death:

5. STUDY INVESTIGATIONAL PRODUCT INFORMATION

esieionsl | ] o e B0yt | Doy [ st | octe | an

fo o F i |

6. ACTION TAKEN REGARDING STUDY DRUG

None (] |Reduced ] ‘Temporarily interrupted [] | Discontinued ]

Spacify dosage: Interrupted from / - fmmf z fto/ = fmm / v /

Did event disappear after discontinuation? Yes [ No [] NA  []

Did event reappear after reintroduction? Yes [] No [ NA [

Was the blind broken? Yes [ N [ NA [

Final Version 1.0 31" July 2018
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SUBJECT NUMBER

SOMAGEL PROTOCOL

SAE/ADR Number 2

1. SERIOUS ADVERSE EVENT NUMBER 2

Diagnosis of SAE

Details of the
event:

Onset date / / / / |Enddate / / / / .

dd mm vy dd mm vy angoing [
Severity of event Mild: [ Moderate:  [] Severe: ]
Expectedness Expected: [ | Unexpected: []
2. SERIOUSNESS CRITERIA
Death Life threatening | Persistent or significant disability/incapacity |A congenital anomaly/birth defect
= L]
Hospitalization or prolonged Hospitalization O

Ongoing Medically significant
from/__ / J ftof | ] ] ]
dd mm vy dd mm yy

3. RELATIONSHIP TO STUDY INVESTIGATIONAL PRODUCT

Not related []

| Unassessable (] |Unlikely []

|Possible [

‘ Probable [ ]

|certain [J

Comments
on
Causality:

4. OUTCOME OF ADVERSE EVENT

Not yet recovered [ ] Recovered without sequelae  []| Recovered with sequelae []
Sequelae: Unknown [
Improved [] Worsened [_]
Date of death / .
Fatal ! dd mm yy Autopsy performed []
[]
Autopsy report attached [] | Probable cause of death:

5. STUDY INVESTIGATIONAL PRODUCT INFORMATION

POt AN]SR | Dl | Bgien | Bl | g
A S S S S G O

6. ACTION TAKEN REGARDING STUDY DRUG
None [1 [Reduced O |Temporari1yinterruptedl:| lDiscontinued ]

Specify dosage:

Interrupted from / / /

flol__J __J___J

dd mm vyy dd mm vyy
Did event disappear after discontinuation? Yes [] No [ NA [
Did event reappear after reintroduction? Yes [] No [] NA [
Was the blind broken? Yes [] No [ NA [

Final Version 1.0 31" July 2018

h

50|Pag.53




SOMAGEL PROTOCOL
SUBJECT NUMBER | | | |

SAE/ADR Number 3

1. SERIOUS ADVERSE EVENT NUMBER 3

Diagnosis of SAE

Details of the

event:

Onset date fdd Jmm; = / |End date fdd fmm / = / Ongoing u
Severity of event Mild: ] Moderate: [ ] Severe: ]
Expectedness Expected: [] Unexpected: []

2. SERIOUSNESS CRITERIA

A congenital anomaly/birth defect

Medically significant

| Probable [

| Certain []

Death Life threatening | Persistent or significant disability/incapacity
[ LJ L]
Hospitalization or prolonged Hospitalization O
Ongoing

from / / / [to/ / / /

dd mm vy dd mm vy
3. RELATIONSHIP TO STUDY INVESTIGATIONAL PRODUCT
Not related [] ‘Unassessabie L] |Unlikeiy ] ‘Possible O
Comments

on
Causality:

4. OUTCOME OF ADVERSE EVENT

Not yet recovered [ ‘ Recovered without sequelae ]

Recovered with sequelae [ ]

Sequelae: Unknown []
Improved [] Worsened []
. Date of death /dd fmmf = / Autopsy performed [
]
Autopsy report attached [ ] | Probable cause of death:

5. STUDY INVESTIGATIONAL PRODUCT INFORMATION

investomtnns! [ poun| s e | St dna [ oaly [ Sedte [ cp e | or

PR (R S I SN B [

6. ACTION TAKEN REGARDING STUDY DRUG

None ] ‘Reduced [ | Temporarily interrupted [_] | Discontinued ]

Specify dosage: Interrupted from / W{ m{ T/ to/ a_,’ Fm_/ Tj

Did event disappear after discontinuation? Yes [] No [ NA [

Did event reappear after reintroduction? Yes [] No [ NA [

Was the blind broken? Yes [] No [ NA [

Final Version 1.0 31" July 2018
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SOMAGEL PROTOCOL

SUBJECT NUMBER |___|__|__| SAE/ADR Number 4

1. SERIOUS ADVERSE EVENT NUMBER 4

Diagnosis of SAE

Details of the
event:

Onset date / / / / |End date / / / f ;
dd mm vy dd mm vy Grigaing L]

Severity of event ’ mid: [ Moderate: [ Severe: O

1
Expectedness | Expected: [_] Unexpected: []

2. SERIOUSNESS CRITERIA

Death Life threatening | Persistent or significant disability/incapacity |A congenital anomaly/birth defect

Ll [ L]

Hospitalization or prolonged Hospitalization ]
Ongoing Medically significant

ooy S S S L]

dd mm vy dd mm vyy

3. RELATIONSHIP TO STUDY INVESTIGATIONAL PRODUCT

Not related [] \Unassessabie{j ‘Un'nike'ny O NPossible N \Probabie il ICertain O

Comments
on
Causality:

4. OUTCOME OF ADVERSE EVENT

Not yet recovered [] Recovered without sequelae [ ]| Recovered with sequelae []

Sequelae: Unknown []

Improved [] Worsened [}

Date of death /[ / J /
Fatal dd mm yy Autopsy performed []

[
Autopsy report attached [] | Probable cause of death:

5. STUDY INVESTIGATIONAL PRODUCT INFORMATION

Investigational o | Expiry date | Daily Start date Stop date on-
Product Route | Batch N mm/yy dose dd/mm/yy dd/mm/yy going

A T N |7 S R S a

6. ACTION TAKEN REGARDING STUDY DRUG

None ] lReduced [] |Temporarily interrupted [ ] | Discontinued O

. ] Interrupted from / / / /to/ 7 / /
Specify dosage: dd mm vyy dd mm vy
Did event disappear after discontinuation? Yes [] No [ NA [
Did event reappear after reintroduction? Yes [] No [ NA ]
Was the blind broken? You [ No [ NA [
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SOMAGEL PROTOCOL

INV 'S DECLARATION
SUBJECT NUMBER |__ |__ || ESTIGATOR’S DEC

INVESTIGATOR’S DECLARATION

| state that all data in this Case Report Form have been entered under my responsibility and to the
best of my knowledge are accurate and complete, as required by the protocol.

Date |__ [ Il | 11 |___|___|
dd/mm/yyyy
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Appendix 16.1.3 List of IECs or IRBs

Table A. Independent Ethics Committee information.

Centre name

Clinical Pharmacology Centre for Drug Experimentation,
University Hospital, Via Roma 67, 1-56100 Pisa (ltaly).

Investigator

Dr. Giovanni Gori

Ethics committee

Comitato Etico Regione Toscana Area Vasta Nord Ovest

Chairman

Romano Danesi

Date of approval of the final protocol

20" September 2018

Date of approval of amendment 1 NA
Date of approval of amendment 2 NA
Date of approval of amendment 3 NA
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AZIENDA OSPEDALIERO-UNIVERSITARIA PISANA
DAL DI AREA MEDICA E ONCOLOGIA
CENTRO DI FARMACOLOGIA CLINICA PER LA
SPERIMENTAZIONE DEI FARMACI
DIRETTORE: PROE. CORRADO BLANDIZZI

Meod. C1

Vers 20160118

Gentile Sig.ra, le informazioni contenute nel
seguente foglio informativo sono dettagliate e
potrebbero risultare
MOLTO COMPLESSE

Le chiediamo di accettare la partecipazione allo
studio SOLO dopo avere letto con attenzione
qguesto foglio informativo ed avere avuto un

COLLOQUIO ESAURIENTE con il medico
sperimentatore che le dovra dedicare il
TEMPO NECESSARIO
per comprendere completamente cio che le
viene proposto
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AZIENDA OSPEDALIERO-UNIVERSITARIA PISANA
DAL DI AREA MEDICA E ONCOLOGIA
CENTRO DI FARMACOLOGIA CLINICA PER LA
SPERIMENTAZIONE DEI FARMACI
DIRETTORE PROE. CORRADO BLANDIZZ1

Mod. Cl.a

INFORMAZIONI SCRITTE PER IL PAZIENTE VR RGNS

Versione 2.0 del 17/07/2018

Titolo dello
studio:

Studio in aperto, su un gruppo di 30 donne sane per valutare la Biodisponibilita, la
sicurezza e la tollerabilita locale della nuova formulazione in gel di Somatoline®

Codice Protocollo,
versione e data:

Protocollo Somagel, versione 1.0 del 9 Luglio 2018

Eudract number:

2018-002380-26

Promotore dello
studio:

Societa Italo Britannica L. Manetti - H. Roberts & C. per Azioni
Via Baldanzese, 177, 50041 Calenzano — Firenze, Italia - Tel: (+39) 055 8835320

Sperimentatore
Principale:

Dott. Giovanni Gori, Centro di farmacologia clinica per la sperimentazione dei
farmaci, Azienda Ospedaliero-Universitaria Pisana
indirizzo mail: giovannigori.gori@gmail.com, numero di telefono: (+39) 050993240

Gentile Sig.ra/ Sig.na,

Le & stato chiesto di partecipare ad uno studio clinico sperimentale e questo documento ha lo
scopo di informarla sulla natura dello studio, sul fine che esso si propone, su cio che comportera
per Lei una tale partecipazione, sui suoi diritti e le sue responsabilita.

La prego di leggere attentamente queste informazioni scritte prima di prendere una decisione in
merito ad una eventuale Sua partecipazione allo studio. Lei avra a disposizione tutto il tempo
necessario per decidere se partecipare o meno.

Potra, inoltre, porre liberamente qualsiasi domanda di chiarimento e riproporre ogni quesito che
non abbia ricevuto una risposta chiara ed esauriente.
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AZIENDA OSPEDALIERO-UNIVERSITARIA PISANA
DAL DI AREA MEDICA E ONCOLOGIA
CENTRO DI FARMACOLOGIA CLINICA PER LA
SPERIMENTAZIONE DEI FARMACI
DIRETTORE PROF, CORRADO BLANDIZZI

Nel caso in cui, dopo aver letto e compreso tutte le informazioni ivi fornite, decidesse di voler
partecipare allo studio clinico, Le chiederd di voler firmare e personalmente datare il modulo di
Consenso Informato allegato a questo documento.

Che cosa si propone lo studio

Lo studio prevede Iapplicazione locale, nella zona delle cosce, della nuova formulazione in Gel di
Somatoline® in donne sane. Ad oggi, Somatoline® & in commercio nella formulazione bustine di
emulsione per uso cutaneo, come preparato farmaceutico indicato nel trattamento dell'adiposita
cutanea localizzata accompagnata da cellulite.

