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1. PROTOCOL AMENDMENTS HISTORY 
The table here below reports the list of the amendments to the protocol. 
 

Amendments no. Protocol vers. Date Author Description 

 00 
 

13/10/2022 Gloria Roveda 
Ileana De Ponti 

First drafting 
 

 01 02/11/2022 Gloria Roveda 
Ileana De Ponti 

Second drafting – modifications 
required by Ethics Commitee 

 02 03/01/2023 Gloria Roveda 
Ileana De Ponti 

Third drafting – instrumental 
modification  

     

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



CONFIDENTIAL 

   Page 7 out of 19 
Complife Italia , Protocol no. IT0005078/22 rev .02 by 03/01/2023        
Study code. H.E.HU.HV.NAA00.080.10.00        
Version no. 02 – 03th January 2023 

 

2. BACKGROUND  
ROELMI HPC SRL (the Sponsor of the study) is interested to evaluate the efficacy of a treatment composed by a 
cosmetic product (face cream) and a food supplement claiming antiaging efficacy on a multi-ethnic panel of subjects. 
 

2.1 Summary of potential risk and benefits to human subjects 
Food supplement. Test product is manufactured according to the applicable national and international rules and 
regulation. All ingredients included in the product formula are approved for their use in food/food supplements. The 
potential risks associated with the use of the product are related to both subjective and objective adverse events (AEs) 
(e.g., bloating, diarrhoea, stomachache). The occurrence of AEs related to individual susceptibility to specific 
ingredients in the product could be related to biological phenomenon that are not avoidable and cannot be 
considered as AEs due to product intake. Potential risks are assumed to be from mild to moderate and are not 
expected to pose a risk to human health.  
Cosmetic products. The test products conform to Regulation (EC) No 1223/2009 of the European Parliament and of 
the Council of 30 November 2009 on cosmetic products (recast) (Text with EEA relevance) and to its annexes. All the 
ingredients included in the products formula are approved for their use in cosmetic products and are used at the 
permitted concentration. The potential risks associated with the use of the products are related to both subjective 
and objective adverse events (AEs) (e.g. skin irritation, sensitization, etc.). The occurrence of AEs related to individual 
susceptibility to specific ingredients in the product could be related to biological phenomenon that are not avoidable 
and cannot be considered as AEs due to product use. Potential risks are assumed to be from mild to moderate and are 
not expected to pose a risk to human health. Risks associated with the procedures involved in this study are judged as 
minor. All the measurements carried out are not invasive and no skin side effects are expected from the measurement 
process.  
The potential benefits due to product use are related to an improvement of the basal skin conditions (wrinkles, skin 
moisturization, skin brightness, skin elasticity and firmness, skin homogeneity). 
 

3. OBJECTIVES 
The study is aimed to assess the efficacy of a treatment composed by a cosmetic product (face cream) and a food 
supplement in improving skin conditions (antiaging efficacy) on a multi-ethnic panel of subjects after 14, 28 and 56 
days of their use. 
In order to reach this goal a multicentric, parallel groups, placebo-controlled, inter- (active products vs placebo) and 
intra-group (T14 vs T0; T28 vs T0; T56 vs T0) comparison study is carried out on 80 healthy male and female subjects 
(88 enrolled) aged between 35 and 65 (extremes included) years old showing mild-moderate signs of skin aging (mild-
moderate skin roughness, dull skin, presence of uneven skin complexion) with 10 subjects in each group showing 
visible eyebags. In particular in each group 5 Caucasian subjects, 5 South-American/African subjects and 10 Asian 
subjects* will be included. 
The study foresees 56 days of product use/consumption. Evaluations of the parameters under study will be performed 
at baseline (T0), after 14 (T14, for some parameters), after 28 (T28) and 56 days (T56) of product use. 
The study is integrated with the self-assessment questionnaire filled-in by the volunteers after 14, 28 days and at the 
end of the study (T56). 
According to a previously defined randomization list subjects will be divided in 4 study groups: 

➢ 20 subjects (22 included) will apply the placebo cosmetic product and take the active food supplement 
➢ 20 subjects (22 included) will apply the active cosmetic product and take the placebo food supplement 
➢ 20 subjects (22 included) will apply the active cosmetic product and take the active food supplement 
➢ 20 subjects (22 included) will apply the placebo cosmetic product and take the placebo food supplement 

The study foresees the intake of 1 capsule per day: with a glass of still water for the 56 days of treatment. 
 

*The study on Asian subjects will be performed in China (Complife Beijing Testing Technology facilities) 
 

3.1. Primary objectives 
The aim of this study is to evaluate the antiaging efficacy of the tested treatment. In particular evaluation of skin 
profilometry (wrinkledness), skin moisturization, skin brightness, skin elasticity and firmness are evaluated.  
 

3.2. Secondary objectives 
Secondary objective of this study are the measurement of skin thickness and density (on 5 Caucasian subjects per 
each group), digital pictures and clinical evaluations (crow’s feet, nasolabial folds and eye-bags by Skin Aging Atlas – 
Caucasian and Asian Type – Bazin Roland and skin homogeneity from 0: uneven skin tone to 10: homogeneous skin 
tone) and the assessment of product acceptability and volunteers’ perceived efficacy by self-assessment questionnaire. 
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4. STUDY DESIGN  
A multicentric, parallel groups, randomized, placebo-controlled clinical study is carried on 4 groups of 22 subjects as 
follows: one group will apply the placebo cosmetic product and take the active food supplement, one group will apply 
the active cosmetic product and take the placebo food supplement, one group will apply the active cosmetic product 
and take the active food supplement and one group will apply the placebo cosmetic product and take the placebo 
food supplement.  
 

