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SYNOPSIS

Name of sponsor :

PIERRE FABRE DERMO-COSMETIQUE

Name/Code of product :

D-Pigment rich texture / RV4280A

Title of the study :

Efficacy and tolerance of D-pigment versus moigerrin hands' lentigo lesions with
without laser therapy.

Principal Investigator :

Pr Giovanni PELLACANI

Study centre:

Department of Dermatology

University of Modena and Reggio Emilia
Via del pozzo 71

41100 MODENA

Study rationale :

A lentigo is a small, sharply circumscribed, pigteehlesion surrounded by norm
appearing skin. Involved sites of solar lentigosqgfrently include the backs of t
hands, face, forearms, back, neck, and chest. Thmremany types of lentigg

including lentigo simplex and solar or actinic gotwhich are the most frequent and

benign lentigos. Lentigos occur as a result of @xgrosure to the sun. Their inciden
number and size increase with chronological agimyldV exposure.

Many studies have shown the efficacy of topicaldpiis such as hydroquinon
tretinoin, ascorbic and phytic acid... Manlypical therapies such as chemical pee
cryosurgery, dermabrasion, and pigment-specifierlashow good results.

The combination of lpysical and topical therapies may be beneficial to patidraser|
therapy is very efficient on visible lesion, buttnmm prevent lesions apparitio
Furthermore, Post-inflammatory hyperpigmentatiofHjHs a common adverse effe
seen with laser, occurring in approximately 35—-40Ppatients with Fitzpatrick ski
types I-l1l. A cosmetic topical depigmenting protiotay be a support of laser thera
to prevent lentigos apparition in peri-lesionalaend to prevent possible laser g
effect.

al-
he
S
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2K
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ct
n

Py,
ide

Pierre Fabre Dermo-Cosmétique has commercializedsaetic product (D-pigment
rich texture) for treatment of hyperpigmentatiorhisT product show good results pn
smoothing irregularities, reducing and preventiagkdspots. The aim of this study is|to
evaluate the efficacy of D-pigment after laser &lpgt through its action on pefi-
lesional areas, in obtaining better cosmetic effect

Study Period : First half of 2013 to second half 2014
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Objectives of the study :

Clinical Study Protocol — V¢

Primary objective:

To assess at 12 months, the efficacy of D-Pigmersus moisturizer by quotation
the homogeneity of the skin colour, by blinded aasibn from standardized photos
the two global hands. The homogeneity of the skilour is evaluated through colo
difference and affected surface quotation on Viguslogue Scales (VAS).

Secondary objectives :

Obijectives on global areas

The evolution of the parameter will be assesseithia on each area and the evolution

will be compared between the different areas: Dv@gt hand versus moisturizer ha
area treated by laser on D-pigment hand versus tezated by laser on moisturiz
hand, area not treated by laser on D-pigment hanslug area not treated by laser
moisturizer hand.

- To asses the homogeneity of the skin colour (&taetl through colour difference &
affected surface quotation) on global hands, aessdd by laser and area not treate
laser of both hands.
-atTO, 3, 6 and 9 months by blinded evaluatiomfstandardized photos
-atTo, 3, 6, 9 and 12 months by clinical evaarat

- To assess the number of lentigos on global haardés, treated by laser and area
treated by laser of both hands, at TO, 3, 6 , 9kthdonths by clinical evaluation al
blinded from standardized photos

Objectives on ‘target lesions’
The evolution of the parameter will be assessdiria on four ‘target lesions’: a targ
lesion previous treated by laser and a targetdesit treated by laser on each hand.
The evolution will also be compared between théedgit ‘target lesions’:
- target lesion treated by laser on D-pigmentdhegrsus target lesion treat]
by laser on moisturizer hand
- target lesion not treated by laser on D-pightend versus target lesion n
treated by laser on moisturizer hand
- target lesion treated by laser on D-pigmentdhaarsus target lesion n
treated by laser on D-pigment hand
- target lesion treated by laser on moisturizenchversus target lesion n
treated by laser on moisturizer hand.

- To assess the change in chromametry parametérsafl. b*) and the colou
homogeneity on the target lesion treated by lasdrthe target lesion not treated
laser of both hands, at TO, 3, 6 , 9 and 12 mdmyhsamera measurement.

- To assess at the change in confocal microscopgnpeters (pigment distributio
epidermal thickness, papillae contours) on theetatgsion treated by laser and
target lesion not treated by laser of both hand®a8, 6 , 9 and 12 months

- To assess the dynamic Physician Global AssessiffdA) on the target lesig
treated by laser and the target lesion not trelayddser of both hands at TO, 3,6, 9
12 months.

Objectives through subject assessment
- To assess the overall efficacy assessed by tijects on global hands, area treated
laser and area not treated by laser of both hari@glsiad 12 months

- To assess the satisfaction regarding to the ilBeRigment through a questionnaire

- To assess the tolerance of D-Pigment at 3, 6d9l2 months.
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Methodology :

Intra-individual, randomized, hand controlled opemel study

Number of subjects :

30 subjects must be analysed in the study. Assurttiagy some subjects will he
withdrawn from the study during the 12 months dfof@ up and others will be ng
entirely analysable, 40 subjects will be recrufimdthe study.

—

Inclusion Criteria :

Related to the population:
- Male or female aged over 50 years,
- Phototype Il to IV,
- Subject consenting on the use of hand-photos fiensfic and commercial
purposes,
- Subject having signed his/her written informed eots

Related to pathology:
- Subject treated by laser therapy in the previous 13 days
- Subject having 5 to 10 lentigos on the surfaceachehands
- Subject having lentigos graded 6 or more on thersisvgrading scale
- Subject with same lentigo severity in each hand.
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Non Inclusion Criteria :

Related to the population:
- Subject who has planned to stay for more than 36 da an area with

important increase in sun exposure conditions coetht his/her usual place

of residence,

- Subject who has planned to sun expose himselffiensee than 7 days,

- Women with childbearing potential

- Participation to an other clinical trial in the pi@us month or during th
study,

- Subject who is not able to understand the inforomat(for linguistic on
psychiatric reasons), to give informed consent,

- Subject who, in the judgement of the investigaitonot likely to be complian
with study-related constraints during the studyilyd@roduct applicatior
during one year),

- Subject who has forfeited her freedom by adminiisteaor legal decision, @
who is under guardianship.

Related to pathologies:

- Hyper pigmentation other than lentigos or other dmgmelanosis (pos
inflammatory laser or chemical melanosis) on thedsa

- Diabetic subject,

- Chronic or progressive disease which may interfeih the study in thg
opinion of the investigator,

- Pathology, skin disorder or lesions other than igent(psoriasis, atopi
dermatitis, mycose, intertrigo, sunburn...) at thesdm of the hand whic
could interfere with the evaluation,

- Systemic infectious pathology,

- Hypersensitivity, allergy or intolerance to retaehyde or any component
the formulation.

Related to treatments:

- Treatment by depigmenting cosmetic products onhreds within 4 week
prior to inclusion,

- Treatment by depigmenting treatment containing bgdinone or an

D

—

=

[

%
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depigmenting drug on the hands (e.g. topical o&ds topical steroids, ..|)
within 8 weeks prior to inclusion,
- Previous treatment by chemical peels, dermabrasiarthe hands within one
year prior to inclusion,
- Treatment by photosensitive agents within 8 weelas o inclusion.
Subjects will not be allowed to use any cutaneaaslyct on the hands the day of the
Specific requirements : visits (study products or other cutaneous prodorctseatment).
Name : D-Pigment rich texture
Product Code : RV4280A
Mode of administration: one application once a daythe one hand (according to the
Test product : ;aer;(:omlzatlon) on the evening after cleaning. Dapgt must be applied during ohe
Application: cutaneous use
Maximum duration of application : 360 days + 15
Clinical Study Protocol — Version n° 1 Date : 2l/#013 Page 11/53
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Reference product :

Name : Hydrance optimale riche

Product Code : RV2300G

Mode of administration: one application once a dayhe other hand (according to {
randomization) on the evening after cleaning. Hgdeamust be applied during o
year.

Application: cutaneous use

Maximum duration of application : 360 days + 15

Primary Criterion :

Homogeneity of the skin colour assessed at 12 msohthblinded evaluation fro
standardized photos.

Homogeneity of the skin colour assessed is defitredugh two Visual Analogu
Scales. One VAS grades the surface affected bigteon the observed area (no lent
in the area corresponding to 0, area completelgidmndy lentigo corresponding to 1
The second VAS grades the difference between lighel darker skin of the ar
(same colour of skin on the area corresponding x@emely dark lentigo on the a
corresponding to 10). The sum of the two compondftso 20) represents tf
homogeneity of the skin colour
The evolution between TO and 12 months of homodgnai skin colour will be
assessed on global D-pigment hand and global mizistthand.

m
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The evolution after 12 months of product applicatidll be compared between the two
hands.

Evaluation Criteria
Secondary criteria:

» Efficacy :

o0 Criteria assessed on global area

Criteria 1 and 2 will be calculated with two diféett methods: from clinical evaluation
during the visit and from blinded evaluation frotarglardized photos.
Criteria 1 and 2 will be compared between the dltiaads, area treated by laser and
area not treated by laser on both hands.
1 - Homogeneity of the skin colour assessed at T®, &d 9 months (and 12 months
for dermatological examination)
The skin colour homogeneity will be assessed o gémbal hand, on area treated|by
laser and area not treated by laser of each hand.
2 - Lentigos number assessed at TO, 3, 6, 9 and hzhsi0
The lentigos will be count on each global hand,aoea treated by laser and area|not
treated by laser of each hand.
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» Efficacy :

o Criteria assessed on target lesions

Criteria 3, 4, 5 and 6 will be compared betweerr fttarget lesions”: a target lesion

previous treated by laser (and its peri-lesionabpiand a target lesion not treated
laser (and its peri-lesional area) on each hand.

3 - Chromametry parameters using camera (L*, a*, b®)@& 3, 6, 9 and 12 months

Colorimetric evaluations (L*, a* and b*) will be w#&d out from pictures obtained by

camera at TO, 3, 6, 9 and 12 months. A program egltulate colour from came
acquisition.

4 - Confocal parameters:, measured by confocal miopy at TO, 3, 6, 9 and 12

months

5 - Dynamic Physician Global Assessment (PGA) asseggeugh a 7 points scale
T3, 6, 9 and 12 months.

o Criteria assessed by the subjects

by

ra

at

6 - Overall efficacy assessed by the Subject througlpaints scale at 3 and 12 months.