La cellulite, o panniculopatia Edemato Fibro Sclerotica, & un’alterazione del tessuto cutaneo dovuta

allaccumulo di liquidi e la sua comparsa & causata principalmente da un‘alterazione del
microcircolo con accumulo di liguidi nei tessuti cutanei.

| principi attivi presenti nella formulazione emulsione sono levo-tiroxina (0.1%) ed escina (0.3%). La
levo-tiroxina & una molecaola che attiva i processi di combustione negli adipociti e ne riduce le
dimensioni, ostacola l'eccessiva produzione delle fibre di collagene che formano la “gabbia” che
imprigiona le cellule adipose, causa della pelle a “buccia d'arancia”. La molecola Escina & una
saponina contenuta nei semi dell'ippocastano, che migliora il microcircolo riducendo I'accumulo di
liquidi nei tessuti. Agisce sulle membrane dei capillari, migliorandone la resistenza.

La nuova formulazione in gel presenta gli stessi principi attivi nella stessa concentrazione
dell’lemulsione attualmente in commercio, quindi: Levo-tiroxina 0.1% ed Escina 0.3%.

Uobiettivo primario di questo studio & la valutazione della biodisponibilita sistemica della I-tiroxina
libera (FT4).

Uobiettivo secondario dello studio & la valutazione della sicurezza del prodotto, analizzando la
biodisponibilita sistemica di rT3, T3 e TSH, dopo ripetute applicazioni cutanee di una formulazione
di gel di Somatoline®, e la tollerabilita locale e sistemica dopo ripetuta applicazione cutanea di una
formulazione di gel di Somateline®.

Per biodisponibilita si intende valutare la percentuale del principio attivo che raggiunge il flusso
sanguigno, mentre la sicurezza del farmaco verra monitorata tramite la concentrazione di TSH o
ormone tireotropo nel sangue dopo applicazione locale del gel Somatoline®.
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AZIENDA OSPEDALIERO-UNIVERSITARIA PISANA
DAL DI AREA MEDICA L ONCOLOGIA

CENTRO DI FARMACOLOGIA CLINICA PER LA
SPERIMENTAZIONE DEI FARMACI
DIRETTORE PROF, CORRADO BLANDIZZI

Quali sono le caratteristiche di questo studio

Si tratta di uno studio condotto in aperto, ovvero sia Lei che il Suo medico sarete a conoscenza del
trattamento. Verranno arruolate circa 30 donne volontarie sane in un singolo gruppo che verra
gestito presso un solo centro in ltalia.

Cosa comporta la sua partecipazione allo studio

Prima di iniziare lo studio, Le verra chiesto di leggere e firmare questo foglio informativo e
consenso informato per il soggetto.

Se decidera di partecipare allo studio, dovranno essere eseguite sei (6) visite totali presso il centro.

Il trattamento durerd complessivamente 28 giorni, di cui i primi due saranno di “attacco”, cioe
trattera la zona delle cosce con una dose maggiore di Gel e successivamente di “mantenimento”,
trattando la zona con una dose ridotta. A questa fase seguira un periodo di follow-up di 14 giorni,
per una durata complessiva dello studio di 42 giorni per ogni soggetto.

Le verra inoltre richiesto di compilare un Diario del soggetto per tutti i 28 giorni di trattamento.

Indagini a cui sara sottoposta durante lo studio

Nella prima visita al centro, definita visita di Screening, saranno valutati i criteri di inclusione ed
esclusione, i Suoi dati anagrafici e anamnestici (dati riguardanti la Sua storia clinica), e le terapie
concomitanti prima dell’inizio dello studio. Sempre durante questa visita sara effettuato un esame
fisico, verranno misurati i parametri vitali (pressione, temperatura corporea, frequenza cardiaca e
respiratoria), I'altezza e il peso e sard eseguito un prelievo di sangue per valutare i parametri
tiroidei che verranno analizzati dal laboratorio locale di questo Ospedale, verra raccolto un
campione di urine, e Le sara effettuato il test di gravidanza.

Il volume totale di sangue che sara prelevato per le procedure dell'intero periodo di studio sara di
circa 100 ml.
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AZIENDA OSPEDALIERO-UNIVERSITARIA PISANA
DAL DI AREA MEDICA F ONCOLOGIA
CENTRO DI FARMACOLOGIA CLINICA PER LA
SPERIMENTAZIONE DEI FARMACI
DIRETTORE: PROE. CORRADO BLANDIZZL

Dopo aver ricevuto i risultati dal laboratorio, il medico La contattera per pianificare, il prima
possibile, al massimo entro 15 giorni dalla visita di Screening, la successiva visita definita Visita
Basale.

Durante la Visita Basale il Medico svolgera le seguenti attivita: revisione dei criteri di
inclusione/esclusione, esame fisico, misurazione dei parametri vitali e test di gravidanza sulle urine.

Una volta verificati e soddisfatti tutti i criteri di inclusione/esclusione Le verra consegnato il
prodotto in studio da utilizzare a casa per 28 giorni a partire dal Giorno 0 (visita Basale); il medico
dello studio Le mostrera e spieghera come applicare il gel nella zona delle cosce.

Il giorno 0, dopo la prima somministrazione, dovra rimanere in osservazione presso il Centro per 5
ore. Alla fine della visita, Le verra consegnato il “Diario per il soggetto” e il personale del centro La
istruira sulla compilazione dello stesso. In questo diario Le verra richiesto di annotare eventi che
riguardano la zona trattata ed eventuali eventi che riguardano il suo stato di salute che si possono
verificare durante il periodo di partecipazione allo studio.

Il giorno successivo tornera al centro per un prelievo di sangue che servira a valutare la
concentrazione degli ormoni tiroidei.

Dopo 14 e 28 giorni dall’inizio del trattamento Le verra chiesto di tornare al centro per una visita di
valutazione dei segni vitali e verra effettuato un prelievo di sangue per valutare gli ormoni tiroidei.

Il giorno 42, cioé 14 giorni dopo la fine del trattamento, Le verra chiesto di tornare al centro per
una Visita Finale, chiamata visita di Follow-up, durante la quale sara effettuato un esame fisico,
verranno misurati i parametri vitali (pressione, temperatura corporea, frequenza cardiaca e
respiratoria), sara eseguito un prelievo di sangue per valutare i parametri tiroidei, e un esame
dell’'urina per la valutazione della loduria.

Quali sono i benefici che potra ricevere partecipando allo studio

Poiché si tratta di uno studio su volontari sani, non affetti da alcuna malattia, non trarra da questo
studio alcun beneficio diretto sul Suo stato di salute. Tuttavia, le conoscenze che verranno acquisite
anche grazie alla Sua partecipazione, saranno di utilita per acquisire rilevanti conoscenze per il
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AZIENDA OSPEDALIERO-UNIVERSITARIA PISANA
DAL DI AREA MEDICA I ONCOLOGIA
CENTRO DI FARMACOLOGIA CLINICA PER LA
SPERIMENTAZIONE DEI FARMACI
DIRETTORE PROF, CORRADO BLANDIZZI

progresso della medicina.
Quali sono i rischi derivanti dalla partecipazione allo studio

La partecipazione a uno studio pud comportare inconvenienti e rischi. In caso di domande in
merito a uno dei possibili rischi, si rivolga ai medici dello studio.

Come tutti gli altri farmaci, il trattamento in studio potrebbe provocare alcuni effetti indesiderati:
in questo studio non sono attesi effetti indesiderati gravi dovuti al prodotto, tuttavia sono possibili
reazioni nel sito di trattamento, quali rossore, gonfiore o prurito o alterazioni della funzione
tiroidea, che sara monitorata mediante prelievo di sangue per I'analisi degli ormoni tiroidei. Per
maggiori dettagli riguardo uno dei possibili effetti collaterali Le chiediamo di rivolgersi al Medico
responsabile dello studio.

Nel caso in cui si verifichi uno degli eventi sopra riportati, o qualsiasi evento importante che
riguardi la sua salute, la invitiamo a contattare immediatamente il Medico dello studio.

In caso insorga un problema medico conseguente alla somministrazione del prodotto allo studio,
Le saranno comungue assicurate le cure piu idonee.

Qualora durante lo studio, divengano disponibili dati che possano influenzare la Sua volonta di
continuare lo studio, Lei sara tempestivamente ed opportunamente informata e, se necessario, Le
sara richiesto di firmare un nuovo consenso informato a proseguire il trattamento in corso.

Il Promotore ha stipulato una copertura assicurativa con la Compagnia Allianz Global Corporate &
Specialty SE (Polizza n° 30374204), per eventuali danni derivanti da questo studio in accordo alla
vigente narmativa. L' assicurazione vale per i risarcimenti fino a concorrenza di euro 5.000.000,00
per sinistro e garantisce la copertura dei danni da responsabilita civile derivante dalla
sperimentazione stessa fino a 1.000.000,00 di euro per paziente, non copre il valore eccedente il
massimale, ed & operante esclusivamente per i danni manifestati entro 24 mesi dalla conclusione
della sperimentazione e per richieste di risarcimento presentate non oltre 36 mesi dalla
conclusione della sperimentazione stessa.

Tuttavia la polizza assicurativa, che garantisce la copertura dei danni da responsabilita civile
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DIRETTORE: PROE. CORRADC BIANDIZZI

derivante dalla sperimentazione, non copre il valore eccedente il massimale ed € operante
esclusivamente per i danni la cui richiesta di risarcimento sia stata presentata non oltre il periodo
previsto in polizza. Tale limitazione non inficia comunque il suo diritto ad ottenere il risarcimento
da parte del responsabile dell'eventuale danno.

Trattamenti incompatibili con la sperimentazione

Durante il periodo di screening Le sara chiesto di evitare qualsiasi farmaco, incluse medicine da
banco. Nei 6 mesi precedenti lo screening & vietato qualsiasi trattamento con farmaci antitiroidei o
qualsiasi uso terapeutico di iodio o di medicinali contenenti iodio (ad es. amiodarone,
Somatoline®); & inoltre vietato qualsiasi test diagnostico che abbia portato all'utilizzo di traccianti,
agenti di contrasto contenenti isotopi di iodio o iodio.

Nelle 4 settimane prima dello screening non & consentito alcun cambiamento nella dieta di
alimenti contenenti iodio (ad es. sale iodato) o uso di disinfettanti (ad es. betadine), detergenti o
qualsiasi prodotto sistemico o topico contenente iodio, compresi i collutori (ad es. lodosan),
dentifricio iodurato, douches, soluzione di Lugol; nelle 4 settimane prima dello screening e vietato
qualsiasi uso di integratori alimentari e medicine a base di erbe.

Durante il periodo dello studio & prevista una assunzione giornaliera di sale iodato minore a 1.100
pg / giorno.

Rischio di gravidanza

Se Lei & incinta o se sta allattando non potra partecipare allo studio. Se & in eta fertile dovra
sottoporsi a test di gravidanza sulle urine durante la visita di screening e alla visita basale (prima
dell’inizio del trattamento). A meno che Lei non possa avere figli a causa di un intervento
chirurgico o per altre ragioni mediche (se ha subito un intervento di legatura delle tube, o Le sono
state rimosse le ovaie o l'utero, o & in post-menopausa), durante tutto il periodo dello studio, Lei e
il suo compagno dovrete acconsentire ad utilizzare un metodo contraccettivo adeguato al fine di
evitare una gravidanza. Nel caso in cui non siano gia in corso metodi contraccettivi ormonali (come
gli estroprogestinici) o0 metodi invasivi (come la spirale intrauterina), saranno richiesti i metodi di
barriera (es. preservativo).