4.1. Population characteristics 
It is planned to enroll 88 male and female subjects showing mild-moderate signs of skin aging (mild-moderate skin 
roughness, dull skin, presence of uneven skin complexion) and 10 subjects in each group showing visible eyebags. In 
particular in each group 5 Caucasian subjects, 5 South-American/African subjects and 10 Asian subjects* will be 
included. Subjects are enrolled only if they satisfy all the inclusion/non-inclusion criteria reported in the sections 5.  
Subjects will be randomly attributed to each group of treatment. 
 

*The study on Asian subjects will be performed in China (Complife Beijing Testing Technology facilities) 
 

4.2. Study structure 
The clinical study will be carried out by Complife Italia srl placed in Corso San Maurizio, 25 - 13900 Biella (BI), 
Nutratech Srl, placed in Via Francesco Todaro, 20/22 - 87036 Rende (CS) and Complife Beijing Testing Technology Co., 
Ltd, placed in Beizhan North Street N.17, Room 902- Xicheng District, Beijing 100089 – China. 
The principal investigator is Dr. Gloria Roveda, other investigators are: Luigi Gardi and Zhifeng SHI Medical and 
Chirurgical Physician, Specialist in Dermatology. The co-investigators are: Fabio Amone, Chemist and Pharmaceutical 
Technologist, Valentina Salogni, Biotechnologist and Xiaoyan YU, Chemist. 
The in site Study Director is Dr. Ileana De Ponti, Chemist  and Pharmaceutical Technologist 
 

5. STUDY POPULATION 
A total of 88 male and female subjects will be enrolled. Withdrawn/lost to follow-up/drop-out subjects will not be 
replaced. All inclusion and non-inclusion criteria will be checked by the investigators or delegate (co-investigator), 
through a questionnaire during the screening visit.  
 

5.1. Inclusion criteria 
✓ Healthy male and female subjects, 
✓ Age between 35 and 65 (extremes included) years old, 
✓ Subject showing mild-moderate signs of skin aging (mild-moderate skin roughness, dull skin, presence of 

uneven skin complexion), 
✓ 10 subjects in each group showing visible eyebags, 
✓ In each group 5 Caucasian subjects, 5 South-American/African subjects and 10 Asian subjects, 
✓ Subjects who have not been involved in any other similar in the last 3 months, 
✓ Subjects registered with Nation Health Service (NHS), 
✓ Subjects certifying the truthfulness of the personal data disclosed to the investigator, 
✓ Subjects able to understand the language used in the investigation center and the information given by the 

investigator, 
✓ Subjects able to respect the instructions given by the investigator as well as able to respect the study 

constraints and specific requirements, 
✓ The pharmacological therapy (except for the pharmacological therapy in the non-inclusion criteria) should 

be stable for at least one month without any changes expected or planned during the study, 
✓ Commitment not to change the daily routine or the lifestyle, 
✓ Subjects who have not been recently involved in any other similar study, 
✓ Subjects having signed their written Informed Consent form (ICF) for their participation in the study and a 

photograph authorization. 
 

5.2. Non-inclusion criteria 
 Subject does not meet the inclusion criteria, 
 Subjects with acute or chronic diseases able to interfere with the outcome of the study or that are considered 

dangerous for the subject or incompatible with the study requirements, 
 Subjects participating or planning to participate in other clinical trials, 
 Subjects deprived of freedom by administrative or legal decision or under guardianship, 
 Subjects not able to be contacted in case of emergency, 
 Subjects admitted to a health or social facility, 
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 Subjects planning a hospitalisation during the study, 
 Subjects who participated in a similar study without respecting an adequate washout period, 
 Subjects having an acute, chronic or progressive illness liable to interfere with the study data or considered 

by the Investigator hazardous for the subject or incompatible with the study requirements, 
 Subjects under pharmacological treatments that are considered incompatible with the study requirement by 

the investigator, 
 Subjects having a skin disease or condition liable to interfere with the study data or considered by the 

Investigator hazardous for the subject or incompatible with the study requirements, 
 Subjects that have shown allergies or sensitivity to cosmetic products, drugs, patch or medical devices, 
 Subject breastfeeding, pregnant or not willing to take necessary precautions to avoid pregnancy during the 

study (for the women of childbearing potential). 
 

5.3. Subject withdrawal criteria 
In compliance with the Helsinki Declaration (1964) and its successive, subjects have the right to exit from the study at 
any time and for any reason. In all cases, the Investigator should attempt to contact the subject as soon as possible for 
a final assessment in order to: i) have the subject’s decision written on the consent form, ii) obtain the reason(s) of 
their withdrawal so they can be recorded, iii) evaluate the subject’s clinical condition, iv) if necessary, take appropriate 
therapeutic measures (management of an AE or concomitant disease), v) recover the investigation product given to 
the subject. The Investigator can also interrupt the subject participation in the study prematurely in the case of a 
disease occurrence, a pregnancy or the occurrence of adverse reactions or a serious adverse event, particularly if it is 
considered by the Investigator liable to threaten the health of the subject or if necessitates the prescription of a 
medication incompatible with the pursuit of the study. In this case, the Sponsor will be informed by phone or fax and a 
letter or report explaining the withdrawal will also be forwarded to him as soon as possible. Any premature 
discontinuation linked to an AE or a SAE will have to be followed-up (until final outcome). The Sponsor can demand 
that any subject be excluded from the study for major infringements to the protocol, for administrative reasons or any 
other motive. Nevertheless, premature removal of a high percentage of subjects from the study can make it difficult 
or impossible to interpret. Consequently, any premature exit without valid reasons should be avoided as much as 
possible and is carefully documented in the case report form, the final report and, if necessary, in the AE form. Every 
premature exit must be classified as follows: i) presence of a non-inclusion criteria, ii) AE occurrence, iii) SAE 
occurrence, iv) withdrawal of consent, v) lost to follow-up, vi) appearance of non-inclusion criteria, vii) non-adherence 
to the protocol, viii) other reason (to be clearly specified). 
 