7 - Satisfaction regarding to the use of D-Pigmenesssd by the subject through a

questionnaire after 3 months of daily applications.

» Tolerance :

- The tolerance will be assessed by the investigat®, 6, 9 and 12 months, on a
point grading scale :

1 = Very good tolerance: no functional or physgigh from examination

2 = Good tolerance: transitory functional signs anchysical signs from examinatio
3 = Poor tolerance: persisting functional signploysical signs from examination
leading to modification of the conditions of adnsination but no application
discontinuation

4 = Very poor tolerance: functional and/or physkighs from examination leading to
application discontinuation

- Reporting of adverse events

4-

» Investigational Plan :

Product application

The subjects will be recruited after an incompleger therapy, performed on the t
hands. D-pigment will be applied on one hand andstmdzer will be applied on th
other. The site of application will be defined lajndom.

Conduct of the study

40 subjects will be recruited for the study.

At the first visit V1 (D1), the investigator willheck all inclusion and non inclusig
criteria, then the products application will be kped. From V1 to V5, the produg
will be applied once a day, during one year.

The subject will attend 4 follow-up visits, everyn®nths: V2 (D90 + 8), V3 (D180

8), V4 (D270 £ 15) and V5 (D360 * 15). During thessits, all the criteria will be

checked, particularly dermatological examinatiohptps will be taken, camera a
confocal microscopy measurement will be done.

Clinical Study Protocol — Version n° 1 Date : 2l/#013
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Qualitative parameters will be tabulated by freques and percentages by group

range, by group and visit.
between product using an analysis of covarianceGANA) with product, site an
» Statistical Methods : sequence as fixed factor, subject as random facivalue at baseline as covariate.

For other criteria measured at each visit, a MMRiraach will be used.

will be used (frequencies and percentages).

For the primary analysis, the change between TOTdr#tl months will be compared

and

visit. Quantitative parameters will be represertigch, missing, mean, std median and

For overall efficacy and cosmetic agreement questoe, only a descriptive approach
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STUDY FLOW CHART

Visit 1 Visit 2 Visit 3 Visit 4 Visit 5
1 (day 1) (day 90+ 8) (day 180+ 8) (day 270+ 15) (day 360 £ 15)
Inclusion visit Intermediate visit Intermediate visit Intermediate visit End of study visit
Subject information v
Written Informed consent v
Medical and Surgical History v
Concomitant diseases v
Previous treatment v
Concomitant treatment v v v v v
Hands dermatological examination v v v v v
Dermatologist evaluation of lentigos number v v v v v
Inclusion/ Non inclusion criteria v
Report of adverse events v v v v
Digital Standardized Photos v v v v v
Camera measurement v v v v v
Confocal microscopy measurement v v v v v
Static Physician Global Assessment v
Dynamic Physician Global Assessment v v v v
Overall efficacy assessed by subject v v
Satisfaction regarding to the use of D-Pigment v
Tolerance v v v v
Dispensing of study products and subject diary v v v v
Recovery of study products and subject diary v v v v
Clinical Study Protocol — Version n° 1 Date : 21/#013 Page 15/53
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List of Abbreviations

AE . Adverse event

CA . Competent Authority

CRA . Clinical Research Associate

CRF . Case Report Form

CRO . Contract Research Organization

D . Day

Dr . Doctor

EC . Ethics Committee

FAS . Full Analysis Set

HA . HydroxyAnisole

GCP . Good Clinical Practices

ICH . International Conference on Harmonisation

IRPF . Institut de Recherche Pierre Fabre

ITT . Intention To Treat

PFB . Pierre Fabre Biometrie

PFDC . Pierre Fabre Dermo-Cosmétique

PGA . Physician Global Assessment

PIH . Post-inflammatory hyperpigmentation

PP . Per Protocol

RAL . Retinaldehyde

RAS . Rapport Annuel de Sécurité

SAE . Serious Adverse Event

T . Time

VAS . Visual Analogue Scale

WHO . World Health Organisation

Clinical Study Protocol — Version n° 1 Date : 2/#013 Page 16/53

Formulaire :prot_comit cosm_va_V001 03/07/2009



© Pdle Recherche, Exploration et Développement Clirgq

Pierre Fabre

Dermo-Gosmaétique Pierre Fabre Dermo-Cosmétique

Recherche et Développemant

Study Code : Rv4280A2012607 Confidential
Internal Study Code : HDpb 2012 AVEN 060 RV4280A2617

1. INTRODUCTION AND STUDY RATIONALE

1.1. TARGET PATHOLOGY AND THERAPY

A lentigo is a small, sharply circumscribed, pigteeh lesion surrounded by normal-appearing skin. Irtiial
appearance of lentigos varies and depends on tiee tlae sun exposures, genetic predisposition émer dactors,
depending on the type of lentigo. Lentigos can eaimgsize from few millimetres up to a few centinestin diameter
and, in areas of severely sun-damaged skin. Indobites of solar lentigos frequently include theksaof the hands,
face, forearms, back, neck, and chest (1).

There are many types of lentigos, including lensgaplex and solar or actinic lentigo which are thest frequent and
benign lentigos. These two types differ on age surdexposure. Lentigos occur as a result of oveosxe to the sun,
as the process of aging begins than the skin bexomeee and more prone to injury by sun. Their ianik, number
and size increase with chronological aging and ¥pbsure (2).

This is an epidermal hypermelanocytosis. Histold@idings may include hyperplasia of the epideransl increased
pigmentation of the basal layer. There is an irmedanumber of melanocytes in the epidermis leattiran excessive
production of melanin in epidermis. (2-3-4-5)

Therapy for solar lentigos can be divided into twoad categories: physical therapy and topicabier

A range of topical therapies are currently in use, including hydroquinone, tretinoin, kojic and retinoic acid...
Topical therapies usually achieve a good result but take longer than physical therapies.

Combinations of these compounds (4HA/tretinoin) are used and show efficacy in treating lentigos (6).

Physical therapy of lentigos includes cryotherapy, laser therapy, pulsed light, and chemical peels. These are
frequently used with excellent clinical success rates; however, this type of therapy should be balanced against
associated side effects and recurrence rates with certain therapies. (7)

1.2.INFORMATION ON THE TEST PRODUCT

There test product is D-pigment rich texture, tiiisam is marketed in Italy since September 2012.

D-pigment rich texture is a cosmetic non rinseddprt used in the treatment of epidermal hyperpigat&m. The
cream is used to smooth irregularities, to redumkem@event dark spots.

The safety of this product has already been ingatd. Clinical studies have demonstrated goodawnte of D-
Pigment. D-Pigment rich texture is formulated with@arabens and fragrance. It associates threedigts, the
Symwhite (Phenyl ethyl resorcinol) 0,5%, the rdtiehyde ( RAL) 0,05% and the Tocopheryl glucogidE%.

»  Phenyl ethyl resorcinol (0,5 %). It is a synthetic compound obtained bification of 3-5 dihydroxystilbene
(consisted stemming from a lipophilic extract o€ tBcotsh pine: Pinus Sylvestris). The hydroxystitise
demonstrated a very good action on the pigmentdtjothe inhibition of the tyrosinase (8-9) key emzy of
the melanin synthesis. A study (10) demonstratedtio (on the synthesis of the melanin) and inov{en the
skin lightening) that Phényl ethyl résorcinol wé® tmost active compound of the series with an igtiv
superior to Kojic acid and to the hydroquinoneerefice molecules in term of skin lightening acfivit

» Retinaldehyde (RAL) 0, 05%. The retinoids are a class of cheiémampounds that include the A vitamin
(retinol) and its derivatives. Among them, the RisLthe natural precursor of the retinoic acid andess
irritating than this last one. In topical applicatj the RAL stimulates keratinocytes proliferatamd increases
the natural cellular turn over of the skin, allogithe faster elimination of the pigmented cells)(11

» Tocopheryl glucoside For this ingredient two effects were put in @rde: an activity of inhibition of the

melanogenesis (dose effect depending) demonstmatgdro on culture of murine B16 melanocytes and a
cellular antioxidant and protective effect (12).
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1.3.STUDY RATIONALE

Many studies have shown the efficacy of topicaldpis such as hydroquinone, tretinoin, ascorbic @ndic acid...
The combination of topical agents has shown bétt@rovement of lentigos aspect (6-13). Marhygical therapy
such as chemical peels, cryosurgery, dermabraaimmhpigment-specific lasers show good results {7-14

The combination of jpysical and topical therapies may be beneficial to patiehts example, the use of combination
topical therapy may be used after cryotherapy asamtenance therapy to diminish the risk of relaf®e Laser
therapy is very efficient on visible lesion, buttrto prevent lesions apparition. A cosmetic topidapigmenting
product may be a support of laser therapy, to prelemtigos apparition in peri-lesional areas.

Furthermore, Post-inflammatory hyperpigmentatiofHjFs a common adverse effect seen with laserpoiog in

approximately 35-40% of patients with Fitzpatridinstypes I-1ll (15). Another study related that%28f study
population has post-inflammatory hyperpigmenta{ibf). A cosmetic topical depigmenting product maysbsupport
of laser therapy, to prevent possible laser sitexef

Pierre Fabre Dermo-Cosmétique has commercializedsanetic product (D-pigment rich texture) for treant of
hyperpigmentation. This product show good resuftssmoothing irregularities, reducing and preventilagk spots.
The aim of this study is to evaluate the efficatpepigment as a support of a laser therapy, thinatgyaction on peri-
lesional areas.

1.4. OVERALL RISK AND BENEFIT ASSESSMENT

The expected effect is to show the efficacy of Bapent in post laser long-term treatment, havingoaenhomogenous
skin colour on the D-pigment hand versus the mdiztuhand. The subjects will benefit from a stridveged follow-up

by the investigator (one visit every 3 months).eAfthe completion of the study, a complete hansisrl&reatment will

be done for each subject and D-pigment tubes wilbtiered to the subjects for a 6 months applicgpieriod.

Some risks related to the products may exist. Daéipgnon the skin of person, there may be a rislocdl irritation,
such as skin reddening, peeling, mild burning smsadryness, and pruritus at the site of applicatThe safety of the
products will be assessed by the investigator sit Zj Visit 3, Visit 4 and Visit 5. In case of pexted allergic reaction
to one of the products, the investigator will prepaan allergic test to the different ingredientshe product. The
subject will be monitored by the investigator thyghaut the study.