Se Lei dovesse iniziare una gravidanza nel corso dello studio, dovra immediatamente informare il
Medico responsabile dello studio, che valutera la migliore terapia ai fini della tutela della salute
Sua e del nascituro. Se cid dovesse verificarsi, dovra essere interrotta la Sua partecipazione allo

studio. || Medico responsabile dello studio seguira Lei e il decorso della gravidanza fino al termine.
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Campioni Biologici

Per la Sua partecipazione allo studio Le & richiesto di effettuare un prelievo di sangue (circa 10 ml)
e una raccolta di campione di urine alla visita di Screening e alla Visita di Fine Studio. | Suoi
campioni saranno analizzati dal laboratorio locale della struttura a cui Lei afferisce.

Possibili alternative

Poiché si tratta di uno studio su volontari sani, non affetti da alcuna malattia, non si fa riferimento
a terapie alternative.

Cosa succede se decide di non partecipare allo studio

La partecipazione allo studio & del tutto volontaria: se decide di partecipare, avra il diritto di
ritirarsi dallo studio in qualsiasi momento e senza |'obbligo di fornire spiegazioni, dandone tuttavia
comunicazione al medico dello studio, il Dott. Giovanni Gori, telefono 050993240. In tal caso non
saranno raccolti ulteriori dati che La riguardano e potra chiedere la cancellazione di quelli gia
raccolti. Le Sue eventuali cure mediche attuali non saranno compromesse dalla Sua decisione ed i

medici continueranno a seguirlLa con la dovuta attenzione.

D’altra parte, la Sua partecipazione allo studio potra essere interrotta se si verificheranno effetti
indesiderati.

Procedure previste alla fine dello studio
Non sono previste ulteriori trattamenti una volta terminato lo studio.
Consenso ad informare il proprio medico di medicina generale

Per la migliore tutela della Sua salute, Le verra chiesto di informare il Suo medico di medicina
generale in merito alla sperimentazione alla quale accetta di partecipare: il coinvolgimento del Suo
medico di medicina generale, & infatti molto importante, al fine di evitarLe possibili danni derivanti

dalla interazione di eventuali farmaci da lei assunti o altri prodotti che potrebbero interagire in
Modulo informativo e consenso
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maniera anche grave con i trattamenti previsti dallo studio.

Le viene consegnata una lettera destinata al Suo medico curante. La lettera contiene tutte le
informazioni relative alla Sua partecipazione allo studio, in particolare I'indicazione degli effetti
delle terapie che ricevera durante la sperimentazione, dei farmaci che non deve assumere e dei
trattamenti medici ai quali non deve sottoporsi, in quanto incompatibili o sconsigliati.

La invitiamo, nel Suo interesse e a tutela della Sua salute, a:

1) consegnare la lettera al Suo medico curante;
2) informare i medici che La seguono nella sperimentazione di ogni farmaco o prodotto

omeopatico o fitoterapico che intendesse assumere e di ogni trattamento medico al quale
intendesse sottoporsi. '

Qualora Lei omettesse di fornire tali indispensabili informazioni, né il Suo medico curante, né i
medici che La seguono nella sperimentazione potranno essere considerati responsabili per i danni
derivanti dalla incompatibilita tra la sperimentazione e ogni diverso trattamento medico.

La avvertiamo inoltre che tali danni potrebbero non essere coperti dall'assicurazione stipulata al
momento della Sua partecipazione allo studio.

Informazioni circa i risultati dello studio

Se Lei lo richiedera, alla fine dello studio potranno esserle comunicati i risultati generali dello
studio ed in particolare quelli che La riguardano.

INFORMAZIONI IN MERITO AL TRATTAMENTO DEI DATI PERSONALI:

Titolari del trattamento e relative finalita

Il Centro di sperimentazione Azienda Ospedaliera Universitaria Pisana e la Societa Italo Britannica
L.Manetti - H.Roberts & C., che ha commissionato lo studio che Le & stato descritto, ciascuno per
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gli ambiti di propria competenza e in accordo alle responsabilita previste dalle norme della buona
pratica, tratteranno i Suoi dati personali, in particolare quelli sulla salute e, soltanto nella misura in
cui sono indispensabili in relazione all'obiettivo dello studio, altri dati relativi alla Sua origine, ai
Suoi stili di vita e alla Sua vita sessuale {ecc.), esclusivamente in funzione della realizzazione dello
studio e a fini di farmacovigilanza.

A tal fine i dati indicati saranno raccolti dal Centro di sperimentazione e trasmessi al Promotore
dello studio e alle persone o societa esterne che agiscono per loro conto. Un elenco aggiornato dei
soggetti terzi a cui i dati vengono trasferiti & disponibile presso il Promotare, su richiesta.

Lei & libero di non fornire il consenso al trattamento dei dati relativi al suo stato di salute
(anamnesi, stile di vita etc.), tuttavia il trattamento di tali dati & indispensabile allo svolgimento
dello studio: il rifiuto di conferirli non Le consentira di parteciparvi.

Base giuridica del trattamento

| dati personali che fornird per le finalita sopra riportate verranno trattati esclusivamente sulla base
del Suo espresso consenso, che potra revocare in ogni momento. L'eventuale revoca avra valore
solo per il futuro, restando valido il trattamento eseguito fino a quel momento.

Natura dei dati

Il medico che La seguira nello studio La identifichera con un codice: i dati che La riguardano raccolti
nel corso dello studio, ad eccezione del Suo nominativo, saranno trasmessi al Promotore, registrati,
elaborati e conservati, per 25 venticingue anni dalla conclusione dello studio, unitamente al codice
assegnatole all'inizio dello studio. Soltanto il medico e i soggetti autorizzati potranno collegare
questo codice al Suo nominativo.

Modalita del trattamento

| dati verranno trattati applicando al trattamento le misure adeguate di sicurezza ai sensi degli artt.
32 e seguenti del Regolamento UE 2016/679 e, cio, sia sotto un profilo organizzativo sia sotto un

profilo tecnologico.
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Appendix 16.1.3 List of IECs or IRBs
Representative written information for patient and sample consent forms

AZIENDA OSPEDALIERO-UNIVERSITARIA PISANA
DAL DIAREA MEDICA E ONCOLOGIA
CENTRO DI FARMACOLOGIA CLINICA PER LA
SPERIMENTAZIONE DElI FARMAC]
DIRFTTORE: PROE. CORRADO BLANDIZZI

| dati, trattati mediante strumenti anche elettronici, saranno diffusi solo in forma rigorosamente
anonima, ad esempio attraverso pubblicazioni scientifiche, statistiche e convegni scientifici. La Sua
partecipazione allo studio implica che, in conformita alla normativa sulle sperimentazioni cliniche
dei medicinali, il personale del Promotore o delle societa esterne che eseguono per conto della
prima il monitoraggio e la verifica dello studio, il Comitato etico e le autorita sanitarie italiane e
straniere potranno conoscere i dati che La riguardano, contenuti anche nella Sua documentazione
clinica originale, con modalita tali da garantire la riservatezza della Sua identita.

Esercizio dei diritti

Potra esercitare i Suoi diritti previsti dal Regolamento UE 2016/679 (es. accedere ai Suoi dati
personali, integrarli, aggiornarli, rettificarli, cancellarli, opporsi al loro trattamento per motivi
legittimi, limitare l'elaborazione dei dati errati e richiedere una copia, al termine della
sperimentazione, o trasferire i Suoi dati a terza parte) rivolgendosi direttamente al centro di
sperimentazione (nome e cognome:

indirizzo: ) o, per il suo tramite, al Promotore. Potra interrompere
in ogni momento e senza fornire alcuna giustificazione la Sua partecipazione allo studio. In tal caso,
i campioni biologici a Lei correlati verranno distrutti. Non saranno inoltre raccolti ulteriori dati che
La riguardano, ferma restando |'utilizzazione di quelli eventualmente gia raccolti per determinare,
senza alterarli, i risultati della ricerca.

Data Protection Officer

Il Promotore si avvale di un responsabile per la protezione dei dati personali, anche noto come
Data Protection Officer “DPO”: Dott. Giuseppe Casareto, Amministratore Delegato, il quale puo
essere contattato all’indirizzo e-mail gcasareto@boltongroup.it (tel.: +39 02 6775664).

Anche il Centro di sperimentazione si avvale di un DPO:

NOME COGNOME

il quale puo essere contattato all'indirizzo e-mail:
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AZIENDA OSPEDALIERO-UNIVERSITARIA PISANA
DAL DI AREA MEDICA | ONCOLOGIA

s Dy
1.

&

T SU,J';J?

N

= 3 - — X . X
CENTRO DI FARMACOLOGIA CLINICA PER LA o
SPERIMENTAZIONE DEI FARMACI
DIRETTORE PROF, CORRADO BLANDLZZ]

Ulteriori informazioni

Non sono previsti costi aggiuntivi a Suo carico derivanti dalla partecipazione allo studio, in quanto
tutti i costi sono rimborsati dallo sponsor che fornisce il supporto economico necessario. Per la sua
partecipazione allo studio ricevera un rimborso pari a 300,00 (trecento, 00) euro.

Il protocollo dello studio che Le & stato proposto & stato approvato dal Comitato Etico per la
sperimentazione clinica Area Vasta Nord Ovest in data 13 Settembre 2018. Il Comitato Etico ha
verificato la conformita dello studio alle Norme di Buona Pratica Clinica della Unione Europea ed ai

principi etici espressi nelle Dichiarazione di Helsinki.

Lei potra segnalare qualsiasi fatto ritenga opportuno evidenziare, relativamente alla ricerca che La
riguarda, al Comitato Etico e/o alla Direzione Sanitaria di questa struttura ospedaliera.

Dott./Prof.
e/ (Cognome) (Nome)
Telefono
Email
A
Nome per esteso del medico Data Ora Firma

che ha consegnato l'informativa
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CENTRO DI FARMACOLOGIA CLINICA PER LA

Appendix 16.1.3 List of [ECs or IRBs
Representative written information for patient and sample consent forms

AZIENDA OSPEDALIERO-UNIVERSITARIA PISANA
[XAL DEAREA MEDICA E ONCOLOGIA

SPERIMENTAZIONE DEI FARMACI
DIRETTORL: PROE. CORRADO BLANDIZZI

MODULO DI CONSENSO INFORMATO Sl L

Versione 2.0 del 17/07/2018 Vers_20160118

Titolo dello studio:

Studio in aperto, su un gruppo di 30 donne sane per valutare la Biodisponibilita, la
sicurezza e la tollerabilita locale della nuova formulazione in gel di Somatoline®

Codice Protocollo,
versione e data:

Protocollo Somagel, versione 1.0 del 9 Luglio 2018

Eudract number:

2018-002380-26

Promotore dello
studio:

Societa Italo Britannica L. Manetti- H. Roberts & C. per Azioni
Via Baldanzese, 177, 50041 Calenzano — Firenze, Italia - Tel: (+39) 055 8835320

Sperimentatore

Dott. Giovanni Gori, Centro di farmacologia clinica per la sperimentazione dei farmaci,
Azienda Ospedaliero-Universitaria Pisana

Principale: Py S el : ; ”
RRRE indirizzo mail: giovannigori.gori@gmail.com, numero di telefono: 050993240
lo sottoscritto/a nata
4 residente a provincia
via/piazza Tel. domicilio (se diverso dalla
residenza)
DICHIARO

e di aver ricevuto dal Dottor esaurienti

spiegazioni in merito alla richiesta di partecipazione alla ricerca in oggetto, secondo quanto
riportato nella scheda informativa, facente parte di questo consenso, della quale mi é stata
consegnata una copia in data alle ore (indicare data e ora della

consegna);

e che mi sono stati chiaramente spiegati e di aver compreso la natura, le finalita, le procedure, i
benefici attesi, i rischi e gli inconvenienti possibili e le alternative dello studio clinico;
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Appendix 16.1.3 List of IECs or IRBs
Representative written information for patient and sample consent forms