5.4. Subject discontinuation 
The subjects are entitled to discontinue the study for any reason at any time if they desire. Should this occur, the 
Investigator or designee determines the reasons in order to know if it is linked to the study or not and the primary 
reason will be recorded in the data collection sheet. If the subject has withdrawn due to Serious Adverse Event (SAE), 
the subject will be followed until Serious Adverse Event (SAE) resolution. 
In the case where subject does not present for a visit, the investigator or designee must attempt to contact the 
subject by telephone on two consecutive occasions. The subject will be considered as lost to follow-up if the 
investigator or designee fails to reach him/her. These attempts and the result must be recorded on source document. 
 

5.5. Study completion 
The study completion is achieved by a subject when he/she completes the entire treatment and he/she is undergone 
all the check visits. 
 

5.6. Subjects risk and benefit 
Risks associated with the products intake/application are considered from low to very low, in absence of 
allergy/intolerances to product ingredients; other ingredients in the product formula are commonly used in dietary 
supplements.  
All the measurements carried out are not invasive and no skin side effects are expected from the measurement 
process.  
The potential benefits associated with product use are amelioration of skin conditions in terms of skin profilometry 
(wrinkledness), skin moisturization, skin brightness, skin elasticity and firmness and skin homogeneity. 
 
 
 
 
 
 
 



CONFIDENTIAL 

   Page 10 out of 19 
Complife Italia , Protocol no. IT0005078/22 rev .02 by 03/01/2023        
Study code. H.E.HU.HV.NAA00.080.10.00        
Version no. 02 – 03th January 2023 

6. STUDY FLOW CHART 
The study duration is 56 days (8 weeks). Clinical visits are planned after 14 (T14d), 28 (T28d) and 56 (T56d) days of 
products use/consumption. 
 

6.1. Study schedule 
Study schedule is as follows: 
 

Study phases 
Initial visit – 
Start of the 
study (T0) 

Intermediate visit 
(T14) 

Intermediate visit 
(T28) 

Final visit 
(T56) 

Informed consent signature and 
photograph authorization form signature 

X - - - 

Subject eligibility* X X X X 

Demographics data/Medical history X - - - 

Products distribution X X X - 

Products collection and counting - X X X 

Daily diary for 
compliance/tolerance/dietary habits 

X X X X 

Skin profilometry X - X X 

Skin moisturization X X X X 

Skin brightness X X X X 

Skin elasticity and firmness X - X X 

Measurement of skin thickness and 
density on Caucasian subjects 

X - X X 

Digital pictures X X X X 

Clinical evaluations (crow’s feet, 
nasolabial folds, skin homogeneity and 
eye-bags) 

X X X X 

Self-assessment questionnaire - X X X 

AE and local tolerance assessment - X X X 
- 

*The experimenter checks at each visit the compliance of the subjects with all inclusion/exclusion criteria 
 

6.1.1. Screening – Initial visit (T0) 
Subjects are screened as follows: 
- screening in the Complife volunteers database*. The subjects identified by Complife volunteers management 

database are screened by appropriate personnel (authorized by the investigator, pursuant to and for the 
effects of the legislation on protection of personal data). Screened subjects are then invited to participate to 
the study and it is make the date for the screening visit; 
---------------------------------------------------------------------------------------------------------------------------------------------------------------- 
* The database will be used only for screening purposes, without storing additional data that can allow the identification 
of the subject as a potential participant in the clinical study. 
---------------------------------------------------------------------------------------------------------------------------------------------------------------- 

During the screening visit (T0) the investigator / co-investigator evaluates if the subject is eligible to participate in 
the study. The following procedures are carried out: 
- signature of the Informed Consent Form and photograph authorization Form 
- recording of the subject demographic data 
- checking of the subject’s medical history and previous and concomitant therapies 
- checking of the inclusion/non-inclusion criteria 
- supplying of the daily diary 
- supplying of the product/placebo in accordance with the randomization list 
- instrumental measurements (skin profilometry, skin moisturization, skin brightness, skin elasticity and 

firmness, skin thickness and density on Caucasian subjects) 
- digital pictures 
- clinical evaluations (crow’s feet, nasolabial folds, skin homogeneity and eye-bags)  
- fixing the date of the first check visit after 14 days of treatment. 

 

6.1.2. 1st check visit (T14) 
The following procedures are carried out: 
- checking of subject eligibility  
- checking of the daily diary 
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- product collection: subjects are asked to bring back to the laboratory  bottle of products given at T0 in order 
to check the compliance to the product use 

- supplying of the product/placebo in accordance with the randomization list 
- instrumental measurements (skin moisturization, skin brightness) 
- digital pictures 
- clinical evaluations (crow’s feet, nasolabial folds, skin homogeneity and eye-bags)  
- filling of the self-assessment questionnaire 
- fixing the date of the second check visit after 28 days of treatment. 

 

6.1.3. 2nd check visit (T28) 
The following procedures are carried out: 
- checking of subject eligibility  
- checking of the daily diary 
- product collection: subjects are asked to bring back to the laboratory  bottle of products given at T0/T14 in 
order to check the compliance to the product use 
- supplying of the product/placebo in accordance with the randomization list 
- instrumental measurements (skin profilometry, skin moisturization, skin brightness, skin elasticity and 
firmness, skin thickness and density on Caucasian subjects) 
- digital pictures 
- clinical evaluations (crow’s feet, nasolabial folds, skin homogeneity and eye-bags)  
- filling of the self-assessment questionnaire 
- fixing the date of the final check visit after 56 days of treatment. 