The instrumental assessments (confocal microsamgpera measurements and standardized photos) mirevasive
and painless.

2.STUDY OBJECTIVES

2.1.PRIMARY OBJECTIVE

To assess at 12 months, the efficacy of D-Pigmensus moisturizer by quotation of the homogeneftyhe skin
colour, by blinded evaluation from standardizedtphmn the two global hands. The homogeneity ofkte colour is
evaluated through colour difference and affectethse quotation on Visual Analogue Scales (VAS).

2.2.SECONDARY OBJECTIVES

Objectives on global areas

The evolution of the parameter will be assessetihia on each area and the evolution will be congdretween the
different areas: D-pigment hand versus moistuttizerd, area treated by laser on D-pigment hand sen®a treated by
laser on moisturizer hand, area not treated by laseD-pigment hand versus area not treated by larsemoisturizer

hand.
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- To asses the homogeneity of the skin colour (&tell through colour difference and affected serfgeotation) on
global hands, area treated by laser and areagaitett by laser of both hands.

-atTO, 3, 6 and 9 months by blinded evaluatiomfstandardized photos

-atTo, 3, 6,9 and 12 months by clinical evatrat

- To assess the number of lentigos on global haarés, treated by laser and area not treated bydasmth hands, at
TO, 3, 6, 9 and 12 months by clinical evaluatiod alinded from standardized photos

Objectives on ‘target lesions’
The evolution of the parameter will be assessdiria on four ‘target lesions’: a target lesion poess treated by laser
and a target lesion not treated by laser on eactl.ha
The evolution will also be compared between théediht ‘target lesions’:
- target lesion treated by laser on D-pigmeatchversus target lesion treated by laser on
moisturizer hand
- target lesion not treated by laser on D-mgtrhand versus target lesion not treated by laser
on moisturizer hand
- target lesion treated by laser on D-pigmentchversus target lesion not treated by laser on
D-pigment hand
- target lesion treated by laser on moisturimerd versus target lesion not treated by laser on
moisturizer hand.

- To assess the change in chromametry parametgra¥Lb*) and the colour homogeneity on the tarigsion treated
by laser and the target lesion not treated by lasboth hands, at TO, 3, 6 , 9 and 12 months loyerta measurement.

- To assess at the change in confocal microscopsnpeters (pigment distribution, epidermal thickngsapillae
contours) on the target lesion treated by laserthaedarget lesion not treated by laser of bothdeaat TO, 3, 6 , 9 and
12 months

- To assess the dynamic Physician Global Assess(R&®#) on the target lesion treated by laser aedtdinget lesion
not treated by laser of both hands at TO, 3, @n@12 months.

Objectives through subject assessment
- To assess the overall efficacy assessed by thjiecds on global hands, area treated by laser sead reot treated by
laser of both hands at 3 and 12 months

- To assess the satisfaction regarding to the ilBeRigment through a questionnaire

- To assess the tolerance of D-Pigment at 3, 6d9l2 months

3. ETHICAL CONSIDERATIONS RELATING TO THE STUDY

The trial is conducted according to Good Clinicedd®ices (CPMP/ICH/135/95) and the Declaration efdihki and its
subsequent amendments (see Appendix 17.1) andhabtagulations.

This protocol and related documents (included thfarmed consent form) will be submitted for appiova
independent Ethics Committees before the studysedccording to national regulations.

After being informed orally and in writing of allspects and constraints of the trial, as well asheifr freedom to
withdraw their participation at any time, the sugewill then sign a consent on a triplicate foafier a sufficient time
of reflection: one copy for the investigator, ope the subject, and one for the sponsor (into kedemnvelope).

A time of reflection will be given to the subjecbefore giving a written consent and starting tively procedures.

The subjects will undergo a regular clinical follap during the study.

Clinical Study Protocol — Version n° 1 Date : 2l/#013 Page 19/53

Formulaire :prot_comit cosm_va_V001 03/07/2009



© Pdle Recherche, Exploration et Développement Clirgq

Pierre Fabre

Dermo-Gosmaétique Pierre Fabre Dermo-Cosmétique

Recherche et Développemant

Study Code : Rv4280A2012607 Confidential
Internal Study Code : HDpb 2012 AVEN 060 RV4280A2617

To analyse the effect on D-pigment in hands' lenfigsions with or without laser therapy, a compaeabhand is
necessary. Furthermore, to avoid inter-individuatiation (bias relating to sun exposition), theraandividual
comparison is justified. At the end of the studyhbbands will be treated by laser if needed, angigdaent product
will be offered for a 6 months application period.

As safety for use during pregnancy and childhoagl i@t been established for the test product, wosfiehildbearing
potential will be excluded from clinical trials.

4. STUDY DESIGN

4.1.OVERALL DESCRIPTION

This study will be conducted as an European, singldre, randomised, open-label, reference prochudtolled, intra-
individual hand controlled trial, on 40 subject$fsting from hands’ lentigos.

5 visits are planned:

» Visit 1 : Inclusion (D1)

» Visit 2 : Intermediate visit (D90 + 8)

» Visit 3 : Intermediate visit (D180 + 8)

» Visit 4 : Intermediate visit (D270 £ 15)

» Visit 5 : End of study visit (D360 £ 15)

The duration of participation for a subject is 3B/s (+ 15).

The subjects will be recruited after a laser thgrggerformed in the previous 15 to 30 days on the hands. The
subjects will be recruited if they still have 5 10 lentigos (graded 6 or more on the severity gigdicale) on the
surface of each hands.

D-pigment will be applied on one hand and moistriwill be applied on the other. The site of apgtiien will be
defined by random.

At the first visit V1 (D1), the investigator willheck all inclusion and non inclusion criteria, thdm® products
application will be explained. From V1 to V5, theoducts will be applied once a day, during one year

The subject will attend 4 follow-up visits, everyn®onths: V2 (D90 + 8), V3 (D180 + 8), V4 (D270 +)1&nd V5
(D360 + 15). During these visits, all the critewdl be checked, particularly dermatological exaatian, photos will
be taken, camera and confocal microscopy measutesilébe done.

4.2.DISCUSSION OF THE STUDY DESIGN

An intra-individual hand controlled trial (left/git comparison) allows avoiding potential bias tietato the UV
exposures, the major factor of apparition and wiadrggof lentigos. It is also the best methodologythe comparison
of the test product versus a reference product.

This study should prove an efficacy of D-pigmenpist laser long-term treatment. A follow-up durimige year will
allow to follow the evolution of lentigos in ara@ated by laser and peri-lesional area.

Apparition of lentigo is correlated to age and sMposure. Thus, to analyse lentigo, an ageing ptipulis necessary.

5.STUDY POPULATION

5.1.INCLUSION CRITERIA

Subjects presenting with the following criteria mmyincluded:
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Criteria related to the population:

Male or female aged over 50 years,

Phototype Il to IV,

Subject consenting on the use of photos for sdiemtind commercial purposes,
Subject having signed his/her written informed eans

Criteria related to pathologies:

Subject treated by laser therapy in the previous 13 days

Subject having 5 to 10 lentigos on the surfaceashehands

Subject having lentigos graded 6 or more on thersswgrading scale
Subject with same lentigo severity in each hand.

The severity is defined by the following 9 pointadjng scale:

O~NO O WNEO

: Extremely lighter than pigment of surroundingnsicompletely depigmented)
: markedly lighter than pigment of surroundingnski

: moderately lighter than pigment of surroundikin s

: slightly lighter than pigment of surrounding rski

: equal with pigment of surrounding skin

: slightly darker than pigment of surrounding skin

: moderately darker than pigment of surrounding sk

: markedly darker than pigment of surrounding skin

. extremely darker than pigment of surroundingp ski

5.2.NON INLUSION CRITERIA

Subjects presenting with any of the following aigiewill not be included:

Criteria related to the population:

Subject who has planned to stay for more than 35 @faan area with an important increase in surosupe
conditions compared to his/her usual place of egid,

Subject who has planned to sun expose himselfffiensee than 7 days,

Women with childbearing potential

Participation to an other clinical trial in the pi@us month or during the study,

Subject who is not able to understand the inforomaffor linguistic or psychiatric reasons), to giméormed
consent,

Subject who, in the judgement of the investigai®mot likely to be compliant with study-relatednstraints
during the study (daily product application durme year),

Subject who has forfeited her freedom by adminiistezor legal decision, or who is under guardiapshi

Criteria related to pathologies:

Hyperpigmentation other than lentigos or other hgpdanosis (post-inflammatory laser or chemical
melanosis) on the hands,

Diabetic subject,

Chronic or progressive disease which may intenfi@tie the study in the opinion of the investigator,
Pathology, skin disorder or lesions other thanigent(psoriasis, atopic dermatitis, mycose, intgdri
sunburn...) at the dorsum of the hand which couldrfate with the evaluation,

Systemic infectious pathology,

Hypersensitivity, allergy or intolerance to retofghyde or any component of the formulation.
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Criteria related to treatments:

- Treatment by depigmenting cosmetic products orh#mels within 4 weeks prior to inclusion,

- Treatment by depigmenting treatment containing dgdimone or any depigmenting drug on the handg (e.
topical retinoids, topical steroids, ...) within 8 @kes prior to inclusion,

- Previous treatment by chemical peels, dermabrasinrise hands within one year prior to inclusion,

- Treatment by photosensitive agents within 8 weelas po inclusion.

5.3.SPECIFIC REQUIREMENTS

Subjects will not be allowed to use any cutaneauslyct on the hands the day of the visits (studydpcts or
other cutaneous products or treatment).

5.4. NUMBER OF SUBJECTS

30 subjects must be analysed in the study. Assuthiigsome subjects will be withdrawn from the gtddring the 12
months of follow up and others will be not entiralyalysable, 40 subjects will be recruited forghedy.

5.5.RECRUITMENT MODALITIES

Subjects will be enrolled by the investigator.

If necessary, a local announcement will be doner die CA/EC will authorize the text. Will be memted the main
characteristics of the subjects (age, pathologg)the phone number to contact.
5.6. SUBJECT IDENTIFICATION

The subjects will be identified by the subject cadesisting of :

» Number of the center (2 digits),

» Number of the subject in the centre, by chronolalgicder of inclusion (2 digits).