AZIENDA OSPEDALIERO-UNIVERSITARIA PISANA
DAL DI AREA MEDICA E ONCOLOGIA
CENTRO DI FARMACOLOGIA CLINICA PER LA
SPERIMENTAZIONE DElI FARMACI
DIRFTTORE: PROE. CORRADO BLANDIZZI

e di aver avuto l'opportunitd di porre domande chiarificatrici e di aver avuto risposte
soddisfacenti;

o diaver avuto tutto il tempo necessario prima di decidere se partecipare o meno;

¢ di non aver avuto alcuna coercizione indebita nella richiesta del Consenso;

o che mi & stato chiaramente spiegato di poter decidere liberamente di non prendere parte allo
studio o di uscirne in qualsiasi momento senza fornire giustificazione, e che tali decisioni non
modificheranno in alcun modo i rapporti con i medici curanti e con la struttura presso la quale
sono in cura;

e Sono consapevole della necessita, diretta a garantire la migliore tutela della mia salute, di
informare il mio medico curante della sperimentazione alla quale accetto di partecipare,
consegnandogli la lettera a lui indirizzata; nel caso decida di non informarlo o ometta di farlo,
né il mio medico curante né i medici che mi seguono nella sperimentazione saranno considerati
responsabili per i danni che possano derivare dall'incompatibilita tra la sperimentazione e
qualungue altro diverso trattamento medico o farmaco o prodotto omeopatico o fitoterapico io
abbia assunto. Inoltre sono consapevole che tali danni potrebbero non essere coperti
dall'assicurazione stipulata al momento della mia decisione di partecipare allo studio.

e Sono consapevole che una mia gravidanza & incompatibile con la sperimentazione e mi impegno
ad evitarla adottando le misure di prevenzione della gravidanza previste nel protocollo e
descritte dettagliatamente nel testo informativo.

DICHIARO pertanto di

O volere [0 NON volere
partecipare allo studio

[ volere [0 NON volere
essere informato sui risultati di questa ricerca dal medico dello studio

[ volere 0 NON volere
essere informato sui risultati della ricerca dal medico dello studio, anche in relazione alle notizie
inattese che dovessero essere accidentalmente riscontrate con le indagini previste dallo studio

[ volere [] NON volere
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AZIENDA OSPEDALIERO-UNIVERSITARIA PISANA
DAL DEAREA MEDICA E ONCOLOGIA

CENTRO DI FARMACOLOGIA CLINICA PER LA
SPERIMENTAZIONE DEI FARMACI
DIRETTORL: PROT. CORRADO BLANDIZZI

Informare il medico di medicina generale della partecipazione allo studio

[ accettare [ NON accettare
alla raccolta dei campioni biologici (sangue e urina) previsti dallo studio.
(Nota: la scelta “Non acconsento” non permette di partecipare allo studio).

O accettare [ NON accettare

Di segnalare una mia eventuale gravidanza, che dovesse verificarsi nonostante |a contraccezione
richiesta dal protocollo, e autorizzo la raccolta dei dati relativi alla gravidanza da parte del Medico
sperimentatore.

Nome per esteso del paziente Data Ora Firma
Nome per esteso testimone imparziale* Data Ora Firma

(ove applicabile)

*|| testimone imparziale & una persona che sia indipendente dallo studio, che non possa essere influenzata
in alcun modo dalle persone coinvolte nello studio, che partecipi alla procedura di informazione del
paziente se il paziente non & in condizione di leggere e che legga il consenso informato e ogni altra
informazione scritta fornita al paziente partecipante.

Sottoscrivendo questo modulo acconsento al trattamento dei miei dati personali e al loro
trasferimento al di fuori dell'Unione europea per gli scopi della ricerca nei limiti e con le modalita
indicate nell'informativa fornitami con il presente documento.

Nome per esteso del paziente Data Ora Firma
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AZIENDA OSPEDALIERO-UNIVERSITARIA PISANA
DAL DLAREA MEDICA F ONCOLOGIA

ok St

CENTRO DI FARMACOLOGIA CLINICA PER LA
SPERIMENTAZIONE DEI FARMACI

DIRETTORE PROE. CORRADO BLANDIAZZL

Nome per esteso testimone imparziale Data Ora Firma
{ove applicabile)
lo sottoscritto Prof./Dr.

Cognome Nome

Dichiaro che il Volontario ha firmato spontaneamente la sua partecipazione allo studio

Dichiaro inoltre di:

e aver fornito al Volontario esaurienti spiegazioni in merito alle finalita dello studio, alle
procedure, ai possibili rischi e benefici e alle sue possibili alternative;

e aver verificato che il Volontario abbia sufficientemente compreso le informazioni fornitegli

e aver lasciato al Volontario il tempo necessario e la possibilita di fare domande in merito
allo studio

L ]

non aver esercitato alcuna coercizione od influenza indebita nella richiesta del Consenso

Nome per esteso del medico
che ha fornito le informazioni e
raccaolto il consenso informato

Data Ora Firma
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AZIENDA OSPEDALIERO-UNIVERSITARIA PISANA
DAL DI AREA MEDICA E ONCOLOGIA
CENTRO DI FARMACOLOGIA CLINICA PER LA

SPERIMENTAZIONE DElI FARMACI
DIRETTORE PROF. CORRADO) BIANDIZZ]

NOTA BENE

una copia del presente modulg, firmato e datato, allegato alle “Informazioni scritte per il
Volontario” dovra essere consegnata al Paziente stesso
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16.1.4 List and description of investigators and other important participants in the study

Title Name and affiliation

Dr. Giovanni Gori, Clinical Pharmacology Centre for Drug Experimentation,

Principal Investigator . ) ) . .
University Hospital, Via Roma 67, 1-56100 Pisa (Italy).

L. Manetti - H. Roberts & C. per Azioni, Via Baldanzese. 177, 50041 -

Sponsor Calenzano — (FI), Italy

Dr. Elisabetta Di Martino, Pharmaceutical Development and Services srl, via dei
R re— Pratoni 16, 1-50018 Scandicei (Firenze, [taly). Dr. Luisa Di Cerbo,

! Pharmaceutical Development and Services srl, via dei Pratoni 16, [-50018
Scandicci (Firenze, Italy).

Dr. Cristina Sabatini, L. Manetti - H. Roberts & C. per Azioni, Via Baldanzese,
Project Leaders 177. 50041 - Calenzano — (FI). Italy. Dr. Barbara Tracuzzi, L. Manetti - H.
Roberts & C. per Azioni, Via Baldanzese, 177, 50041 - Calenzano — (FI), Italy.

Dr. Luisa Di Cerbo, Pharmaceutical Development and Services srl, via dei

SRl Rescaneh. Nescioain Pratoni 16, I-50018 Scandicci (Firenze, Italy).

Dr. Flavio Mascagni, Pharmaceutical Development and Services srl, Via dei

Data Management Pratoni 16, 1-50018 Scandicci (Firenze, Italy).
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Appendix 16.1.5 Signatures of principal or coordinating investigator(s)
or sponsor's responsible medical officer

CONFIDENTIAL Somagel

PROTOCOL VERIFICATION

PRINCIPAL INVESTIGATOR
Name, Surname: Giovanni Gori

Address: Clinical Pharmacology Centre for Drug Experimentation, University Hospital

I have read this protocol and agree to conduct this trial in accordance with all the stipulations of the protocol and
in accordance with the Declaration of Helsinki.

Ssgnazure@;ﬁﬂmwgi %’NVL_, - pae L, Lod8

Somagel Protocol
Final Version 1.0 of 09" July 2018 Page 3
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Appendix 16.1.6 Listing of patients receiving test
drug(s)investigational product(s) from specific batches

Screening Number Sex IC signature Date Enrollment Y/N Enroliment Date
01-001 F 21/01/2019 Y 28/01/2019
01-002 F 21/01/2019 Y 28/01/2019
01-005 F 31/01/2019 Y 04/03/2019
01-007 F 01/02/2019 Y 04/03/2019
01-012 F 06/02/2019 Y 04/03/2019
01-017 F 08/02/2019 Y 04/03/2019
01-006 F 31/01/2019 Y 05/03/2019
01-003 F 31/01/2019 Y 06/03/2019
01-010 F 06/02/2019 Y 06/03/2019
01-011 F 06/02/2019 i 06/03/2019
01-016 F 08/02/2019 Y 06/03/2019
01-009 F 01/02/2019 ¥ 12/03/2019
01-013 F 06/02/2019 Y 12/03/2019
01-019 F 05/03/2019 Y 12/03/2019
01-023 F 08/03/2019 Y 18/03/2019
01-024 F 11/03/2019 Y 18/03/2019
01-025 F 11/03/2019 Y 18/03/2019
01-021 F 08/03/2019 Y 19/03/2019
01-022 F 08/03/2019 Y 21/03/2019
01-026 F 12/03/2019 Y 21/03/2019
01-028 F 14/03/2019 Y 21/03/2019
01-029 F 15/03/2019 Y 21/03/2019
01-018 F 05/03/2019 Y 25/03/2019
01-020 F 05/03/2019 Y 25/03/2019
01-030 F 20/03/2019 Y 25/03/2019
01-031 F 20/03/2019 ¥ 25/03/2019
01-032 F 21/03/2019 Y 26/03/2019
01-033 F 22/03/2019 Y 26/03/2019
01-027 F 14/03/2019 Y 26/03/2019
01-034 F 27/03/2019 Y 02/04/2019
01-004 F 31/01/2019 N (Screeining Failure)
01-008 F 01/02/2019 N (Consent withdrawal)
01-014 F 08/02/2019 N (Consent withdrawal)
01-015 F 08/02/2019 N (Consent withdrawal)
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NA
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16.1.8 Audit certificates

NA
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Appendix 16.1.9 Documentation of statistical methods

Statistical Analysis Plan

Somagel

EudraCT number: 2018-002380-26

Single-group, open study on the systemic bioavailability, safety and local tolerability
of a new gel formulation of Somatoline® in 30 healthy women.

Final Version 1.0

12" September 2018
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| FHARMACEUTICAL DRVELOBMEA & £85 ANALYSIS PLAN

SIGNATURE PAGE

1 have read this analysis plan and confirm that to the best of my knowledge it accurately describes
the planned statistical analyses of the study

Signature Date

(Puhgeddobus R |Rl208

Cristina Sabatini
Regulatory Affairs Manager, Manetti & Roberts

a

M&@M'C JRIERIERAS
Barbara Tracuzzi

i
Responsabile scientifico, Manetti & Roberts
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2 Glossary

ADR
AE

ALT
ANOVA
AST
BMI

Cl

CR

Ccv
DBP
DoB
ECG
eCRF
EoS
EoT

T4
GGT/YGT
Hch
Hct
HBs Ag
HCV Ab
HiV

HR

ICF

[CH
Imp

J

iImT

I-Ta
MCH
MCHC

Adverse Drug Reaction
Adverse Event

Alanine aminotransferase
Analysis of Variance
Aspartate aminotransferase
Body Mass Index
Confidence Interval
Clinically Relevant
Coefficient of Variability
Diastolic Blood Pressure
Date of Birth
Electrocardiogram
Electronic Case Report Form
End of Study

End of Treatment

Free Thyroxine
Gamma-giutamyl transferase
Hemoglobin

Hemataocrit

Hepatitis B virus surface antigen
Hepatitis C virus antibodies

Human Immunoadeficiency Virus
Heart Rate

Informed Consent Form

International Conference on Harmonization
Investigational Medicinal Product
International Unit

Intention To Treat

Levothyroxine

Mean Cell Hemoglobin

Mean Cell Hemoglobin Concentration
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MCV
MedDRA
NCR
oTC
Pl

PLT
PP

RF
RBC
ris
SADR
SAE
SBP
SD
SOP
SUSAR
Ts

Ta
Temp
TSH
USDA
WBC

Mean Cell Volume

Medical Dictionary for Regulatory Activities
Not Clinically Relevant
Over-the-counter

Principal Investigator

Platelets

Per Protocol

Respiratory Frequency

Red Blood Cells

Reverse Triiodothyronine
Serious Adverse Drug Reaction
Serious Adverse Event

Systolic Blood Pressure
Standard Deviation

Standard Operating Procedure
Suspected, Unexpected Serious Adverse Drug Reaction
Triiodothyronine

Thyroxine

Body Temperature

Thyroid Stimulating Hormone
United States Dietary Allowance
White Blood Cells
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3 Introduction

3.1 Preface

Aim of the study is to assess systemic bioavailability of I-T4 (safety and local tolerability) of a new
gel formulation of Somatoline ® in 30 healthy women based on changes in bioavailability of FT4,
FT3, rT3, and TSH.