 

6.1.4. Final check visit (T56) 
The following procedures are carried out: 
- checking of subject eligibility  
- daily diary collection 
- product collection: subjects are asked to bring back to the laboratory  bottle of products given at T0/T14/T28 
in order to check the compliance to the product use 
- instrumental measurements (skin profilometry, skin moisturization, skin brightness, skin elasticity and 
firmness, skin thickness and density on Caucasian subjects) 
- digital pictures 
- clinical evaluations (crow’s feet, nasolabial folds, skin homogeneity and eye-bags)  
- filling of the self-assessment questionnaire. 

 

7. TREATMENT  
7.1. Products 

7.1.1. Qualitative and Quantitative formula – Active products 
-Face cream CUBE C.SK.21.127(B)HPC: Aqua, Tripelargonin, Neopentyl Glycol Dipelargonate, Polyglyceryl-3 
Stearate, Triolein, C10-18 Triglycerides, Cetearyl Alcohol, Glyceryl Dioleate, Sodium Hyaluronate, Sunflower Seed 
Oil Glycerides, Hydroxyethylcellulose, Caprylyl Glycol, Ethylhexylglycerin, o-Cymen-5-ol, Parfum. 
 

-Food supplement active:  
ExceptionHyal Star: 200 mg 
Maltodextrin: 90 mg 
Magnesium Stearate: 30 mg 
 

7.1.2. Qualitative and Quantitative formula – Placebo products 
-Face cream CTR C.SK.21.127(A)HPC: Aqua, Tripelargonin, Neopentyl Glycol Dipelargonate, Polyglyceryl-3 
Stearate, Triolein, C10-18 Triglycerides, Cetearyl Alcohol, Glyceryl Dioleate, Sunflower Seed Oil Glycerides, 
Hydroxyethylcellulose, Caprylyl Glycol, Ethylhexylglycerin, o-Cymen-5-ol, Parfum. 
 

-Food supplement placebo:  
Maltodextrin: 290 mg 
Magnesium Stearate: 30 mg 
 

7.1.3. Products dosage and way of use 
- Face Cream: apply the cream all over the face with a light massage until complete absorption. Repeat product 
application twice a day, on the morning and on the evening. 
- Food Supplement: 1 capsule per day with a glass of still water for the 56 days of treatment. 
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7.1.4. Product supply, labeling, storage and accountability 
7.1.4.1. Product supply 
Products are supplied to COMPLIFE ITALIA srl by the Sponsor.  
The shipment address is: 

COMPLIFE ITALIA srl 

Via Mons. Angelini, 21  
27028 San Martino Siccomario (Pavia) - Italy 
Contact person: dr. Ileana De Ponti - T. +39 0382 25504 

 

7.1.4.2. Labeling 
Products will be supplied with an anonymous packaging  and Complife will affix on each product the 
following label. 

 
 

Figure 1. Face cream label 
 

 
Codice studio: H.E.HU.HV.NAA00.080.10.00-IT0005078/22 
Codice prodotto: Formula n. 
N° di lotto: 
Data scadenza: 
 
Modo d’uso:  applicare la crema su tutto il viso con un 
leggero massaggio fino a completo assorbimento. Ripetere 
l'applicazione del prodotto due volte al giorno, mattina e 
sera. 

 
 

Figure 2. Food supplement label 
 

 Integratore alimentare  

U
tilizzare in accordo con il 

m
odo d’

uso | C
am

pione 

solo per test 

 

N° lotto:  
Data di scadenza: 

IT0005078/22 
 

Modo d’uso: assumere 1 
capsula con un bicchere di 
acqua non gasata per i 56 

giorni di trattamento. 

 
V

ia M
ons. A

ngelini, 21 

S
an M

. S
iccom

ario 

T
el. 0382 25504 

 

                                       AVVERTENZE: Tenere al riparo da fonti di luce e di calore, tenere al di  
  Fuori della portata dei bambini, non assumenre il prodotto oltre la dose 
  Giornaliera consigliata. 
 

7.1.4.3. Storage 
All products are stored at room temperature at Complife facilities, protected from direct light, heat and 
source of water safe place with restricted access. 

 

7.1.4.4. Accountability 
The investigator and her/his collaborators maintain a record of the products delivered to the subjects at 
the study starting and received by the subjects at the study ending.  
The returned product the end of the study will be destroyed according to the current internal procedures. 

 

7.1.4.5. Compliance to treatment 
At the beginning of the study (T0), after 14 (T14) and after 28 days (T28) experimenter provides products 
necessary to complete the study. The compliance to treatment is assessed by the investigator by counting 
and recording the remaining capsules in each bottle after 14, 28 days and 56 days of treatment. 
The investigator may withdraw the subject in case of suspicion and/or if she has the evidence that the 
subject was not compliant to the treatment regimen.  
Compliance to treatment will be calculated by product accountability, as follows:  

 
 

The average of overall compliance shall be > or = 80%. The returned product (if remained on the basis of 
the provided and used product) at the end of the study will be destroyed according to the current internal 
procedures. 
Moreover subjects will fill in a daily diary specifying any significant change in the alimentary habits, 
product tolerance and use. 



CONFIDENTIAL 

   Page 13 out of 19 
Complife Italia , Protocol no. IT0005078/22 rev .02 by 03/01/2023        
Study code. H.E.HU.HV.NAA00.080.10.00        
Version no. 02 – 03th January 2023 

7.1.5. Randomization 
A restricted randomization list is generated by the in site Study Director using an appropriate statistic algorithm 
(“Wey’s urn”). An independent technician will dispense either active products or placebo products according to 
the randomization list. The study will adhere to establish procedures to maintain separation between the 
investigators and its collaborators and the staff that will deliver the intervention. Investigators and its 
collaborators who will obtain  outcome measurements will be not informed on the product group assignment. 
Staff who will deliver the intervention will not take outcome measurements. Subjects, investigators and 
collaborators are kept masked to products assignment. 
 