5.7.WITHDRAWAL CRITERIA

The reasons for a subject’s premature withdravaahfthe study may be the following :

» The subject’s decision. A subject who wishes tddiaw from the study for any reason may do so wttiame but
must inform the investigator. In all cases, theestigator should attempt to contact the subjesbas as possible for
a final assessment in order to :
- have the subject’s decision written on the confmmh
- obtain the reason(s) for withdrawal and repotté in the case report form,
- evaluate the subject’s clinical condition,
- if necessary, take appropriate therapeutic measunasagement of an adverse effect or concomitant
disease, prescription of another treatment.

» The investigator’s decision in the subject’s inttrdhe monitor will be informed by phone or faxdam letter or
report explaining the withdrawal will be forwardedthe monitor as soon as possible.

» An erroneous inclusion according to the protocdie Tecision to maintain or not the subject in tluglg will be
taken jointly by the investigator and the sponsor.

» Other reasons (insufficient response...)

In all cases, available data will be retained Far $afety analysis.

5.8. REPLACEMENT OF SUBJETS

Subjects prematurely withdrawn or lost to followwiil not be replaced.
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5.9.POST-STUDY EXCLUSION PERIOD

The subjects will not be allowed to participateato other clinical trial during the overall studyripgl and during 1
month following the study termination.

6. STUDY PRODUCTS

6.1. SOURCE, PRESENTATION AND COMPOSITION OF INVESTIGATIONAL PR_ODUCTS
AND ASSOCIATED PRODUCT

6.1.1.Test product

Name: D-Pigment rich texture

ProductCode: RV4280A

Formulation Code : ND34000

Presentation topical cream

Composition: WATER (AQUA), CAPRYLIC/CAPRIC TRIGLYCERIDE, OCTYDODECANOL, AVENE

THERMAL SPRING WATER (AVENE AQUA), CETEARYL ALCOHOI. GLYCERIN, BEHENYL ALCOHOL,

AMMONIUM ACRYLOYL DIMETHYLTAURATE/VP COPOLYMER, CETEARETH-33,

DIPENTAERYTHRITYL PENTAISONONANOATE, BENZOIC ACID,BHT, DISODIUM EDTA, OENOTHERA
BIENNIS (EVENING PRIMROSE) OIL (OENOTHERA BIENNIS D), PHENOXYETHANOL, PHENYLETHYL

RESORCINOL, RED 33 (Cl 17200), RETINAL, SILICA, SOOM HYDROXIDE, TOCOPHEROL, TOCOPHERYL
GLUCOSIDE.

6.1.2.Reference Product

Name: Hydrance optimale riche

ProductCode: RV2300G

Formulation Code : VM0902

Presentation topical cream

Composition: AVENE THERMAL SPRING WATER (AVENE AQUA), MINERAL OIL (PARAFFINUM
LIQUIDUM), GLYCERIN, PPG-15 STEARYL ETHER, CYCLOMEHICONE, CETEARYL ALCOHOL,
CARTHAMUS TINCTORIUS (SAFFLOWER) SEED OIL (CARTHAMSB TINCTORIUS SEED OIL), GLYCERYL
STEARATE, PEG-100 STEARATE, BUTYROSPERMUM PARKIlI HEA BUTTER) (BUTYROSPERMUM
PARKIl BUTTER), CETEARYL GLUCOSIDE, BENZOIC ACID, BTA-SITOSTEROL, BHT, C13-14
ISOPARAFFIN, CAPRYLIC/CAPRIC TRIGLYCERIDE, CHLORPH¥ESIN, DISODIUM EDTA, FRAGRANCE
(PARFUM), GLYCINE SOJA (SOYBEAN) SEED EXTRACT (GLYINE SOJA SEED EXTRACT),
HYDROGENATED COCO-GLYCERIDES, LAURETH-7, LECITHINPEG-32, PEG-400, PHENOXYETHANOL,
POLOXAMER 188, POLYACRYLAMIDE, SODIUM CHONDROITIN BLFATE, SODIUM HYDROXIDE,
WATER (AQUA), XANTHAN GUM.

6.2. PACKAGING AND LABELLING
The labelling of the study products will be conautby the monitor of the study.

6.2.1.Packaging

Primary packagingThe study products will be packaged in commerteibés of 30 ml for the test product and 40 ml
for the reference product.
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Secondary packagintwo tubes of the test product and the referemodyzt will be grouped together in a paper bag
labelled with the study code and subject numbeis $&condary packaging shall constitute the stuidipkthree
months.

6.2.2.Labeling

Labelling should comply with the local requirements
The following information should be included ondét
Name and address of the Sponsor

Study Code : RV4280A2012607

Subject Number

Right hand / left hand

Expiry date

Statements « External Use », « Comply with theucsions for use »

V V. V V V VYV V

Statements : « For clinical use only »

6.3. DISTRIBUTION TO CENTRE AND STORAGE

The monitor will supply the necessary study progictthe Investigational centre before the studst.st

As soon as the Investigator receives the invesbigalt products, he/she will check the content anchédiately return
to the monitor one of the two letters of acknowleggt of receipt that accompany the parcel, duly pleted and
signed. The second letter will also be completedi kapt in the Investigator's file. The same proceadill be applied
to all further supplies during the course of thal tr

The CRA will ensure during the initiation visit thatudy products have been received in good camditand the
acknowledgement of receipt has been returned atidgua

The study products should remain intact until digaion to the subjects. They should be kept withgpecific
instruction for storage, in a appropriate lockaislem only accessible to the person authoriseddpetise them, under
the responsibility of the pharmacist or the invgestior.

6.4. ALLOCATION OF PRODUCTS AND DISPENSATION TO SUBJECTS

A randomisation list will be established by PieF&bre Biometrie. This department will keep the mnidation table
until the end of the study (statistical analysis).

At the randomization visit (Visit 1 at Day 1), thevestigator will have to allocate the study produim each subject
according to the chronological order of arrival theé randomization visit, in order to respect thed@mization
previously established.

The investigator will only dispense the study praduo the subjects included in the study.

The study products will be dispensed to the subjbgtthe investigator at the following visits: Midi (D1), Visit 2
(D904 8), Visit 3 (D180 * 8) and Visit 4 (D270 £ )15

6.5. PRODUCTS ADMINISTRATION

6.5.1.Duration of products application

For a subject completing the study, the maximabtégcal study product exposure will be 375 dayd0(8ays + 15
days).
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6.5.2.Route, dosage and conditions of administration

The study products will be applied once daily om dorsum of the hand (a product fingertip on eatdhthe evening
after cleaning. The test product will be appliedom® hand and the reference product on the othwet, lzccording to
the randomization.

6.6. ACCOUNTABILITY ON SITE AND RETURN /DESTRUCTION OF INVESTIGATIONAL
PRODUCTS AND ASSOCIATED PRODUCT

The Investigator should maintain accurate writtecords of investigational products received, dispdnreturned and
any remaining study products, on the product acednility form. These records should be made avkilédr Clinical
Research Associate (CRA) monitoring. The packaginthe study products should remain intact untst jnefore the
product delivery

At the end of the study, all used and unused pitsdacluding packaging should be noted and themetuthe monitor
will be organised by the CRA for destruction.

A copy of the product accountability form shoulddrevided by the Investigator to the CRA

6.7.RECALL OF INVESTIGATIONAL PRODUCTS

In case of recall of investigational products (ded by the Competent Authorities or the sponshg) jnvestigator will
be immediately informed by the sponsor.

The investigator, in collaboration with the sponsepresentatives (monitor, CRA) must urgently :
- stop the delivery of the concerned investigatigoraucts to the subjects
- inform the concerned subjects that they must imatedi stop taking these investigational products laring
them back.

The monitor/CRA organises the return of the redglieoducts according to the sponsor procedures.

7. CONCOMITANT TREATMENTS

Any existing concomitant treatment or products usadhe hands, any new concomitant treatment onggén the
dosage of an existing concomitant treatment oryctsdused on the hands during the course of tlasy stwst be noted
in the relevant section of the CRF.

7.1.PROHIBITED TREATMENTS , PRODUCTS AND PARTICULAR PRACTICE
CONCERNING THE SKIN

Depigmenting treatment and depigmenting cosmetduyets on the hands,

Any potentially photosensitive formulations or dsug

Abrasive cosmetic products on the hands,

Cosmetic products with alcohol on the hands,

Any other treatment liable to interfere with theucse and/or assessment of the study indication,
Chemical peels, laser treatments, dermabrasiotiseohands,

Sunlamp and Sun exposures.
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7.2. AUTHORISED TREATMENTS , PRODUCTS AND PARTICULAR PRACTICE
CONCERNING THE SKIN

All treatments, products and particular practiceaaning the skin other than those prohibited atbaized.

All other treatments, products applied on the haadd particular practice concerning the skin mustchkearly
documented. The investigator will carefully invgstie for any other treatments taken, products egpin the hands
and particular practice concerning the skin mad¢hbysubject during the study in the course of addhe visits. All
treatments received, products applied on the handsarticular practice concerning the skin madéhbysubject will
be accurately described in the case report forrméndorm, dosage, route and dosing frequency, reatt initiation,
etc.).

8. EVALUATION CRITERIA

8.1. EFFICACY ASSESSMENT

8.1.1.Primary Criterion

Homogeneity of the skin colourassessed 42 monthsby blinded evaluation from standardized photos.

The evolution between TO and 12 months of homoggéiskin colour will be assessed on global D-pémtnhand and
global moisturizer hand.
The evolution after 12 months of product applicatiall be compared between the two hands.

Scoring homogeneity

Homogeneity of skin colour will be assessed throRdfisual Analogue Scales.

One VAS grades the surface affected by lentigcherobserved area, with no lentigo in the area spoeding to 0 and
the area completely hidden by lentigo corresponthntp.

The second VAS grades the difference between gihéeli and the darker skin of the area, with theeseatour skin on
the area corresponding to 0 and extremely darkgletbrresponding to 10.

The sum of the two components (0 to 20) repredbrtiomogeneity of the skin colour

Blinded evaluation

During all the visits, a person (the investigatoanother person under his/her responsibility) taie photos. After the
visits, these photos will be renamed and resamflad. person who will evaluate the parameter majntdependent
from the person who took photos or the same pemdnthe renaming and the resampling will ensurdirdéd
evaluation.

Each parameter will be evaluated by the same pergoiding thus quotation bias. The parametershwelevaluated on
each area blinded from product applied and frone tavaluated.

The appraiser will quote at the same time the péstwbtained for one subject, for one hand, atdifferent times
evaluated for the study (TO, T3, T6, T9 and T12 thepn

8.1.2.Secondary criteria

8.1.2.1.Criteria assessed on global areas

Criteria 1 and 2 will be calculated with two diféet methods.