3.2 Purpose of the analyses

Analyses described in this document will assess the bioavailability and safety of Somatoline ® and
will be included in the Study Report.

4 Study Objectives and Endpoints

4.1 Study objectives

4.1.1 Primary objective(s)

The primary objective of the study is to assess the systemic bioavailability of I-T4 in female subjects
with focal cellulitis after repeated cutaneous of a gel formulation of Somatoline® according to the
proposed posology as per Investigator's Brochure.

4.1.2 Secondary objective(s)
The secondary objectives of the study are:

o to assess the systemic bioavailability of T4, rT3, and TSH, after repeated cutaneous
application of a gel formulation of Somatoline® in female subjects with local cellulitis;

. to assess the local and systemic tolerability after repeated cutaneous application of a gel
formulation of Somatoline® in female subjects with local cellulitis.
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4.2 End point(s)

The primary end-point is the comparison of the pre-treatment plasma concentrations of I-Ts with
those observed 24 hours, 14 days and 28 days after a cutaneous repeated application of Somatoline®
gel, and 14 days after the last application of the gel (Day 42 of follow-up).

The secondary end-point is the comparison of the plasma concentrations of Ta, T3, and TSH with
those observed 24 hours, 14 days and 28 days after a cutaneous repeated application of Somatoline®
gel, and 14 days after the last application of the gel (Day 42 of follow-up).

5 Study Methods

5.1 General Study Design and Plan

The study will be run according to a single-group, open design.

Briefly, a group of 30 Caucasian healthy woman, aged between 18 and 50 years, will be selected for
the participation into the study, during a Screening period which cannot last more than 15 days (Day
-15 to Day 0).

Women will be early informed about the purposes of the study and the risks related to the study
participation. If they agree to participate, they will be consented with the most recently approved
Informed Consent Form (ICF), and then evaluated for their compliance to the inclusion and exclusion
criteria. Once the eligibility of women has been confirmed, they will be assessed for plasma
concentrations of T4, T3, rT3 and TSH.

No dietary changes of iodine-containing food or changes in the use of iodine-containing
disinfectants, detergents or mouthwash products will be allowed during the study. A maximal daily
intake of iodized salt of 1,100 ug/day is allowed. In order to check the compliance of the subjects
with this requirement, the concentrations of iodide in the urine will be assessed at the Screening
and End of Study (EOS).

At Baseline (Day 0), after a medical visit has reconfirmed the eligibility criteria and a negative
pregnancy test has been obtained, the women will be assessed again for plasma concentrations of
T4, T3, rT3 and TSH.

After these examinations, women will be instructed to apply Somatoline® 10 g gel {I-T4 10 mg/escin
30 mg) on each thigh per day during the first 2 days (20 grams per day in total), followed by 5 grams
per thigh (10 grams per day in total) until the end of a 4-week period starting from the day the first
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dose was applied. The subjects have to apply the product and then massage the skin of the entire
thigh for several minutes until completely absorbed.

Blood samples for measurement of free T4, r-T3, and T3 and TSH levels will be repeated at Control
1 (Day 0, 5 hours after the first application of Somatoline®) and Control 2 (Day 1, 24 hours after the
first application of Somatoline®), and then again on Day 14 and Day 28 (End of Treatment [EOT]).

Vital signs (systolic and diastolic blood pressure, heart rate, respiratory frequency and body
temperature) will be assessed at each visit. A full medical examination will be repeated at the EOS.

In order to assess the systemic tolerability of the treatment with Somatoline® gel, on Day 0, Day 1,
Day 14 and Day 28, EOT and EOS (Follow-up), women will be asked for any adverse event (AE) or
any issue observed during the treatment, and the bilateral sites of drug application will be inspected
for any local reaction (erythema, swelling and itching), which will be scored. Moreover, a diary will
be given to the patients at Day 0 and the patients will be asked to daily score any sign of erythema,
swelling and itching, at the application site.

Finally, a 12-lead ECG will be run at the Screening and repeated on Day O (5 hours after the first
Somatoline® application), on EOT and EQS, to assess any potential systemic absorption of T4 and
related effects on cardiac activity.

After the EOT (Day 28), women will be followed for additional 14 days. During the follow-up period,
no treatment with Somatoline® will be allowed.

On Day 42 (EOS), blood samples for measurement of free T4, r-T3, T3 and TSH levels will be drawn.
On the same Day, women will be asked for any AE or any issue observed during the treatment, and
the bilateral sites of drug application will be inspected for any local reaction, which will be scored.

Statistical Analysis Plan - Final Version 1.0 - 12* September 2018 Page. 10 of 28
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Screening Day-15to Day 0O Screening tests

Baseline Day 0 First application of Somatoline® Day 0 (before dosing)

Treatment Day 1to Day 28 Day 1

Follow-up Day 29 to Day 42

STUDY FLOW CHART

Control 1:
Day 0
5 hr after dosing

Control 2

24 hours after dosing |

Control 3
Day 14

v

EOT

Last application of Gel Day 28

EOS
Day 42

5.2 Inclusion-Exclusion Criteria and General Study Population

Inclusion criteria: healthy woman will be enrolled in the study if they meet all the following inclusion

criteria:

L[5

2
3.
4

W

Sex and age: Adult women aged between 18 and 50 years;

Race: Caucasian;

Body mass index (BMI): 18.5 > BMI < 30 kg/m2;

Vital signs: systolic blood pressure (SBP) = 100-139 mmHg; diastolic blood pressure (DBP) =
50-89 mmHg; heart rate (HR) = 50-90 bpm, measured after 5 min of rest (sitting position);
Electrocardiogram (ECG): no clinically relevant abnormalities at ECG {12 leads);

Physical examination: no clinically relevant abnormal physical findings;

Laboratory analyses: no clinically relevant abnormal laboratory values indicative of physical
illness;

Allergy: no ascertained or presumptive hypersensitivity to the active principle and/or
formulations ingredients or B lactam antibiotics;
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Medical history: no history of anaphylaxis to drugs or allergic reactions in general, no
relevant history of renal, hepatic, cardiovascular, respiratory, skin, haematological,
endocrine, or neurological diseases that may interfere with the aim of the study, no history
of gastric mucosal damages, no neoplasia, no medications during 2 weeks before the start
of the study, including OTC (“over the counter”);

. Participation in another experimental trial: no participation in the evaluation of any

experimental drug within 3 months prior to screening;

. Blood donors: no blood donations during 3 months prior to this study;
. Drug or alcohol history: no history of drug, alcohol (< 1 drink/day for females, defined

according to USDA Dietary Guidelines 2000) or tobacco abuse (< 10 cigarettes/day);

. Pregnancy: not pregnant or lactating (for female healthy subjects);
. Contraception: fertile women willing to use barrier contraceptive methods;
. Subjects’ capability: ability to comprehend the full nature and purpose of the study, including

possible risks and side effects; ability to co-operate with the Investigator and to comply with
the requirements of the entire study;

. |CF: signed written ICF prior to inclusion in the study;
. Life-style: Willingness of the subject to maintain a constant life style during the period of the

study.

Exclusion criteria: Women will be excluded from the study if they meet anyone of the following

inclusion criteria:

1.
2.
3.

Pregnancy: pregnant or lactating women;

ECG: clinically relevant abnormalities;

Physical findings: clinically relevant abnormal physical findings which could interfere with
the study objectives;

Laboratory analyses: clinically relevant abnormal laboratory values indicative of physical
iliness;

Allergy: ascertained or presumptive hypersensitivity to the active principle and/or
formulations’ ingredients; history of anaphylaxis to drugs or allergic reactions in general,
which the Investigator considered to potentially affect the outcome of the study;

Diseases: relevant history of renal, hepatic, gastrointestinal, cardiovascular, respiratory, skin,
haematological, endocrine (in particular, thyroid), or neurological diseases, which may
interfere with the aim of the study, history of gastric mucosal damages, neoplasia;
Contraceptive: changes (early or suspension) of the use of contraceptive oestrogen-
progestin in the last 4 weeks, and inability to take adequate contraception during the study;
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8. Medications and diet: any medication, including OTC, is forbidden during the screening
period. Moreover:

a. In the 6 months before screening, any treatment with antithyroid drugs or any
therapeutic use of iodine or iodine-containing medications (e.g., amiodarone,
Somatoline®) is forbidden;

b. In the 6 months before screening, any diagnostic tests that led to the use of tracers,
contrast agents containing iodine or iodine isotopes, is forbidden;

c. in the 4 weeks before screening, no changes in diet of foods containing iodine (e.g.,
iodized salt), or use disinfectants (e.g., betadine), detergents or any systemic or
topical product containing iodine, including mouthwashes (e.g., lodosan), toothpaste
iodinated, douches, Lugol's solution;

d. Inthe 4 weeks before screening, any use of food supplements and herbal medicines;

e. a daily intake of iodized salt < 1,100 ug/day.

9. Investigative drug trials: participation in the evaluation of any experimental drug within 3
months prior to the start of the study;

10. Blood donation: blood donations during the 3 months prior to this study;

11. Drug, alcohol, tobacco: history of drug, alcohol [> 1 drink/day for females defined according
to USDA Dietary Guidelines 2000] or tobacco abuse (> 10 cigarettes/day).

5.3 Randomization and treatment allocation

The study is open with a single-group and there will be no randomization procedure.
5.4 Study Variables

The following table (Table 1) shows all the data that will be collected during the study, visit by visit.

All analysis are better described in sections 8 and 9.
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Table 1. Overall study schedule

| Baseline  |control 1
-~ |(before dosing)

| Treatment |.(Fo

Informed Consent

Eligibility

Demography & Lifestyle

Medical History

Hematology

Blood chemistry

Urine Drug Screening

Urinalysis

foduria

Virology

Alcohol/Nicotine Consumption

TSH concentration®

oIX |® |x X [x |x |x |® X

Free T4, r-T3, T3

Pregnancy Test

Treatment?

x| X [X | =

\ital Sign (SBP, DBP,
HR, RF, Temp)

Physical Examination

ECG

Adverse Events

Local by investigators

Tolerability
assessed

by subject (diary)

X': free T4, r-T3, T3 and TSH concentrations will be evaluated at Baseline before dosing and 5 hours after dosing, at Day

1 (24 hours after dosing) , at Day 14, at Day 28 and Day 42

X% the treatment will start after the eligibility criteria reconfirmed, a negative pregnancy test and plasma

concentrations obtained. The treatment starts on each thigh (10 grams) per day during the first two days, followed by

5 grams per thigh until the end of a 4-week period.