7.1.6. Blinding 
Products will be supplied in the same packaging without any obvious differences among products. 
 

7.1.7. Duration of subjects participation 
The expected duration of subjects participation in the study is 8 weeks. 
 

7.1.8. Study completion 
The study completion will be achieved by a subject when he/she will have performed all the treatments and the 
evaluation visit. 
 

8. EFFICACY ENDPOINTS AND EVALUATIONS 
Parameters below reported are assessed under controlled ambient conditions (T = 22+2°C and RH = 40-60%).  
Subjects are left to acclimatize to ambient condition for 15-20 minutes before the check visit.  
 

8.1. Skin profilometry (T0, T28, T56) 
Skin surface is quantitatively assessed by Primos 3D (GFMesstechnik GmbH). Primos 3D is a non-contact in vivo skin 
measurement device based on structured light projection. In conjunction with a comprehensive 3-D measurement and 
evaluation software, the sensor allows to evaluate skin surface properties (i.e. wrinkle depth, volume, skin roughness, 
etc.). In this study the following parameters are evaluated in the periocular area: 

• Rz parameter which represents the average depth of roughness, index of skin roughness 

• Ra parameter which represents the mean roughness and its’ related to skin smoothness. 
For further information see box 1. 

 
 

Box 1 - Skin profilometry by means of Primos 3D analysis 
 

 

 
     
 

 

 

 

 

 

 

 

The technique. Primos 3D is a 3D scanner that create a point cloud (set of vertices 
in a three-dimensional coordinate system) of geometric samples on the surface of 
the subject. These points are then used to extrapolate the shape of the subject (a 
process called reconstruction). Like cameras, 3D-scanner has a cone-like field of 
view, and like cameras, they can only collect information about surfaces that are 
not obscured. While a camera collects color information about surfaces within its 
field of view, 3D scanners collect distance information about surfaces within its 
field of view. The “picture” produced by a 3D scanner describes the distance to a 
surface at each point in the picture (see the image in the insert). 
 

Calculation of roughness. For the calculation of a star roughness, intersections are 
arranged in a star shape by the program. The calculation of the parameter occurs 
accordingly to the determination of the line roughness (separate for every star 
shape arranged intersection).  
In this study roughness is calculated through the Ra and Rz parameters.  
Ra parameter is the arithmetic average of the absolute values of the roughness 
profile ordinates (see the picture here below).  
Rz is the arithmetic mean value of the single roughness depths Rzi of 5 consecutive 
sampling lengths: 

 

Ra is mathematically calculated as: 
 

 
Rz is mathematically calculated as: 
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8.2. Skin moisturization (T0, T14, T28, T56) 
The measurement of the skin moisturization is based on the internationally recognized CORNEOMETER®. This 
measurement is based on the completely different dielectric constant of water (81) and other substances (mostly < 7). 
The measuring capacitor shows changes of capacitance according to the moisture content of the measuring object. A 
glass lamina separates the metallic tracks (gold) in the probe head from the skin in order to prevent current 
conduction in the measuring object. An electric scatter field penetrates the skin during the measurement and the 
dielectricity is determined. One track builds up a surplus of electrons (minus charge) the other a lack of electrons (plus 
charge). An electric field between the tracks with alternating attraction develops. During the measurement the 
scatterfield penetrates the first layers of the skin and determines dielectricity. Unlike the impedance measurement no 
galvanic relation between the device and the measuring object or polarization effects exist. 
 

8.3. Skin brightness (T0, T14, T28, T56) 
Skin radiance/skin brightness is the ability of the skin to reflect the light and it is measured by using the 
spectrophotometer/colorimeter CM-700D (Konica-Minolta). The instrument emits diffuse light that reaches the skin 
through an opening located at the extreme of the lighting sphere. A sensor located at 8° compared to the vertical axis 
of the opening detects then the reflected light and calculates a parameter known as "gloss". The gloss value is used in 
the management of the brilliance of the colour and for the evaluation of the improvement of dull skin. 
 

 
 

8.4. Skin elasticity and firmness (T0, T28, T56)  
Skin elasticity measurement is based on the suction/elongation method and the subsequent release of the skin inside 
the opening of the instrument (Cutometer®MPA 580, Courage+Khazaka, electronic GmbH). During the 
suction/elongation phase the instrument generates, in fact, a constant negative pressure (450 mbar) able to aspirate 
the skin inside the measurement probe. The suction phase is followed by the release phase, in which the pressure 
inside the probe is switched to 0 mbar allowing the skin recovery after the elongation phase. An optical measurement 
system evaluates the depth of the skin inside the probe in the two phases of the measurement, the obtained data are 
then elaborated and showed graphically and numerically in order to calculate the viscoelastic properties of the skin. 
For more information about the process of measurement and data analysis see Figure 3. 

o R2 parameter (gross elasticity or overall elasticity): it is the ratio between the residual deformation and 
the maximum elongation of the skin (Ua/Uf) and it indicates the ability of the skin to return to its 
original state of recovery after a stressing event. Closer the value is to 1, more elastic is the skin.  

o R0 parameter (skin distensibility): it is the first max amplitude of the curve (Uf) and it represents the 
passive behavior of the skin to a force (i.e. gravity). A reduction of R0 parameter indicates an 
improvement of the skin ability to oppose to the deformation imposed by the probe during the suction 
phase, than can be expressed as an improvement of skin firmness.  
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Figure 3. (a) Skin elasticity measurement process. (b) R0 parameter. (c) R2 parameter. 
 

 
 

8.5. High Frequency Ultrasound imaging – on Caucasian skin (T0, T28, T56) 
Interest in the use of ultrasound imaging in dermatology has grown since the first application of pulsed ultrasound to 
measure skin thickness in the late 1970s (Alexander & Miller, 1979).  
The system provides in-vivo measurements of the thickness of skin layers 
(epidermis, dermis).   
 