For the first method, the parameters will be olgdifrom clinical evaluation during the visit. Thevestigator will
grade parameters examining the subject skin arattieg parameters on the CRF.

For the second method, a blinded evaluation framdsrdized photos as described hereinabove (8vill e done.

For the criteria 1 and 2, the parameters will begared as describes hereunder:
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The evolution of the parameter will be assessdilria on each area:
global D-pigment hand

area treated by laser on D-pigment hand

area not treated by laser on D-pigment hand

global moisturizer hand

area treated by laser on moisturizer hand

area not treated by laser on moisturizer hand

O O0OO0OO0OO0OOo

The evolution at 3, 6, 9 and 12 months will be caregd between:
o0 D-pigment hand versus moisturizer hand
0 area treated by laser on D-pigment hand versustieaied by laser on moisturizer hand
0 area not treated by laser on D-pigment hand veresnot treated by laser on moisturizer hand

1 - Homogeneity of the skincolour assessed @0, 3, 6, 9 and 12 months

The evaluation of skin colour homogeneity will bené as described hereinabove (8.1.1).

The skin colour homogeneity will be assessed oh giabal hand, on area treated by laser and aremeated by laser
of each hand.

2 - Lentigos numberassessed a0, 3, 6, 9 and 12 months

The lentigos will be count on each global handamra treated by laser and area not treated bydésach hand.

8.1.2.2 Criteria assessed on target lesions

For the following parameters, four “target lesiomgfl be selected for the analysis: a target legpogevious treated by
laser and a target lesion not treated by laser amh dnand. The instrument's field of view will alloexploring
parameters on the target lesions and the periflabarea.

To monitor correctly these target lesions, a pasitig mask will be prepared at the inclusion weltich will be used
during each visit.

For the criteria 3, 4 and 5, the parameters wiltbepared as describes hereunder:

The evolution of the parameters will be assesséidhia on :
o0 target lesion treated by laser on D-pigment hand
0 target lesion not treated by laser on D-pigmenthan
0 target lesion treated by laser on moisturizer hand
0 target lesion not treated by laser on moisturizerch

The evolution of the parameters at 3, 6, 9 and &8ths of product application will be compared betne
0 target lesion treated by laser on D-pigment hamdusetarget lesion treated by laser on moistuhiaed
0 target lesion not treated by laser on D-pigmenthasrsus target lesion not treated by laser onton@er hand
0 target lesion treated by laser on D-pigment hamdugetarget lesion not treated by laser on D-pigrhand
0 target lesion treated by laser on moisturizer hamdus target lesion not treated by laser on mastuhand

3 - Chromametry parametersusing camera (L*, a*, b*) a0, 3, 6, 9 and 12 months

Colorimetric evaluations (L*, a* and b*) will be w#&d out from pictures obtained by camera at T,06,39 and 12
months. A program will calculate colour from camacauisition.

The chromametry parameters will be assessed otatbet lesion treated by laser and the target hesat treated by
laser of each hand. Comparisons will also be madwden chromametry parameters on the target lesenssis peri-
lesional area of each hand.
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4 —Confocal parametersatTO, 3, 6, 9 and 12 months

The confocal parameters: pigment distribution, epithl thickness, papillae contours will be obtaittedugh confocal
microscopy.

- Pigment distribution: as evaluated as extent oftlewtpigmentation by exploring intraepidermal layat
granulosum and spinosum). Pigment distribution bl quoted with ranks (0= absent; 1=<10%; 2=10-30%;
3=>30%).

- Epidermal thickness: measured from the surfacat(sir corneum) up to the first appearance of thenider
within the image and up to the last picture corntgjrepidermis (excluded the area around the h#liclés),
The thickness will be expressed in microns.

- Papillae contours: evaluated as “regular round-avih rimmed contours”=0; “irregular, with scallope
borders”=1; “absence-skin flattening”=2

- Polycyclic papillary contours: corresponding to stoanosing cords of epidermis and/or bulbous prajestat
the junction, corresponding to epidermal hyperplasypical for solar lentigo. Papillary contoursliwbe
guoted with ranks (0= absent; 1=<10%; 2=10-30%;3%9%).

- Enlarged interpapillary spaces and cystic inclusionorresponding to acanthosis and milia-like gysts
respectively, characteristic for seborrheic keratdsiterpapillary spaces and cystic inclusiond té quoted
with ranks (0= absent; 1=<10%; 2=10-30%; 3=>30%).

The confocal parameters will be assessed on thetthsion treated by laser and the target lesatritreated by laser of
each hand.

5 —Dynamic Physician Global AssessmerfPGA) atT3, 6, 9 and 12 months

The dynamic PGA is defined through a 7 points scdil¢he change in severity of pigmentation follogiproduct
application compared to TO:

0 = completely cleared of undesired pigment; naewce of cosmetic deficit remaining; 100% improvatme
1 = very significant clearance of undesired pigmemnimal evidence of cosmetic deficit remainindgpoat
90% improvement

2 = significant clearance of undesired pigmentgtglievidence of cosmetic deficit remaining; abo&®67

improvement

3 = moderate clearance of undesired pigment; meelenddence of cosmetic deficit remaining; abou¥50
improvement

4 = slight clearance of undesired pigment; markeilemce of cosmetic deficit remaining; about 25%
improvement

5 = no change in cosmetic appearance from baseline
6 = cosmetic appearance worse than at baseline

At TO, the severity of pigmentation is measuredhmsy Static PGA. The Static PGA clinical score B points grading
scale of lentigo severity:

0: Extremely lighter than pigment of surroundingnsfcompletely depigmented)
1: markedly lighter than pigment of surroundingnski

: moderately lighter than pigment of surroundikin s

: slightly lighter than pigment of surrounding rski

: equal with pigment of surrounding skin

: slightly darker than pigment of surrounding skin

: moderately darker than pigment of surroundinig sk

: markedly darker than pigment of surrounding skin

. extremely darker than pigment of surroundingn ski

O~NOUITDhWN

The dynamic PGA will be done on the target lesiod peri-lesional target lesion treated by laser thedtarget lesion
and peri-lesional target lesion not treated byrla§é&oth hands.
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The evolution of the dynamic PGA at 3, 6, 9 andriihths of product application will be compared hesw.
0 target lesion treated by laser on D-pigment hamdusgetarget lesion treated by laser on moistuhiaed
0 target lesion not treated by laser on D-pigmenthasrsus target lesion not treated by laser onton@er hand
0 target lesion treated by laser on D-pigment hamdusetarget lesion not treated by laser on D-pigrhand
0 target lesion treated by laser on moisturizer hadus target lesion not treated by laser on maastuhand

8.1.2.3.Criteria assessed by the subjects

6 - Overall efficacy assessed by tl&ubject at3 and 12 months

The overall efficacy is defined through a 5 postale.
0 = completely improved
1 = mostly improved
2 = slightly improved
3 = no improvement
4 = worse

The subjects will assess the overall efficacy arthefobal hand, on area treated by laser and arteaeated by laser of
each hand.
The efficacy assessed by the subjects will be coedpat 3 and 12 months of product application betwe

o0 D-pigment hand versus moisturizer hand

0 area treated by laser on D-pigment hand versustieaied by laser on moisturizer hand

0 area not treated by laser on D-pigment versusraottaeated by laser on moisturizer hand

7 - Satisfaction regardingto the use obD-Pigment

The satisfaction regarding to the use of D-pigmg@unditions of use, organoleptic properties, effedt will be
assessed by the subject through a questionnaineZafhonths of daily applications.

8.2.SAFETY ASSESSMENT

8.2.1.Adverse Events

At inclusion, any concomitant disease will be répdron the CRF. At each further visit, the occuceenf adverse
events (AEs) since the last visit will be deterndirey the subject’s spontaneous reporting, the iiga®r's non-
leading questioning and his/her clinical evaluatiath AEs will be reported on the CRF (cf sectiod)1

8.2.2.Local tolerance
Local tolerance will be assessed by the investigat®y'2, V3, V4 and V5 using the following 4-poigtading scale :

1 = Very good tolerance : no functional or physsigh from examination

2 = Good tolerance : transitory functional signd an physical signs from examination

3 = Poor tolerance : persisting functional signsphysical signs from examination leading to mogifion of the
conditions of administration but no products apgtiien discontinuation

4 = Very poor tolerance : functional and/or phykisggns from examination leading to products aptian
discontinuation
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8.3. COMPLIANCE

The compliance will be check through the subjeeindi The subjects will be given a subject diarylaixpng the
products applications, reminding the specific regmients. Subjects will have to note any omissianshanges in
frequency of the products application. They wilahote if they take any treatment or productsherhiands or observe
any skin signs occurring between the visits. Thdlyhave to give it to the investigator at V2, \A34 and V5.

Any change in application frequency or mistakeha application of the study products will be repdrin the case
report form by the investigator.

9. STUDY PROCEDURES

9.1. TESTING CONDITIONS

During the study, 5 visits are planned: 1 visitifaelusion (V1 at D1), and 4 visits every 3 monfki? at D90+8, V3 at
D18048, V4 at D270+15 and V5 at D360+15).

The days of the visits, the subjects have to nplyapny cutaneous product on the hands (study ptedar other
cutaneous products or treatment).

9.2.VisIT 1—-INcLUSION VISIT (DAY 1)

During this first visit, the subject will be infoed about the purpose, the conduct of the trialcitsstraints and
potential risks. If he/she agrees, the subjectthadnvestigator will sign the informed consentfian triplicate.

The investigator will ask the subject about his/hexdical and surgical history, concomitant disegseyious and
concomitant treatment and note his demographics (dae, sex, phototype).

The investigator will ask the childbearing potehtibwomen.

The investigator will do a dermatological examioatiof the hands, count the lentigos number andraéte the
lentigos severity.

The investigator will check the criteria of inclagiand non inclusion.
If the subject is included the investigator will do

- Basal Digital standardized photos of the hands

- Basal camera measurement on the hands

- Basal confocal microscopy measurement on theshand
- Static Physican Global Assessment

Then the investigator will dispense the first sgbgiary. In this diary, there is study products genditions, treatment
received or product applied on the hands and péattipractice done concerning the skin. The subjastto note any
omissions or changes in frequency of the prodympdiations. He/she will also note if he/she obssrany skin signs
occurring between the visits. This subject diarystrhe returned to the investigator at the next.visi

The investigator will give the first pack of prodsidor the first period: 2 tubes of test produad @1tubes of reference
product.