5.5 Derived variables

Age will be calculated as the difference between the baseline date (Day0) and date of birth (DoB).

SAS code: age=FLOOR((INTCK('month',DoB,Day0)-day(Day0)<day(DoB)))/12);

Statistical Analysis Plan - Final Version 1.0 - 12% September 2018
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6 Sample size

Based on a prior experience conducted with a similar formulation (Certan et al. 2013} mean value
of FT4 was assumed to be 11.0 £ 1.2 pg/mL and a sample size of 26 subjects was estimated to allow
confirming the stability of said value during the study within confidence interval of £0.7 (99%
confidence interval). Assuming a dropout rate of 15% the decision was taken to enroll 30 subjects.

7 General Considerations

7.1 Timing of analysis

The final analysis will be performed after data base lock on data transferred from SAS-Pheedlit (eCRF)
and after the finalization and approval of this SAP document.

7.2 Analysis populations

Three populations will be defined for use in the descriptive and inferential statistical analyses:
the Safety Population, the ITT Population and the PP Population.
1. “INTENTION TO TREAT” (ITT population): All subjects who received the study drug and who
participated in at least one post-baseline assessment.
2. “PER PROTOCOL” (PP Population): all subjects who concluded the study without important
protocol deviations or violations.
3. “SAFETY” (Safety Population): all subjects who will be received at least one dose of the study

drug.
Screened subjects (n=...) S Screening failures (n=...)
N
Subjects who received at least one dose of the study drug (n=...} > SAFETY POPULATION
%

Subjects who received the study drug and
i g ; 5 ITT POPULATION
who participated in Control 1 (n=...)

Drop-outs (n=...)
N e ; _—
Major protocol deviations (n=...)
Subjects who completed the study
) . L > PP POPULATION
without major protocel deviations (n=...)
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7.3 Covariates and Subgroups

There will be no covariate or subgroups.

7.4 Drop-outs, missing data and outliers

Data not available will be assessed as “missing values”, therefore no imputation methods or
replacement will be applied for drop-out, missing or outliers.

7.5 Interim analysis

There will be no interim analysis.

8 Statistical issue

8.1 General methodology

All continuous variables will be summarized using the following descriptive statistics: n (non-missing
sample size), mean, standard deviation, median, maximum and minimum. The frequency and
percentages (based on the non-missing sample size) of observed levels will be reported for all
categorical measures. In general, all data will be listed, sorted when appropriate by visit number,
with the total population size relevant to that table, including any missing observations.

8.2 Subject disposition

Variables from the CRF sections "Investigator confirmation of eligibility”, "Screening failure" and
"Treatment administration” will be used to establish how many screened subjects reached the
treatment administration stage, how many screening failures and for what reasons (non-fulfilment
of inclusion and/or exclusion criteria, adverse event, withdrew consent or other).

Variables from the CRF section "Subject's completion of the study or premature discontinuation”
will be used to establish how many treated subjects completed the study, how many dropped out
and for what reasons (protocol violation, adverse event, SAE, withdrew consent or other).

A skeleton diagram or a table will be provided in this section that provides the number of subjects
screened, screening failure, treated, dropped out or completed.
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. Screened subjects Screening failures (n=...}
screening | Day 15100 {n=...) non-fulfitment of inclusion
¢ 3 and/or exclusion criteria (n=...)
adverse event (n=...)
o Day 0 Elected_subjects withdrew consent (n=...)
{n=..) other ... (n=...)

Treatmen Day 1to 28 Drop-outs {n=...)

¢ ¢ protocol violation (n=...)
adverse event {n=...)

Follow-up Day 29to 42 > :
- serious adverse event (n=...)
Subjects withdrew consent {n=...)
EOS Day 42 who completed the study other ... (n=...)
i)

8.3 Protocol deviations

Any change, divergence, or departure from the study design or procedures of a research protocol that affects
the subject's rights, safety, or well-being and/or the completeness, accuracy and reliability of the study data
constitutes a major protocol deviations/protocel violations.

Changes or alterations in the conduct of the trial which do not have a major impact on the subject's rights,
safety or well-being, or the completeness, accuracy and reliability of the study data are considered minor
protocol deviations.

A data review will take place in order to discuss remaining issues {outstanding queries, unresolved errors),
discuss the cases of major and minor protocol violations and determine on a case-by-case basis the subjects
to be excluded from the PP population.

All protocol deviations will be listed indicating subject identification, reason and classification in minor or

major deviation.

8.4 Baseline characteristics

Only healthy Caucasian women aged between 18 and 50 years will be enrolled in the study.

Quantitative data (age, height, weight, BMI) will be summarized using quantitative descriptive
statistics such as mean, standard deviation, median, minimum and maximum values.
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8.5 Current iliness and medical conditions

AEs, medical history and concomitant diseases will be coded using the Medical Dictionary for
Regulatory Activities (MedDRA®).

Version of coding dictionaries will be stated in the Study Report.

All data will be listed by subject and summarized by SOC and PT MedDRA® term.

8.6 Prior and current medications

Concomitant medications will not allowed at screening.

The complete list of concomitant medications will be displayed by subject, indicating in addition to
route, dose, indication, start and end date (or ongoing), even if due to AE, SAE or medical history.

No dietary changes of iodine-containing food or changes in the use of iodine-containing
disinfectants, detergents or mouthwash products will be allowed during the study. A maximum daily
intake of iodized salt < 1,100 pg/day is allowed during the study.

In order to check the compliance of the subjects with this requirement, the concentrations of iodide in the
urine will be assessed at the Screening and End of Study (EQS).

8.7 Treatment compliance

The subjects will be asked to complete a diary daily and to return the complete diary at the EOT. In
this diary the subjects will declare if they have applied the IMP (Somatoline® gel) on the cutaneous
surface of the right and left thighs.

A frequency table will indicate the percentage of treated thighs by zone and by day.

9 Efficacy analyses

All efficacy variables will be listed by subject.

All continuous efficacy variables will be summarized by visit with N, Mean, Standard Deviation,
Minimum and Maximum and will be analyzed with analysis of variance with visits.

All plasma concentrations encoded by Investigators (Normal, Abnormal NCR and Abnormal CR) will
be evaluated by frequency tables.
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8.1 Primary efficacy analysis

Plasma concentrations of Free T4 ng/dL (continuous variable) will be assayed at the following time
points:

- Day 0 {pre-treatment)}, day O (5h), day 1 (24h), day 14, day 28 and day 42.

The comparison of the means from baseline will be performed with ANOVA.

9.2 Secondary efficacy analyses

Plasma concentrations of rT3 (continuous variable) will be assayed at the following time points:
- Day 0 (pre-treatment), day 0 (5h), day 1 (24h), day 14, day 28 and day 42.

Plasma concentrations of T3 pg/L (continuous variable) will be assayed at the following time points:
- Day O (pre-treatment), day O (5h), day 1 (24h), day 14, day 28 and day 42.

Plasma concentrations of TSH mUI/L (continuous variable) will be assayed at the following time
points:

- Day-15/0 (screening), day O {pre-treatment), day O (5h), day 1 (24h), day 14, day 28 and
day 42.

The comparison of the means from baseline will be performed with ANOVA.

9.3 Safety efficacy analysis:

9.3.1 (Serious) Adverse events
AEs/SAEs will be recorded throughout the entire study duration.

The incidence of AEs/SAEs will be evaluated by frequency tables providing, for each cross-classification and
subcategory, the following frequencies:

- Total number of AEs/SAEs observed.
- Number and percentage of subjects reporting at least one AE/SAE.

When calculating the incidence of AE, or any sub-classification thereof by time period, severity, etc.,, each
subject will only be counted once and any repetitions of adverse events will be ignored; the denominator will
be the total population size.
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9.3.2 Local tolerability assessment

Local tolerability of Somatoline” will be assessed by the Investigator and the subjects throughout the
collection of data in the subject diary during the entire study duration.

The Investigator will assess the local tolerability at the application site {both sides, left and right) on Day O
after 5 hours after the first application, Day 1, Day 14, Day 28 and Day 42, by scoring (0-3) each of the
following parameters (Table 2):

e Redness;

e Swelling;

¢ Hitching.

Table 2. Scores for the Investigator's assessment of redness, swelling and hitching.

Score 0 1 2 3

Severity None Mild Moderate Severe

Frequency and means of scores will be presented separately by itching, redness, and swelling, by day and by
treated thigh side.

9.3.3 Physical examination

Full physical examinations will be performed at the Screening (Day -15 to Day 0), Baseline (Day 0), Day 42
(EOS). information about the physical examination will be recorded by the Investigator in the source
documentation at the clinical Site. Any abnormalities will be recorded in the CRF. Significant
findings/illnesses, reported after the start of the study and which meet the definition of an AE, will be
recorded in the CRF.

Physical examination will be presented by time peint through descriptive statistics. Frequency of

abnormalities will be presented and compared by McNemar test, when applicable.

9.3.4 Vital signs

Subjects SBP/DBP (mmHg), HR (bpm), RF (bpm) and body temperature {°C) will be measured by the
Investigator or his/her deputy after 5 min of rest {sitting position). The measurements will be performed at:

* Screening (Day -15 to Day 0);

e Baseline (Day 1: pre-dose, and 5 hours post-dose);
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e Dayi;
e Day14;
e Day 28 (EOT);
e Day42 (EOS).
Descriptive statistics and change versus baseline by time point will be reported for each parameter. The

values will be compared vs. pre-treatment values using ANOVA.

9.3.5 ECGs
A 12-leads ECG will be performed at Screening and Day 42 (EOS).
ECG assessment will be translate into: Normal, Abnormal NCR, and Abnormal CR.

ECGs will be summarized by presenting frequency tables of values falling outside normal ranges. Frequency

of abnormalities will be compared by McNemar test, when applicable.

9.3.6 C(linical laboratory assays

Samples of blood (15 mi) and urine will be collected. The following laboratory analyses will be performed at
Screening:
s Hematology: RBC, WBC and leukocyte differential count, platelet count, haemoglobin, MCV, MCH,
MCHC, haematocrit;

e Blood Chemistry: total proteins, total bilirubin, alkaline phosphatase, AST, ALT, y-GT, urea,
creatinine, sodium, potassium, calcium, chloride, inorganic phosphorus, fasting glucose;

e Urine drug screening: presence of cannabinoids, opiates, cocaine, amphetamines, barbiturates,
methadone and ecstasy;

e Urinalysis: Complete urinalysis and ioduria;
e Virology: HBs Ag, HCV Ab, HIV;
e Thyroid: TSH;
® Pregnancy test.
The following laboratory analyses will be performed at Baseline:
e  Thyroid: T, T3, rTsand TSH (T =0);
* Pregnancy test.
The following laboratory analyses will be performed at Control 1, Control 2, Control 3, and EOT:

e Thyroid: Ty, Ts, rTs and TSH.
The following laboratory analyses will be performed at EQS:
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s Hematology: RBC, WBC and leukocyte differential count, platelet count, haemoglobin, MCV, MCH,
MCHC, haematocrit;

e Blood Chemistry: total proteins, total bilirubin, alkaline phosphatase, AST, ALT, y-GT, urea,
creatinine, sodium, potassium, calcium, chloride, inorganic phosphorus, fasting glucose;

e  Urinalysis: complete urinalysis and ioduria;
e Thyroid: T4, T3, rTz and TSH.