The DUB® Skin Scanner System is a non-invasive ultrasound system for high-
frequency (50MHz) and high-definition diagnostics. Acquisitions are cross 
sections of the skin 5 mm wide for a depth of about 5 mm. The axial resolution 
reaches 50μm (Alexander and Miller, 1979). The acquisitions will be carried out 
on the face (cheekbone area).  
The studied parameters are: measure of dermis thickness, measure of dermis+ 
epidermis thickness measure of dermis density. 
 

8.6. Digital pictures (T0, T14, T28, T56) 
At each timepoint digital pictures of the face are acquired by means of Visia®-CR (Canfield Scientific). The instrument 
ensures a reproducible subject positioning between timepoints and acquires pictures using different light modalities, 
in order to enhance visualization of the skin features to analyze. Examples of Visia®-CR pictures are reported in figure 
4. The best digital pictures for each study group (2* cases showing the improvement face wrinkles – 2* cases showing 
the improvement of skin colour evenness – 2* cases showing the improvement face sagging – 2* cases showing the 
improvement of eyebags) are delivered to the sponsor in jpg format. 
*standard image or cross polarized or parallel polarized 

Figure 4. Examples of Visia pictures. a) Standard general white lighting clinical image. b) Cross-polarized image. c) Parallel-polarized 
image.  
a)                               b)                               c) 

 
 

8.7. Clinical evaluations (T0, T14, T28, T56) 
Clinical evaluations of skin wrinkledness and eye-bags are carried out by the experimenter according to clinical and 
photographic scales reported in the Skin Aging Atlas Vol 1 – Caucasian* Type - Bazin Roland (half points are admitted):  

• Crow’s feet wrinkles (from 0, no wrinkle → to 6, remarkable wrinkle) 

• Nasolabial fold (from 0, no fold → to 5, remarkable fold) 

• Eye-bags – 10 volunteers per group (from 0, no eye-bags → to 7, remarkable eye-bags) 
*in order to standardize the evaluations, all included subjects are classified according to Skin Aging Atlas Vol 1 – Caucasian. 

• Skin homogeneity is assessed by the experimenter on a score numeric rating scale from 0 to 10 where: 0 = 
uneven skin tone and 10 = homogenous skin tone. 

 

8.8. Self-assessment questionnaire (T14, T28, T56) 
After 14 days, 28 days and at the end of the study after 56 days subjects are asked to express their personal opinion 
on the tested treatment by answering to a questionnaire about products acceptability and effects. 
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ASSESSMENT OF SAFETY 
9.1. Adverse Events (AE) and Serious Adverse Events (SAE) 

9.1.1. Definition of Adverse Event (AE)  
An Adverse Event is any untoward medical occurrence in a clinical investigation subject administered a test 
product and that does not necessarily have a causal relationship with this treatment. An AE can therefore be any 
unfavorable and unintended sign (including an abnormal laboratory finding), symptom, or disease temporally 
associated with the use of a test product, whether or not related to the test product. 
 

9.1.2. Definition of Serious Adverse Event (SAE)  
A Serious Adverse Event is any untoward medical occurrence that: i) results in death, ii)  is life-threatening, iii) 
requires inpatient hospitalization or prolongation of existing hospitalization, iv) results in persistent or significant 
disability/incapacity, or v) is a congenital anomaly/birth defect. 

 

9.1.3. Documentation of AE and SAE  
All concomitant treatments are reported in the data collecting sheet and the study report. All Adverse Events 
likely to be related to the studied product (adverse reactions) are reported in the data collecting sheet and the 
study report. All Serious Adverse Events are reported in the data collecting sheet and the study report. 

 

9.1.4. Notification to the Sponsor  
 9.1.4.1. Notification of reaction to the Sponsor 

AEs  occurring during the study or after the study must be reported to the Sponsor’s vigilance officer by 
email (federica.carlomagno@roelmihpc.com) with a copy to the project manager, using the appropriate 
notification forms. SAE must be send within 24 hours after the observation. Reactions related to the 
product must be reported as soon as possible. If picture of the reactions are available, they should be 
enclosed with the notification. 

 

9.1.5. Follow-up  
SAE and reactions related to the product must be followed up until resolution or stabilization. To inform 
Sponsor’s vigilance officer of any new information the investigator must use the appropriate forms filled in with 
results collected from the examination carried out. Reports of hospitalization must be enclosed with the 
notification form.  
 

9.2. Tolerability  
The tolerability of the product will be closely followed by the study investigators during the study period. 

Subjects will have access to the investigator in case of intolerance reactions via a contact phone number 

provided with the study information sheet. If a subject report an event, the investigator must decide if it is 

related to the product or not. If yes, he will report it as an intolerance. Any unexpected, related side effect 

judged as severe by the investigator will be reported to the Sponsor. Upon investigator judgment, the subject 

may be withdrawn from the study and the side effect will be followed until resolution. 
 

9.2.1. Tolerance assessment 
For each sign, intensity, location, duration (hours, minutes), and frequency is recorded. Moreover, the 
investigator collects all discomfort or reactions reported by the subjects. Each time a sign (physical or 
functional) appears (new sign or worsened compared to the baseline evaluation i.e evaluation at day 1), a 
reaction must be recorded. All the reactions observed by the dermatologist and reported by the subject are 
recorded. The following information is recorded: i) subject characteristics, ii) details about study product 
(product code or name, date of first use, way of use), iii) description of the reaction (functional and physical 
signs, intensity of the signs, location, date/time of onset, timeframe between product use and onset of the 
reaction, date/time of end or duration (hours, minutes), frequency, diagnosis/nature of the reaction), iv) 
significant medical history , v) concomitant events: cutaneous diseases (atopic dermatitis flare), medical 
treatments, sunscreen product application, food, external factors (weather conditions), other diseases, vi) 
outcome and actions taken (use modalities modification, temporary interruption, definitively 
discontinuation, medical treatment, care), and viii) relationship to the product (study product and/or 
associated product) (causality assessment): analysis of the probability that the reaction is attributable to the 
product(s) used in the study. This assessment must be done in conjunction with clinical expertise, 
knowledge of the product (type of product, conditions of use…), identification of concomitant events. 
 