The specific requirements of the study will be rethered and next appointments will be set.
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9.3.VISIT 2—INTERMEDIATE VISIT (DAY 90+ 8 DAYS)

The investigator will retrieve the first subjectdr and ask the subject about any skin signs oedwn his/her skin
since the previous visit. He will recover all thegucts given at the previous visit, even tubeseanpty.

The investigator will ask the subject about his/b@ncomitant treatment, he will do a dermatologEemination of
the hands, count the lentigos number and assegsdtact efficacy on a target lesion.

The investigator will do:

- Digital standardized photos of the hands

- Camera measurement on the hands

- Confocal microscopy measurement on the hands
- Dynamic Physican Global Assessment

The subject will assess the overall efficacy ofgheduct trough a 5 points grading scale.
The subject will complete a questionnaire to ashgher satisfaction as regard to the use ofahegroduct.
The tolerance of the products will be assessethédynivestigator trough a 4 points grading scale.

Then the investigator will dispense the secondesihjiary and the second pack of products for #w period. The
subject diary and all the products must be retutodbe investigator at the next visit.

The specific requirements will be remembered ardchixt appointment will be set.

9.4.VISIT 3—INTERMEDIATE VISIT (DAY 180+ 8 DAYS)

The investigator will retrieve the second subjaatyland ask the subject about any skin signs oedwn his/her skin
since the previous visit. He will recover all thegucts given at the previous visit, even tubeseanpty.

The investigator will ask the subject about his/b@ncomitant treatment, he will do a dermatologEemination of
the hands, count the lentigos number and assepsdtact efficacy on a target lesion.

The investigator will do:

- Digital standardized photos of the hands

- Camera measurement on the hands

- Confocal microscopy measurement on the hands
- Dynamic Physican Global Assessment

The tolerance of the products will be assessethdynivestigator trough a 4 points grading scale.

Then the investigator will dispense the third sabiary and the third pack of products for thetmmeriod. The subject
diary and all the products must be returned tarthiestigator at the next visit.

The specific requirements will be remembered ardchixt appointment will be set.

9.5.VISIT 4—INTERMEDIATE VISIT (DAY 270+ 15DAYS)

The investigator will retrieve the third subjecadi and ask the subject about any skin signs oedun his/her skin
since the previous visit. He will recover all thegucts given at the previous visit, even tubeseanpty.

The investigator will ask the subject about his/b@ncomitant treatment, he will do a dermatologegmination of
the hands, count the lentigos number and assepsdtact efficacy on a target lesion.

The investigator will do:

- Digital standardized photos of the hands

- Camera measurement on the hands

- Confocal microscopy measurement on the hands
- Dynamic Physican Global Assessment
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The tolerance of the products will be assessethdynivestigator trough a 4 points grading scale.

Then the investigator will dispense the fourth sebjdiary and the fourth pack of products for tlextrperiod. The
subject diary and all the products must be retutodbe investigator at the next visit.

The specific requirements will be remembered ardchixt appointment will be set.

9.6.VISIT 5—END-OFE-STUDY VISIT (DAY 360+ 15DAYS)

The investigator will retrieve the fourth subjecary and ask the subject about any skin signs oedusn his/her skin
since the previous visit. He will recover all thegucts given at the previous visit, even tubeseanpty.

The investigator will ask the subject about his/b@ncomitant treatment, he will do a dermatologegmination of
the hands, count the lentigos number and assepsdtact efficacy on a target lesion.

The investigator will do:

- Digital standardized photos of the hands

- Camera measurement on the hands

- Confocal microscopy measurement on the hands
- Dynamic Physican Global Assessment

The subject will assess the overall efficacy of pheduct trough a 5 points grading scale. The éolee of the products
will be assessed by the investigator trough a Atpajrading scale.

10. ADVERSE EVENTS : DEFINITION AND REPORTING

10.1.ADVERSE EVENTS

10.1.1.Definition

An Adverse Event (AE) is defined as any noxious jggm occurring in a subject taking part in biomedliesearch,
whether or not this symptom is related to the negear to studied products.

10.1.2.Grading of Adverse Events

Adverse events are graded as follows:

»  Mild: Awareness of signs and symptoms, but gasikrated
» Moderate : Uncomfortable enough to cause intenferavith usual activity
» Severe: Incapacity with inability to work or deual activity

10.1.3.Reporting of Adverse Events

All Adverse Events occurring during the study mhetrecorded in the CRF with the following inforneeiti nature
(diagnosis, signs and symptoms), date of onseg, afaénd, severity, outcome, actions taken, aratiogiship to study
products (tested cosmetic product or referenceymtddn the investigator's opinion. It must be sfied whether the
event is serious or not and if required treatment.

All the Adverse Events for which the investigatoitite sponsor considers that a relation of caysaiith one the study
products can be reasonably envisaged are considsraaspicions of adverse effects
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10.2.SERIOUS ADVERSE EVENTS (SAE)

10.2.1.Définition

A Serious Adverse Event (SAE) includes but is rextassarily restricted to any event which:
» results in death (whatever may be the cause),

» s life-threatening,

» requires the subject’s hospitalisation* or prolaigaof current hospitalisation*,

» results in persistent or significant disability/apacity,

» is a congenital anomaly or birth defect.

Any pregnancy occuring during / after exposurehmstudy products should be reported on the “Ssrkalverse Event
(SAE) / Pregnancy / Likely Serious Adverse EffecRequiring Medical Treatment Form” (see sectior610

* any hospitalisation, or prolongation of hosp#alion due to the circumstances listed below wdtl e reported as a
SAE :

» planned (as per protocol) medical/surgical procedur

» preparation for routine health assessment/procg@ugeroutine colonoscopy),

» planned medical/surgical admission (planned pdaeritry into study trial, appropriate documentatiequired),
>

administrative or social reasons (e.g. lack of mmsconomic inadequacy, family circumstances)

10.2.2.Reporting of SAE

All Serious Adverse Events, according to the abmesttioned definitions and regardless of treatmemelationship to
study product, must be recorded in the CRF byrikiestigator as soon as he/she is informed of thatev

The investigator must notify the sponsor of thismvby faxing within 24 hours th&Serious Adverse Event (SAE) /

Pregnancy / Likely Serious Adverse Effect or ReiggiMedical Treatment Forin("first notification”, see appendix
17.2) with all the available information about #heent to the sponsor's representative:

Name . Valérie ERMOSILLA, Pharmacien / PFDC Vigilanddsanager
Fax : (33)562488585
Phone : (83)56287 7767
Adress . Pierre Fabre Dermo-Cosmeétique
Hotel Dieu

2 rue Viguerie, BP 3071
31025 Toulouse Cedex 3
France

10.2.3.Follow-up of SAE

The investigator must use the “Serious Adverse E(@AE) / Pregnancy / Likely Serious Adverse EffectRequiring
Medical Treatment Form” form ("follow-up") and cedlt the results of the carried out examinationsthedeports of
hospitalisation.

The serious adverse events must be followed uprestlution or stabilisation.
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10.2.4.Suspicions of Serious adverse effects occurring aftthe study

Must be notified to the sponsor any serious adveffect occurring at any time after the end of siedy for the
subject, which may be related to the study prodianctise investigator's opinion.

10.3.ADVERSE _EVENTS RELATED TO THE STUDY PRODUCTS REQUIRING MEDICAL
TREATMENT OR LIKELY TO BE SERIOUS

The adverse events related to the study produgtsrieg medical treatment or likely to be serioussinbe notified by
the investigator within 24 hours to the sponsogpresentative (PFDC Vigilances Manager, see seditbd.2) by
faxing the “Serious Adverse Event (SAE) / Pregnahtikely Serious Adverse Effect or Requiring Mealid reatment
Form”.

These events must be followed until resolution.

Ex : allergic contact dermatitis

10.4.NEw EVENTS

Any new fact being sufficient in envisaging the rfizadtion of the use of the study products, in ganrg out the
research or relating to the research documentshmh may lead to, if necessary, a re-assessmergradfits and risks
of the research, must be reported immediately byrihestigator.

10.5.SPONSOR S RESPONSIBILITIES FOR SAFETY REPORTING PURPOSES

Sponsor will submit to all investigators informatithat may affect the safety of persons undergmsgarch.

Sponsor will submit expedited and periodic reptotEthics Committee taking into account local specequirements.

11. DATA COLLECTION AND STUDY MONITORING

11.1.DATA COLLECTION

11.1.1.Case Report Form

Case report forms (CRFs) will be provided by thersor. They will contain all the data required bg fprotocol,
except the computerised data (cf. § 11.1.3) whitthbe directly transferred to the sponsor's deaaeb Each CRF will
be presented in triplicate. The original CRF page the first copy will be stored by Pierre Fabreme-Cosmetique at
the end of the study. The last CRF copy will beesidby the investigator for at least 15 years dfterend of the study
or according to the local requirements.

Prior to the start of the study, the investigatalt eomplete a "Delegation of significant studyatdd duties" form,
showing the signatures and initials of any persbn g authorised to make or change entries on Rie.C

Each CRF must be neatly filled in with a black-idkmen. All the information will be recorded fromusoe documents
onto the CRF by an authorised person, except ®iotlerall efficacy assessed by the subject, byrnhestigator and
the local tolerance of the product which will ditlgde reported onto the CRF.

All answer spaces on the forms must be completégirwise an explanation should be given on theesponding
form. If corrections are needed, a single line #hdne drawn through the wrong data, and the codata should be
written as close as possible to the crossed oat ddtese corrections should be initialled and datethe authorised
person who has corrected.

A CRF must be completed for each subject who vaillhreceived the study products.
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The investigator is responsible for the manageraedtaccuracy of the information on the CRF. At eaxhitoring
visit, the CRF(s) should be at the Clinical Reskassociate's (CRA) disposition for review and ection.

The subject will be given four subject dairies dgrithe study. In this diary, there is study produgse conditions,
treatment received or product applied on the hamndisparticular practice done concerning the skire Subject has to
note any omissions or changes in frequency of tbdyets applications. He/she will also note if he/ebserves any
skin signs occurring between the visits. A firsbjgat diary will be given to the subject by the estigator at the first
visit (D1) that he will recover at the second v{&00 + 8 days). A second subject diary will beagivo the parents by
the investigator at the second visit that he vattaver at the third visit (D180 + 8 days). A thidbject diary will be

given to the parents by the investigator at thedtkisit that he will recover at the fourth visD270 + 15 days). A

fourth subject diary will be given to the parenystbe investigator at the fourth visit that he wétover at the fifth visit

(D360 + 15 days).