All laboratory analyses will be encoded in: Normal, Abnormal NCR, Abnormal CR.

Laboratory data will be summarized by presenting frequency tables of values falling outside normal ranges.
Frequency of abnormalities will be compared by McNemar test, when applicable. Moreover, for each

parameter the descriptive statistics and change versus baseline by time point will be reported.

10 Summary of changes to the protocol

Analyses described in this statistical analysis plan are faithful to those specified in the protocol.

11 General Definitions

11.1 Computer systems and software to be used in the analysis

All statistical tests will be with a significance level of & = 0.05, unless otherwise specified.

The results will be displayed and summarized in tables and figures.

Statistical analysis will be performed using SAS® version 9.4 for Windows® (SAS Institute Inc., Cary,
North Carolina, United States).

11.1 Reporting conventions

P-values 20.001 will be reported to 3 decimal places; p-values less than 0.001 will be reported as
“<0.001".

The mean, standard deviation, and any other statistics other than quantiles, will be reported to one
decimal place greater than the original data. Quantiles, such as median, or minimum and maximum
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will use the same number of decimal places as the original data. Estimated parameters, not on the
same scale as raw observations (e.g. regression coefficients) will be reported to 3 significant figures.

11.2 Coding systems used

11.2.1 Clinical Terms

Clinical terms will be coded with MedDRA® (latest available version at the time of statistical analysis;
version of coding dictionaries will be stated in the Study Report.

11.2.2 Drugs

Drugs will be coded using the Anatomical Therapeutic Chemical (ATC) Classification System.

11.3 Report type, language and format

The statistical output will be in Microsoft Word 2010 format and in English language.

12 Table and figures

12.1 Statistical analysis report

The set of tables, listings and figures (TLFs) produced in the statistical analysis and will follow
sections 12.3, 12.4 and 12.5. These lists are intended to provide an overall idea of the general
output, but they will not necessarily be reproduced.

12.2 Tables, headings and footnotes

All tables will be stratified by period, as appropriate. The tables repeated for analysis population will
be produced only once if analysis populations are congruent.

Line 1: Study code:
Line 3: Table/Listing: Table name
Footnote: Date, draft/final version
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12.3 List of Tables
1 Subject disposition
1.1 Overall subject disposition
1.2 Presence of subjects at study visits
13 Protocol violations
2 Demographics and baseline characteristics (by analysis population)
2.1  Demographics, pregnancy test, virology
2.2 Lifestyle characteristics: alcohol, smoke and urine drug at screening
2.3 Medical History and concomitant medications
2.4  Concomitant Medication

3 Primary endpoint

31

Free T4 by time point and change versus baseline

4 Secondary endpoints

4.1
4.2
4.3

73 by time point and change versus baseline
T3 by time point and change versus baseline

TSH by time point and change versus baseline

5 Safety analysis

511
51.2
5.1.3
5.2.1
5.2.2
53.1
5.4.1
5.5.1
5.5.2
5.5.3
551
5.5.2
553
5.6

Overview AE

Overview ADR

Overview SAE

Laboratory test: Hematology/ Chemistry by time point and change versus baseline
Laboratory test: Urinalysis by time point and change versus baseline
Vital Signs by time point and change versus baseline

ECG Overall investigator judgement by time point

Local Tolerability by Pl: redness score frequency and statistics

Local Tolerability by PI: itching score frequency and statistics

Local Tolerability by PI: swelling score frequency and statistics

Local Tolerability by subject: redness score frequency and statistics
Local Tolerability by subject: itching score frequency and statistics
Local Tolerability by subject: swelling score frequency and statistics

Physical examination by study end versus baseline

Statistical Analysis Plan - Final Version 1.0 - 12 September 2018 Page. 24 of 28




Somagel

@H AR ‘&l D &% STATISTICAL T

PHARMACEUTICAL DEVELOPMENT & SERVICES ANALYSIS PLAN

2018-002380-26

12.4 Subject data listing

The following subject data listings will always contain the following key variables (KV): subject id,
analysis population [safety, ITT, PP], visit, age at screening.

DISPOSITION OF SUBJECTS AND CORUSE OF STUDY
L1. Study visit

KV, date of informed consent, study dates by period
L2, Protocol violations

KV, protocol violations, reason, classification (minor, major)
BASELINE CHARACTERISTIC
L3. Demographic data

KV, height, weight, BMI, race
L4. Medical history

KV, system organ class, assessment, details, still present, comments
L5. Lifestyle characteristics: alcohol consumption

KV, alcohol test result, consume/day, beer, wine, spirit
L6. Lifestyle characteristics: nicotine consumption

KV, nicotine consumption, ex user/never, details
L7. Lifestyle characteristics: urine drug test

KV, test result, presence of
L8. Pregnancy test

KV, result, comment, contraception
L9. Virology: HBs Ag, HCV Ab, HIV

KV, test, value, unit, assessment
ELIGIBILITY
L10. Inclusion/Exclusion
KV, session, criteria number, text, result [yes/no]

L11. Concomitant medication
KV, drug, route, dose, unit, indication, start date, end/ongoing, related to.
L12. 3 months prior to the beginning of the study

KV, Blood donation, participation in the evaluation of any experimental drug
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L13. Eligibility

KV, eligibility, date, investigator’s name, investigator’s signature
L14. Screening failure

KV, Screening failure, date, primary reason, comments
L15. Treatment administration

KV, Batch number, date, time
L16. Review of clinical symptoms and trial restriction

KV, new symptom, comments
L17.  Trial restriction

KV, trial restriction, comments
ENDPOINTS
L18. Endocrinology: Free T4

KV, value, unit, assessment
L19. Endocrinology: rT3

KV, value, unit, assessment
L20. Endocrinclogy: T3

KV, value, unit, assessment
L21. Endocrinology: TSH

KV, value, unit, assessment
SAFETY
L22. Vital Signs

KV, date, parameters, result, unit.
L23. 12-lead ECG

KV, time, assessment, comments
L24. Physical examination

KV, system, assessment, comments
L25. Laboratory test: Haematology

KV, test, value, unit, assessment
L26. Laboratory test: Chemistry

KV, test, value, unit, assessment
L27. Laboratory test: Urinalysis

Statistical Analysis Plan - Final Version 1.0 - 12" September 2018
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KV, date and time, assessment

L28. Laboratory test: loduria
KV, date and time, assessment
L29. Local Tolerability by investigator: redness
KV, zone, severity
L30. Llocal Tolerability by investigator: swelling
KV, zone, severity
L31. Local Tolerability by investigator: itching
KV, zone, severity
L32. Local Tolerability by subject: redness
KV, zone, treatment, NO specify, severity
L33. Local Tolerability by investigator: swelling
KV, zone, treatment, NO specify, severity
L34, Local Tolerahility by investigator: itching
KV, zone, treatment, NO specify, severity
L35. Adverse events (if present)
KV, ID, description, onset date, end date, ongoing, serious, expected, correlated
L36. Serious Adverse events {if present)
KV, ID, description, details, onset date, end date, ongoing, severity, expectedness,
seriousness, relationship, outcome, action taken, information drug, comments
END OF STUDY
L37. Subject’s completion of study or premature discontinuation
KV, last day, completed, primary reason for withdrawal, discontinuation date, comments
.38, Diary verification
KV, date, name and signature of investigator's verification, health condition, concomitant
medication
L39. Investigator's declaration

KV, date, name and signature of investigator's declaration
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12.5 Figure

Figure1  FT4 mean values and standard deviation
Figure2  rT3 mean values and standard deviation
Figure3 T3 mean values and standard deviation
Figure4  TSH mean values and standard deviation
13 References
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Appendix 16.1.10 Documentation of inter-laboratory standardization methods and assurance procedures

DNV-GL

MANAGEMENT SYSTEM
CERTIFICATE

Certificato No./Certificate No.: Date prima emissiong/Initial date: Validita/valid:
CERT-04788-99-AQ-FLR-SINCERT 09 agosta 1999 07 luglio 2017 - 07 luglio 2020

Si certifica che il sistema di gestione di/This is to certify that the management system of

Azienda Ospedaliera - Umvers:tarla
Pisana (AOUP)

U.0. Laboratorio Analisi Chimico-Cliniche:
Sede Principale: Via Paradisa, 2 - Edificio 2a/2b/31g - 56124 Pisa (PI) - Italy

E conforme ai requisiti della norma per il Sisterna di Gestione Qualita/
has been found to conform to the Quality Management System standard:

UNI EN ISO 9001:2015 (ISO 9001:2015)

Valutato secondo le prescrizioni de! Regolamento Tecnico RT-04/
Evaluated according to the requirements of Technical Regulations RT-04

Questa certificazione & valida This certificate is valid
per il seguente campo applicativo: for the following scope:
Progettazione di nuovi servizi Design of new services
ed erogazione di servizi di analisi and provision of clinical services
cliniche nei seguenti settori: in the following fields:
biochimica clinica, ematologia, clinical biochemistry, hematology,
emocoagulazione e immunologia hemocoagulation and immunology
{Settore EA: 38) (EA Sector: 38)
Luogo e Data/Place and date: Per FOrganismo di Certificazione/
Vimercate, 13 luglio 2017 ACCRE DlA By For the Certification Body
LENTUITALIANG Dt ACC) 3
S0 K 803 A EHAS Ne 505 F
SGA NS Dﬂ!;": FRO N LD D
)
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et cln st i socred fenenda G0, SIEA, 551, 1M
o PRI e HRA TEAL per gl sclensi di acereddanerilo
LAB, HOD, LAY € 150
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SR 1Y Q04 I SENY GG
Mernbea o MUK TA per ' selem] o axcaedhiesments e

Nicola Privato
Management Representative

La validita del presente Certificato & subordinata al rispetto delle condizioni contenute nel Contratto di Certificazione/
Lack of fulfilment of conditions as set out in the Certification Agreement may render this Certificate Invalid,
DRV GL Business assurance Halin Sad. Vi Energy Fark, 14, 20871 Vimercate (483, Taly, Tod: 0349 65 99 905 wwwalnvghit/assiwancs
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AZIENDA OSPEDALIERO-UNIVERSITARIA PI1sana
partimento ad Attivita Integrata Medicina di Laboratorio

Direttore Prof. Romano Danesi

=

S.D. Laboratorio Chimica ¢ Endocrinologia
Direttore D.ssa Maria Rita Sessa

Pisa, 36/05/2018
Dissa Pasezia Agreui

Dissa Roberta Centon CERTIFICAZIONE DI QUALITA’

reentonBao-niateserna it
Dissa Donatelia Taddei
dtnddei@sonisatimoit

Dissa Catering Pelosin
Lotesing prlosni@aa platosaynar

TECNICO COORDINATORE
REFERENTE - il Laboratorio partecipa al Controllo di qualita Europeo EQAS —IFC;

La sottoscritta Sessa Marfa Rita, in qualith di Direttore del Laboratorio Chinice & Endocrinologia, certitica

sotto la propria responsabilita quanto segue:

- i Laboratorio partecipa al Controlio di Qualita Nazionale DicoCARE VEQ;

: - il Laboratorio partecipa al Cantrollo di Qualita ufficiaimente adottato dallz Regione Toscana,
Dssa dssunting Del Grossp :

—adelgrossoac-pie toscang it risuitando all'interno del range di qualita nei parametri testati;

- il Laboratorio partecipa al Controllo di Qualita Europeo DEQAS, UK

- il laboratorio esegue un controllo di qualita giornaliero, refertande dati solo se i controlli sono

all'interno del range di accettability {regote di Westgard);

- il Laboratorio sta seguendo i percorsi di Accreditamento e Certificazione predisposti dalla

Regione Toscana, risultando in linea con gli stessi:

i
[l - la documentazione dei risultati dei controlli di qualita, secondo quanto disposto dalle norme di
| accreditamento di cui sopra, & sempre visionabile nel Laboratorig;

i

- la documentarzione dello stato del percorso di accreditamento é visionabile presso Iz Direzione
Sanitaria dell’Azienda Ospedalicro-Universitaria Pisana. | percorsi validati sono visionabili suf sito
INTRANET nella sezione Qualits e Accreditamento.