9.2.2. Causality assessment of local tolerance  
Five levels of causality can be described. 

mailto:federica.carlomagno@roelmihpc.com
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• Very likely 
Clinical signs suggest a link with the product; the reaction follows a definite reasonable temporal 
sequence from the time of the product use and rechallenge is positive. 
 

• Likely 
Clinical signs suggest a link with the product; the reaction follows a definite reasonable temporal 
sequence from the time of the product intake and there hasn’t been a rechallenge or results of 
rechallenge are ambiguous. Or Clinical signs suggest a link with the product; the reaction follows a 
partially reasonable or unknown temporal sequence from the time of the product intake and 
rechallenge is positive. Or Clinical signs only partially suggest or do not suggest a link with the 
product, the reaction follows a definite reasonable temporal sequence from the time of the product 
intake and rechallenge is positive 

• Not clearly attributable 
Clinical signs suggest a link with the product; the reaction follows a definite reasonable temporal 
sequence from the time of the product intake and rechallenge is negative. Or clinical signs suggest a 
link with the product; the reaction follows a partially reasonable or unknown temporal sequence 
from the time of the product intake and there hasn’t been a rechallenge or results of rechallenge are 
ambiguous. Or clinical signs only partially suggest or do not suggest a link with the product; the 
reaction follows a definite reasonable temporal sequence from the time of the product intake and 
there hasn’t been a rechallenge or results of rechallenge are ambiguous. Or clinical signs only 
partially suggest or do not suggest a link with the product; the reaction follows a partially reasonable 
or unknown temporal sequence from the time of the product intake and rechallenge is positive. 
 

• Unlikely 
Clinical signs suggest a link with the product; the reaction follows a partially reasonable or unknown 
temporal sequence from the time of the product intake and rechallenge is negative. Or: clinical signs 
only partially suggest or do not suggest a link with the product; the time sequence between use of 
the product and occurrence of the symptoms is compatible; and rechallenge is negative. Or clinical 
signs only partially suggest or do not suggest a link with the product; the reaction follows a partially 
reasonable or unknown temporal sequence from the time of the product intake and there hasn’t 
been a rechallenge or results of rechallenge are ambiguous. Or clinical signs only partially suggest or 
do not suggest a link with the product; the reaction follows a partially reasonable or unknown 
temporal sequence from the time of the product intake and rechallenge is negative. 
 

• Excluded 
Causality can only be excluded if another aetiology has been medically validated or when time 
sequence between exposure and signs occurrence is incompatible. If necessary, in case of adverse 
events, subjects can also contact the Study Manager. If required, they would be assessed by the 
Dermatologist who would perform the clinical assessment and decide the appropriate measures to 
take (i.e. medical treatment, withdrawal …). 
 

10. STATISTIC 
10.1. Study population for analysis 
A total of 88 subjects will be enrolled in the study. Efficacy analysis is based on the Per Protocol Population. The per-
protocol (PP) population is defined as all subjects who will complete the study without any major protocol violations. 
Subjects will be excluded from the per-protocol population if: they miss the one or more evaluation visit; or they do 
not used the product properly during the study period (as referred by the subject itself).  
 

10.2. Descriptive analysis 
Demographic variables (sex, age, skin type, phototype) will be reported for the PP population. Data will be 
summarized using frequency distributions (number and percentage) for categorical/ordinal variables. For continuous 
variables the following figures will be calculated: i) the mean value, ii) the minimum value, iii) the maximum value, iv) 
the standard deviation, v) the standard error of the mean (SE), vi) the individual variation , vii) the mean variation, viii) 
the individual percentage variation, ix) the mean percentage variation.  
 

10.3. Statistical analysis 
An appropriate statistical model (parametric or not parametric) will be applied based on data distribution. For each 
parameter under study Intra-group statistical analysis (T14 vs T0; T28 vs T0; T56 vs T0) and Inter-group statistical 
analysis (active products vs placebo) will be carried out. A p values < 0.05 will be considered as statistically significant. 
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Statistical analysis is performed using NCSS 10 software. 
 

11. STUDY MANAGEMENT 
11.1. Data recording of Study Data 
The medical records/medical notes, etc., are clearly marked and permit easy identification of a subject’s participation 
in the specified clinical trial. The investigator records manually all data with respect to protocol procedures, safety 
data and efficacy ratings related to the treatment on the data collecting sheet. 
The investigator may delegate the authority to fill the data collecting sheet to appropriately qualified staff to complete 
data collecting sheet, by authorizing and completing the signature log. 
 

11.2. Source Data Verification 
The Investigator must, as a minimum, review and sign all SAE forms, and the data collecting sheet to attest the 
accuracy and completeness of all the data. All corrections on data collecting sheet and on source documents must be 
made by the originator (or authorized delegate) in a way that does not obscure the original entry. The correct data 
must be inserted, dated and initialed/authorized by study site personnel. If it is not obvious why a change has been 
made, a reason must be provided. 
 

11.3. Data Quality 
The entire file (protocol, results, final reports and study-related documents) is subject to quality assurance procedures 
in compliance with regulatory requirements. The investigating laboratory authorizes the inspections by the Regulatory 
Body and the audit or the control by the Sponsor and allows them to access to raw data. 
 