At the second visit, the subject will also be givzequestionnaire to assess his/her satisfactioagasd to the use of the
test product. He/she will complete it during the@® visit.

11.1.2.Source Documents

A source document is an original record or cedifi®py of an original record of clinical findingshservations or any
other medical or paramedical activities performedirdy the clinical trial, necessary for the tramsiton and the
verification of the collected data.

Source documents along with all other trial-relaieduments (copies of all "informed consent" for@RFs, product
inventories and any correspondence related tottitly)smust be kept in the investigator's file thgbaut the study, and
then, must be stored in the study centre's arcHivea period of up to 15 years or as per locableagquirements.
Hereafter, the research centre must contact thesspdor instructions concerning the retentionymetor destruction of
the trial-related documents.

For further details see section 15.2.

11.1.3.Computerized data

Instrumental measurements (confocal microscopyecameasurements, standardized photos) are directlyded in
electronic form and stored on computer media. Redhickups copy of data are performed through@ustidy.

At the end of the study, all measures are mergddeganized in a single file in a standard formoabé determined.

The investigator provides two copies of this fitethe sponsor: one of these copies acts as a wifilesand is not
subject to manipulation, the other copy is integglainto the database and therefore used as a dateesfor the
different statistical analysis.

11.2.Stuby M ONITORING

11.2.1.Monitoring visits

11.2.1.1.Site preselection visit

The aim of the preliminary visit will be to presetiie protocol to the investigator and his teamaiconfidential
manner, and to check the suitability of the humad material resources necessary for study implestientand the
skills and experience of the investigator and &ésnt.

This visit will also enable all the material, fir@al, administrative and regulatory aspects ofdfuely to be addressed.
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11.2.1.2 Initiation visit

The clinical research associate will check thattadl materials and equipment necessary for they staplementation
are available in the investigator’s centre :

Investigator’s file

Study protocol and appendices
Case Report forms

Informed consent forms

Study products

Study materials

11.2.1.3 Follow-up visits
The study follow-up visits will enable the clinice¢search associate to check compliance with tbéogol and the
conformity of the data collected with the sourctada

The necessary corrections will be made by the biga®r, then dated and initialled. The ClinicalsRarch Associate
will collect the original of the case report forthus validated.

If required, the sponsor may request deferred ctiores from the investigator, who will sign thoserections.
The visits will also enable checking of study produaccountability.

11.2.1.4Closing visit

The study termination visit will enable collectiof the study products, case report forms and copighe consent
forms, if not done before. Study data storage airegp) will also be checked.

VVVYVVY

11.2.2.Direct access to source documents

In agreeing to participate, the investigator uralass to strictly comply with the study protocol,déoClinical Practice
and the national regulations. The investigator glsarantees the authenticity of the data colletdte context of the
study and agrees to the legal provisions for sgpbnsor quality control.

In compliance with Good Clinical Practice, the datél undergo regular onsite control by the ClifdidResearch
Associate.

The investigator undertakes to make him/herselfiavie to the Clinical Research Associate and téerell the source
documents available to the CRA for direct compariaith the CRF.

12. DATA MANAGEMENT

All clinical data related to the study will be cmtted and saved in a computerised database byatseNDanagement
Department of PFB, except for the confocal datactviwill be collected and saved in a computerisedlEse by the
centre and under the supervision of the Data ManafgeFB according to the following procedures:

12.1.DATA ENTRY

Data entry screens will match the CRF.

Only after validation of the CRF by the CRA, a disuBata entry will be performed by the data enpgrators of PFB
using Oracle Clinical Software release 4.5.

Electronic data (confocal microscopy, camera measants) not reported in the CRF by the investigatiir be
transferred by investigator into the database.
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12.2.DATA REVIEW

After double data entry, a computerised data revigihbe performed by PFB. Consistency checks Wl carried out
using Oracle Clinical Software release 4.5 accgydtiina consistency checks book.

Results of these checks will be sent to the stug @nd/or Monitor for resolution. Whenever requirgderies will be
submitted to the investigator for resolution arghsiture, and then tracked until corrections areredtand validated.

12.3.DATA STORAGE

The computer data files, as well as their modifara, will be saved and kept available upon request

The data storage will be made in the PFB databasallf data obtained from quotations and clinicatadand in the
centre database for confocal microscopy.

The confocal parameters will be stored in the erarcopy of the pictures will be stored at PFDC.

12.4. DATABASE LOCK

The validated database will be locked upon reqogtite Data Manager of PFB following the completifrall steps
required, i.e. : resolution of all queries, Clidieamd Products Safety databases reconciliationvafidation committee
meeting.

13.STATISTICAL ANALYSIS

13.1.GENERAL CONSIDERATIONS

After the database lock and the randomisation cetbase, the statistical analysis will be performpad Pierre Fabre
Biometrie using SA% software.

13.2.SAMPLE SIZE

Because of the lack of data about laser associatttd depigmenting treatment, the sample size hastatstical
rationale.

The number of 30 subjects has been considered satisfactory for study analyse. Assuming that semgects will
be withdrawn from the study during the 12 month$oibw up and others will be not entirely analylghl0 subjects
will be recruited for the study.

13.3.PROTOCOL DEVIATIONS

Major protocol deviations are defined as deviatitalsle to prevent or change the interpretatiorihef results of the
study and therefore leading to the exclusion ofcthveesponding subjects from the Per Protocol (Rpulation.

The following deviations will be considered as nnajo

- Non compliance with the inclusion or non-inclusicriteria
- Premature withdrawal or drop-out

- Intake of forbidden treatment

- No assessment of the primary efficacy criterion
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- Non compliance with products application (if mdhan 30% of missed application between 2 consecut
Visits)

All other protocol deviations will be consideredramor.

However, all deviations will require a blind revidoy the Validation Committee before data analysis.

The blind review process prepared by the cliniesearch associate, data-manager, study monitostatistician will
be completed by a meeting (Validation Committed)eattended by at least the following :

» Coordinating Investigator,

» Study Monitor,

» Clinical Reasearch Associate,
» Data Manager,

» Statistician

The meeting will be documented by written and signeénutes that will act as the basis for data pseicey by Pierre
Fabre Biométrie.

13.4.DATA SETS ANALYSED

The analyses will be conducted on the followingadsts (as defined by the Validation Committee):

» The Safety set, composed of all randomised subleating applied at least once the study products.

» The Full Analysis Set (FAS) composed of all randsedi subjects having applied at least once the gitmhucts
and with at least an evaluation of the primaryeciitn under products application

» The Per Protocol (PP) set, which is the subsebh@fRull Analysis data Set composed of all subjadtisout any
major protocol deviations

13.5.HANDLING OF DROPOUTS AND MISSING DATA

The number and percentage of subjects who withdirany the study after their randomisation will beyided for all
treated subjects (safety set). All withdrawn sutgedter randomisation will be further describegamling their time to
dropout and reasons for withdrawal. Particularrditbe will be paid to the description of adverseems leading to
premature withdrawal.

If the dropouts rate appears to affect significatitle statistical analysis, the main reasons fahdvawals should be
cautiously examined, as well as their potentiatiehship to study products.

13.6.STATISTICAL METHODS

13.6.1.Description at baseline

At baseline, the population will be described dofw
- demography: age, weight, height

- medical and surgical history

- concomitant diseases

- dermatological examination

Quantitative parameters will be described by groupig the followings: number of subjects, meamndard
deviation, minimum, median and maximum values.

Qualitative parameters will be described by grosing frequencies and percentages.
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13.6.2.Efficacy analysis
13.6.2.1 Primary criterion

The primary criterion is represented by the evolutbf homogeneity of the skin colour assessed anrtDT12 months
by blinded evaluation from standardized photospugh 2 visual analogue scales (colour difference affiected
surface, 0 to 10 for each), on both hands.

The sum of the two components (0 to 20) repregbrtiomogeneity of the skin colour.

Primary analysis :

The change between TO and T12 months will be coetbdretween product using an analysis of covariance
(ANCOVA) with product, site and sequence as fixactdr, subject as random factor and value at besab covariate.

This analysis will be made on the FAS.

Supportive analysis :

The same analysis will be made on PP set.

13.6.2.2.Secondary criteria

Criterion 1 is represented by the homogeneity of the skin wokssessed by clinical evaluation and by blinded
evaluation (at TO, 3, 6, 9 and 12 months) from daadized photos through 2 visual analogue scatdsyc difference
and affected surface, 0 to 10 for each), on glbbals, area treated by laser and area not trepteddr of both hands.
The sum of the two components (0 to 20) repregbrtiomogeneity of the skin colour.

Criterion 2is represented by the lentigos number countedOat3T 6, 9 and 12 months by blinded evaluation from
standardized photos and by clinical evaluationgtmbal hands, area treated by laser and area esttett by laser of
each hand.

Criterion 3is represented by the Chromametry parametersat,*h*), using camera at TO, 3, 6, 9 and 12 monobims,
the target lesion treated by laser and the taegédt not treated by laser of each hand..

For criteria 1 to 3, changes between TO with rethpely T3, T6, T9 and T12 months will be comparedvieen product
using analysis of covariance which will use a lilkebd-based Mixed-effects Model for Repeated Meas(MMRM)
with product, site and sequence as fixed factdrjest as random factor and value at baseline agr@tg. In case of
significant difference for global model, appropei@pntrasts will be used to determine differencesiben products at
each time.

Criterion 4is represented by Confocal parameters: pigmetrilzition, papillae contours, polycyclic papillacgntours
and enlarged interpapillary spaces defined by a 8 points scale, and epidermal thickness meashiyedonfocal
microscopy, at TO, 3, 6, 9 and 12 months on thgetdesion treated by laser and the target lesitrtreated by laser of
each hand.

Changes between TO with respectively T3, T6, T9 Bh2l months will be compared between products. Wileoxon
signed rank sum test will be used in order to camgaoducts on the 4 parameters measured by sdalesompare
thickness between both products, an analysis ddircawvce which will use a likelihood-based Mixedeets Model for
Repeated Measures (MMRM) with product, site andusage as fixed factor, subject as random factorvahde at
baseline as covariate will be done. In case ofifogmt difference for global model, appropriatent@sts will be used
to determine differences between products at eawh t

Criterion 5is represented by the dynamic PGA at T3, 6, 9 Bhdhonths on the target lesion and peri-lesiongieta
lesion treated by laser and the target lesion aeritig@sional target lesion not treated by lasetoth hands. The
dynamic PGA is defined through a 7 points scale (@mpletely cleared to 6 = appearance worse thaaline.