Rilascio la presente dichiarazione per tutti gli scopi consentiti dalla legge.

in fede

Dr. Maria Rita Sessa

PISANA
A

N

i Ospedale Cisanello - Indirizzo: Via Paradisa 2 Ed. 8

Direzione tel.: 050992148 fax: 050992981 e-mail: m.sessa@ao-pisa.toscana.it



AZIENDA OSPEDALIERO-UNIVERSITARIA PISANA
Dipartimento ad Attivita Integrata Medicina di Laboratorio

Direttore Prof. Romano Danesi

S. D. Laboratorio Chimica e Endocrinologia

Direttore D.ssa Maria Rita Sessa

CFCSF Pisa — Studio Somagel

N. screening: 0125
pagretti@qo-pisatoscana it

Dssa Roberta Centoni
reenfpni@oo-plsatnsrane it

Dissa Donatella Taddei Esame: rT3
d trddei@ao-pise foscona jt e . "
Valori di riferimento: <0,7 ng/ml

| DsoCuardai
Referto completato: 29/05/2019
TECNICO COORDINATORE i
BEFERENTE
Desa At el Groso Data TEMPO Risultato
delgrosso@ao-pisatascanait _ (ng/ml)
18/3/2019 Basale 0,19
18/3/2019 | 5 h 0,21
19/3/2019 Day 1 0,16
1/4/2019 | Day 14 0,16
15/4/2019 Day 28 0,22
29/4/2019 | Day 42 0,22

Il Dirigente
D.ssa Maria Rita Sessa

AZIENDA OSPEDA Rﬂ UNIVERSITARIA PISANA

S/ D. l‘.ABQ A0 CH!MLQAE
1/ | ’END\DCR NOLOGIA
D;reﬁore Dott.ssa Maria Rita Sessa

V @ﬂm ‘M\Q\\

Osgk/msanello Indirizzo: Via Paradisa 2 Ed. 8

Direzione tel.: 050992148 fax: 050992981 e-mail: m.sessa@ao-pisa.toscana.it



Azienda

Dipartimento di Medicina di Laboratorio

(e Ospedaliero S.D. Laboratorio Chimica e Endocrinologia
\XHBF ( niversitaria Direttore: Dott.ssa Maria Rita Sessa
Pis Presidio Ospedaliero Cisanello
Safd Tel. 050-995012 - Fax. 050-995025
CFCSF (STUDIO SOMAGEL)

Referto completato: 16/04/2019 16:26

Richiesta n°®
Data Accettazione:

25/039417
16/04/2019 12:09:04

Sig.ra
Note: DAY 42
Data di Nascita:16/11/1988
Esame Metodo Esito __ Unita di misura _Valori di riferimento Materiale
.S. 2 0,400 - 4,000 -
T.S.H ICMA ,170 mUI/L WHO. Dt TRR 807558 siero
T3 CLIA 3,90 ng/L 2,70- 5,70 siero
fT4 CLIA 1,07  ng/dL 0,70 - 1,70 siero
Il Dirigente

RefPiVer151 1B/O4Z018 rc

ROBERTA CENTONI
{Certificato. n° 20E3531A9C6BZA3DA6D1BCIG4EIF3BAG)

Referto firmato eletironicamente secondo |8 norme vigenti- Legge 15 marzo 1987, n. 59, D.P.R. 10 novembre 1997, n.513,
0 P.C.M. Efebbraio 1999: D.P R B dicembre 2000, n 445; D.L, 23 gennaio 2002, n 10

Pagina 1



16 APPENDICES
16.1 STUDY INFORMATION

16.1.11 Publications based on the study

NA



16 APPENDICES
16.1 STUDY INFORMATION

16.1.12 Important publications referenced in the report

NA



16 APPENDICES
16.2 PATIENT DATA LISTING

16.2.1 Discontinued patients

NA



16 APPENDICES
16.2 PATIENT DATA LISTING

16.2.2 Protocol deviations



Appendix 16.2.2 Protocol deviations

PatNo First deviation Second deviation Classification| Safety ITT PP POP
1 |Incorrect laboratory procedure Minor YES YES YES  iSafe, ITT,PP
2 |Incorrect lzboratory pracedure No treatment for forgetfuiness on the 20th day Minor YES YES YES  |Safe, ITT, PP
3 |Screening 19days out of range Minor YES YES YES  |Safe, ITT,PP
4 |Screening failure NO NO NO SF
5 |Screening 17 days out of range FoS vist out of range Minor YES YES YES  |Safe, ITT, PP
6 |Screening 18 days out of range Minor ¥ES YES YES  |Safe, ITT,PP
7 |Screening 16 days out of range Minor YES YES YES  |Safe, ITT, PP
8  |Withdrawal of informed consent NO ND NO SF
9 |Screening 24 days out of range Minor YES YES YES  |Safe, ITT,PP
10 |Screening 13 days out of range Minor YES YES YES  |Safe, ITT, PP
11 |Screening 13 days out of range Minar YES YES YES _ |5afe, ITT, PP
12 |Sereening 11 days out of range Incorrect timing for returning the medication kit Minor YES YES YES  |Safe, ITT, PP
13 |Screening 19 days out of range Minor YES YES YES  |Safe, ITT, PP
14 |Withdrawal of informed consent NO NO NO SF
15 |Withdrawal of inf 1 consent NO NO NO SF
16  |Screening 11 days out of range Minor YES YES YES |Safe, ITT, PP
17 |Screening @ days out of range Minor YES YES YES  |Safe, ITT, PP
18 [Screening 5 days out of range No urea analysis at the screening Minor YES ¥ES YES  |Safe, ITT, PP
19 YES YES YES  |Safe, ITT, PP
20 |Screening 5 days out of range SBP=94 at screening out of range Minor YES YES YES  |Safe, ITT, PP
21 YES YES YES  |Safe, ITT, PP
) YES YES YES  |Safe, ITT, PP
23 |Incorrect timing for returning the medication kit Minor YES YES YES  |Safe, ITT, PP
24 |Notreatment for forgetfulness on the 17th and 20th day Minor YES YES YES  |Safe, ITT, PP
25 YES YES YES  |Safe, ITT, PP
26 |2rd control Day 14 out of range Minor YES YES YES  |Safe, ITT, PP
27 |Notreatment for forgetfulness on the 19th day Minor YES YES YES  |Safe, ITT, PP
P YES YES YES  |Safe, ITT, PP
23 YES YES YES  |Safe, ITT, PP
30 YES YES YES  |Safe, ITT,PP
31 YES YES YES  |Safe, ITT, PP
32 YES YES YES  |Safe, ITT, PP
3 YES YES YES  |Safe, ITT.PP
34 YES YES YES  |Safe, ITT, PP




16 APPENDICES
16.2 PATIENT DATA LISTING

16.2.3 Patients excluded from the efficacy analysis

NA



16 APPENDICES
16.2 PATIENT DATA LISTING

16.2.4 Demographic data

See Table 7



16 APPENDICES
16.2 PATIENT DATA LISTING

16.2.5 Compliance and -or drug concentration data

NA



16 APPENDICES
16.2 PATIENT DATA LISTING

16.2.6 Individual efficacy response data

NA



16 APPENDICES
16.2 PATIENT DATA LISTING

16.2.7 Adverse event listings

See Table 12



16 APPENDICES
16.2 PATIENT DATA LISTING

16.2.8. Listing of individual laboratory measurements by patient, when required by
regulatory authorities

NA



16 APPENDICES
16.3 CASE REPORT FORMS

16.3.1 CRFs for deaths, other serious adverse events and withdrawals for AE

NA



16 APPENDICES
16.3 CASE REPORT FORMS

16.3.2 Other CRFs submitted

NA



16 APPENDICES
16.4. INDIVIDUAL PATIENT DATA LISTING (US ARCHIVIAL LISTING)

NA



ANNEX 1
SYNOPSIS

See Appendix 16.1.1.



ANNEX 11

PRINCIPAL OR COORDINATING INVESTIGATOR(S) SIGNATURE(S) OR
SPONSOR’S RESPONSIBLE MEDICAL OFFICER

See Appendix 16.1.5.



ANNEX III
STUDY DESIGN AND SCHEDULE OF ASSESSMENTS

Screening Baseline Control 1 | Control 2 | Control 3 EOT EOS
Timing of event

Day -15

ma;;ay 0 {befo?:i(?sing) +?i>;3rs +2?Ial:1(o:n3 R Day 28 D42
Informed Consent X
Cligibility X X
Demography & Lifesivle X
Medical History X
IHaematology b hd
Biood chemistry X 1
Urine Drug Screening X
Lrinalysis X b
Toduria ® 2
Virology X
Alcohol/Nicotine Consumption X
TSH concentration' X X X X x X X
Free T4, r-T3. T3 X b % X X X
Pregnancy Test X X
Treatment’ X X b3 X X

Vital Sign (3BP, DBP,

X X X X x e =
HR. RF. Temp)
Physical Examination X X b
ECG X X
Adverse Events X X X X X X
Local Tolerability by investigators % & ¥ S )
assessed by subject (diary) X X X X X

X" T4 rTs. T; and TSH concentrations were evaluated at Bascline before dosing and 5 hours after dosing. at Day | (24 hours
after dosing) . at Day 14, at Day 28 and Day 42

X7: the treatment was started after reconfirmation of eligibility criteria. a negative pregnancy test and plasma concentrations
obtained. The treatment started on each thigh (10 grams) per day during the first two days, followed by 5 grams per thigh until
the end of a 4-week period.



ANNEX IV

DISPOSITION OF PATIENTS

The following skeleton diagram that provides the number of subjects screened, screening
failure, treated, dropped out or completed.

Screenin Screened subjects Screening failures (n = 4)
N Day 15to 0
= (n=34) - non-fultilment of inclusion
l - and/or exclusion criteria (n= 1)
- adverse event (n=0)
7 Elected subject
Baseline Day 0 s - withdrew consent (n = 3)
(n = 30)
other (n=0)
Tre:::me Day 1 to 28 T —
! - protocol violation (n = 0)
Follow- Day 29 to
up 42 - adverse event (n = 0)
- serious adverse event (n = 0)
Subjects
EOS Day 42 who completed the study - withdrew consent (n = 0)

(n =30)

- other (n=10)




ANNEX V
LISTING OF PATIENTS WHO DISCONTINUED THERAPY

None.



ANNEX VI

LISTING OF PATIENTS AND OBSERVATIONS EXCLUDED FROM EFFICACY
ANALYSIS

None.



ANNEX VII
LISTING OF PATIENTS EXCLUDEDE FROM EFFICACY ANALYSIS

None.



ANNEX VIII

GUIDANCE FOR SECTION 11.4.2 - STATISTICAL/ANALYTICAL ISSUES AND
APPENDIX 16.1.9

None.