11.4. Data Management 
The investigator allows direct access to all relevant files (for all subjects) for the purpose of verifying entries made in 
the data collecting sheet, and assists with the monitor’s activities, if requested.   
The subject must have consent to their records being viewed by sponsor-authorized personnel, and by local and 
possibly foreign Competent Authorities. This information should be included in the informed consent documents. 
Data must be entered onto collecting data sheet. All forms must be completed in blue ballpoint pen. All study 
documents must provide adequate verification of the content of the collecting data sheet.   
Definition of source data and source documents are given below: 
 

Source Data:  All original records and certified copies of original records of clinical findings, 
observations, or other activities necessary for the reconstruction and evaluation of 
the trial. Source data are contained in source documents (original records or 
certified copies) 

Source Documents:  Original documents, data and records (subject file, collecting data sheet notes, 
evaluation check list) 

 

All information, data and results of the study are confidential. All people having access to such data are informed of its 
confidentiality. In all cases, nominative information shall not be transmitted to the study sponsor. Whenever a subject 
name is revealed on a document required by the Sponsor (e.g., photographs) the name must be blacked out 
permanently by the site personnel, leaving the initials visible, and annotated with the subject number as identification. 
Data capture is performed by Complife under Microsoft® Excel 2010 (vers. 14.0.4760.1000; Microsoft, USA) worksheet 
running on Microsoft® Windows 8.1 Professional (Microsoft, USA). Data entry and quality control are performed by 
two different persons. Calculated cells and formulas in Excel are also checked by the quality assurance.  Statistical 
analysis was carried out using NCSS 10 statistical software (NCSS, LLC. Kaysville, Utah, USA) running on Windows 
Server 2008 R2 Standard (Microsoft, USA). 
 

11.5. Record Archiving and Retention 
An original copy of all the data of the study (signed protocol, safety assessment letter of the Sponsor, case study 
report form, all raw data, administrative file including all the correspondence) is kept in the records of Complife Italia 
for 10 years. The archives are destructed only after reception of a written and signed permission from the Sponsor. 
However, these documents should be retained for a longer period if required by the applicable regulatory 
requirements or by an agreement with the Sponsor. The investigator should take measures to prevent accidental or 
premature destruction of these documents.  The archiving arrangements will be addressed by the monitor when 
closing-out the site.  The Sponsor will inform Complife srl, in writing, as to when these documents no longer need to 
be retained. 
 
12. COMPLIANCE WITH DECLARATION OF HELSINKI 
12.1. Compliance with declaration of Helsinki 
This study is carried out in the spirit of informed consent regulations, and the Declaration of Helsinki.  
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12.2. Informed Consent 
Prior to study entry, the investigator, or a person designated by the investigator, explains the nature, purpose, 
benefits and risks of participation in the study to each subject. Informed consent must be obtained prior to the subject 
entering the study (before initiation of any study-related procedure). Sufficient time is allowed to discuss any 
questions raised by the subject.   
The final informed consent form must be agreed by the Sponsor and must contain all elements in the sample form, in 
language readily understood by the subject.  Each subject’s original consent form, personally signed and dated by the 
subject and by the person who conducted the informed consent discussion, is retained by the investigator. The 
investigator supplies all enrolled subjects with a copy of their signed informed consent. 
The consent form may need to be revised during the study should important new information become available that 
may be relevant to the safety of the subject or as a result of protocol amendments. 
It is the investigator’s responsibility to ensure that the amended form is signed by all subjects subsequently entered 
into the study and those currently in the study. This is documented in the same way as previously described. 
 

12.3.  Subjects Confidentiality 
In accordance with applicable law on data protection (EU Regulation 679/2016), the personal data, which may be 
sensitive, including date of birth, sex, race, etc.., the information resulting from clinical studies and on your health 
status (that you freely supply to us) are processed by Complife Srl in confidence, only for research purposes in relation 
with this study.  If the results arising from the clinical study should be published or disseminated in scientific journals 
or conferences, this is done in confidence. For this purpose, the subject medical information, cosmetic information 
and information related to subject lifestyle as well as, if necessary for this research, the data about ethnic origins are 
forwarded to the Sponsor of the study or to Sponsor partners in France or abroad. In each case, data are anonymized 
and are identified by a code number and initials. The investigator has the responsibility to keep the list of codes to 
enable the link between the subject assigned number and the subject name. The data remain strictly confidential and 
are not made public. At any time during or after the study, health authorities may have direct access to the records to 
check the accuracy of the information collected. In such circumstances, it is possible that the subject identity will be 
known. All of the person mentioned here above are bound by professional secrecy.  
 

13.  ADMINISTRATION PROCEDURES  
13.1. Publication Policy 
The results of the study as well as any other data disclosed or generated in the context of the study are confidential. 
Any publication in relation to the study shall be subject to Sponsor’s prior written approval.  
 

13.2. Clinical Study Report 
Clinical study report contains Safety results based on the Safety Population and Efficacy results based on the Intent to 
Treat and Per Protocol Population. 
 

13.3. Contractual and Financial Details 
The principal investigator and the Sponsor sign a clinical study agreement prior to the start of the study, outlining overall 
sponsor and investigator responsibilities in relation to the study. Financial remuneration covers the cost per included 
subject, based on the calculated costs of performing the study assessments in accordance with the protocol, and the terms 
of payment are described in the contract.  
 

13.4. Insurance 
A product liability insurance is provided by the Sponsor  
 

13.5. Protocol Amendments (If applicable) 
All amendments to the protocol shall be agreed upon by the sponsor and the principal investigator. Deviations should 
be reviewed to determine the need to amend the protocol or to terminate the investigation. 
However, when there are changes to the initial list of investigators and Centre this list will not be formally updated by 
amendments at each change; the sponsor maintains an updated list which is available on request. The definitive list of 
all Centre and investigators is provided with the final report.  

 