Criterion 6is represented by Overall efficacy assessed bythgect at 3 and 12 months on each global handyeen
treated by laser and area not treated by lasesalf band. The overall efficacy is defined throughoints scale (0 =
completely improved to 4 = worse)

Clinical Study Protocol — Version n° 1 Date : 2l/#013 Page 39/53

Formulaire :prot_comit cosm_va_V001 03/07/2009



© Pdle Recherche, Exploration et Développement Clirgq

Pierre Fabre . 2R
Dermo-Cosmétique Pierre Fabre Dermo-Cosmétique

Recherche et Développemant

Study Code : Rv4280A2012607 Confidential
Internal Study Code : HDpb 2012 AVEN 060 RV4280A2617

For criteria 5 and 6, comparisons between produittde made by Wilcoxon test using the Koch (1&thod.

All statistics will be made on the whole hand foregpart and on each area (treated and not tregtébér) for other
part.

The satisfaction regarding to the use of D-pigmgunditions of use, organoleptic properties, effedt will be
assessed by the subject through a questionnage &ftnonths of daily applications. Results will dene by group
through descriptive statistics with frequencies pactentages at the end of the study.

13.6.3.Safety Analysis
13.6.3.1 Adverse Events

The safety data set will be used to perform allym®s of the safety criteria.
Any adverse event having been reported duringttigygor a given subject will be classified as :

Any AE recorded during the treatment period will legarded as Treatment Emergent (TE AE) if it wasaiready
reported before the first intake of the randomis¢ady product or if it began before and worsenednduthe
randomised treatment period. Any AE starting in-im/wash-out and going-on after the first intakerahdomised
study product will be qualified as emergent in cee relative information is missing or incompléex: missing or
incomplete end date in run-infwash-out or no infation regarding the intensity in run-in/wash-outl after the first
intake of the randomised study product, separat€ly® frequency of subjects with at least one TEWAlEbe tabulated
(n, %)

Non treatment emergent adverse events, i.e., angrsal event which occurs during the run-in / washforun-out
period and with no change in intensity during thedomised treatment period

Numbers and percentages of subjects with at lesstreported treatment emergent adverse event aithbulated by
treatment group. Recurring adverse events for angsubject will only be counted once and only ttmdst severe
intensity will be tabulated.

13.6.3.2.Concomitant treatments

Concomitant treatments will be tabulated by treatingeoup.

13.7.COMPLIANCE

Estimation of compliance will be based on subjdatyddata and will be presented by application grom the Full
Analysis Set. The analysis of compliance will begbyidescriptive. No statistical test will be perfeed.

14. GENERAL ETHICAL CONSIDERATIONS

14.1.ETHICAL CONDITIONS

This study is performed in accordance with the qples stated in the Declaration of Helsinki andsaguent
amendments and in accordance with the Good CliRicadtice Guideline (CPMP/ICH/135/95).
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14.2.ETHICS COMMITTEE AND LEGAL REQUIREMENTS

All the documents required by National Regulatiansl any other informative documents that may beeasigd are
submitted for review to an Ethics Committee (EC)osd procedures and operations meet the NationahllLeg
Requirements.

Depending on National Regulations, the applicaisosubmitted to the EC by the sponsor or by thestigator.

A copy of the formal written approval from the EE€ provided to the sponsor (directly by the EC a the
investigator) with a list of names and qualificasoof its members.

The request for authorisation by the Competent éuitth or notification (depending on National Redidas) is carried
out by the sponsor.

The screening of subjects does not start beforappeoval of the EC has been obtained and the stuthprised by the
Competent Authority (or notified to the Competenttiiority, depending on the National Regulations).

14.3.SUBJECT’S INFORMATION LEAFLET AND INFORMED CONSENT FORM

An information must be given to the subjects betbrsr decision to participate or abstain from ggsation.

This information is based on the elements set mihé Declaration of Helsinki and the ICH GCP Giimde It must
also describe the measures taken to safeguardctalpevacy and protection of personal data, agcwy to European
Directive 95/46 EC.

Restraints and risks must be explained, as weheasight to discontinue participation in the studyany stage, without
affecting their further relationship with the intigator and/or their future care.

The written information and consent form must blersitted to the subject with an oral explanatiormlist be agreed
and signed by the subject before any study-relptededure starts.

This information and consent procedure is undeirthestigator’s responsibility.

The information and consent document are madegilicate*; the original copy is kept by the invegtor, one copy is
given to the subject and the last copy is keptheyCGlinical Quality Assurance Unit of the sponsoaisealed envelope
at the end of study.

Specific areas of the sponsor’s copy are not ta@péid to avoid the reading of the subject’s surnéareept the first 3
letters), first name, address and signature.

If any information becomes available during thaltthat may be relevant to the subject’'s willinghés keep on
participating in the trial, an updated written infeed consent must be submitted to the subjectnéroo his agreement
to continue participating.

14.4. PERSONAL DATA PROTECTION

All information from this study (excluding data frothe informed consent) are entered into a compuneler the
sponsor’s responsibility in accordance with thenghelaw, "Loi Informatique et Libertés" (January 3978 and
subsequent amendments) and with the European Deed5/46/EC.

14.5.INSURANCE POLICY

In accordance with the provisions of the law and @GCP, the sponsd?ierre Fabre Dermo-Cosmétiqueas an
insurance policy intended to guarantee againstiflessamage resulting from the research.

The studies and/or experiments performed on belidlife sponsor Pierre Fabre Dermo-Cosmétique aafially and
expressly guaranteed.

It is advisable to underline that non compliancthwlie Research Legal Conditions is a cause foragitee exclusion
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15. ADMINISTRATIVE PROCEDURES

15.1.PROTOCOL AMENDMENT

Neither the investigator nor the sponsor may dkterprotocol without the authorisation of the otharty.

All changes to the protocol are subject to an ammeamd which must be dated and signed by both paatiels must
appear as an amendment to the protocol.

Substantial amendments are submitted for appraxhbiaization to EC and CA.

Urgent amendments are submitted for approval/aigidiion to EC and CA but could be implemented imiaedy
under specific conditions defined with the sponsor.

15.2. SOURCE DOCUMENTS, INVESTIGATOR 'S FILE STORAGE

The investigator :

» keeps all trial-related documents in appropridee fidlders. Records of subjects, original informeehsent
forms, source documents, case report forms, praduentory, EC and sponsor correspondence pertainin
to the study must be kept on file.

» retains all documents relating to the screeninggeat and investigation results) of all subjectduided in
the trial or not

* retains a list of the subjects names, addresseofanumber of medical file), code numbers to allow
checking of data reported on CRFs with those frooree documents

» authorises direct access to source documents foitonimg, audits and inspections.

The trial-related documents must be retained astigtconfidential at the investigator's site farlaast 15 years or
according to local requirements, whatever is timgést after the completion or discontinuation ef tal.

15.3.END OF THE STUDY

15.3.1.Definition of the end of study
The end of study is the date of the last visithef last subject undergoing the trial

Any change to this definition during the study, fanatever reason, must be notified as a substartiahdment.

15.3.2.Early study termination

15.3.2.1 Early study termination decided by the sponsor
The sponsor may discontinue the study at any tonarfy of the following reasons :

lack of recruitment

deviations from Good Clinical Practice and/or regoins
poor product safety, lack of efficacy

new information that could jeopardise the subjes&fety
stopping of development ...

VVYVYVYVYYV
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15.3.2.2 Early study termination decided by the CompeterthAurities

The CA may suspend or prohibit a study if it coesidthat the conditions of authorisation are nandenet or has
doubt about the safety or scientific validity oétstudy.

15.4.AuDIT

The sponsor is responsible for making sure thdt bat representatives (monitor, CRA, ...) and thestigator fulfils
the requirements as specified by the GCP Guideline.

An audit can be organised internally at the spoasat at the investigational site where the CRFsmaatzhed against
source documents.

All study documentation must be directly accessiblauditors.

The practical conditions for the audit are discdsbetween the investigator and the Clinical Qualysurance
Department.

Oral information about the audit results are git@the investigator.

15.5.INSPECTION

The Health Authorities may audit any investigatisite or the sponsor during the course of the stmdwfter its
completion, to verify the conduct of the study andlity of the data. The investigator must provitieect access to
source documents.

15.6. CONFIDENTIALITY

The present materials (protocol, CRF) contain atmrftial information.

Except if agreed to in writing with the monitorgetinvestigators must hold such information conftd@nand must not
disclose it to others (except where required byiagiple law).

15.7.CLINICAL STUDY REPORT

Data analysis, and clinical study report writing ander the sponsor’s responsibility.

Upon completion of the data analysis, a final rgpoicluding a review of the objectives and methadgresentation
and discussion of the results are drawn up ancdigy the sponsor's representative(s) and theipainovestigator.

15.8.STUDY RESULTS COMMUNICATION

Upon completion of the study, global results of Research are communicated to the investigatororing to the
Local Regulation, the subject can ask the investidar the results

15.9.STUDY RESULTS PUBLICATION

The information and data collected during the canad this clinical study are considered confidahéind are used by
the sponsor in connection with the developmenthef gtudy product. This information may be disclogedeemed
necessary by the sponsor.
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To allow use of the information derived from thigizal study and to insure compliance with curreedulations, the
investigator must provide the sponsor with complest results and all data collected during thdystu

Only the sponsor may make study information avélab physicians and to Regulatory Agencies, exesptequired
by current regulations.

All the results of this study including data, refgspdiscoveries and inventions resulting from thelg, are the property
of the sponsor.

In the event that the sponsor chooses to publigtysiata, the manuscript must be provided to thleca(s) at least 30
days prior to the expected date of submissionadrtended publisher.

The investigator(s) can reserve the right to phbbs present study data; if so, the manuscripthmtract must be
provided to the sponsor for review at least 30 gai@ to the expected date of submission to thenided publisher or
of planned presentation.

In addition, if necessary, (the) investigator(salswithhold publication for an additional 60 days,allow the filing of
a patent application, or to allow the sponsor t@®tany measures he deems appropriate to establispraserve his
proprietary rights.

It is agreed that publication of study results bhglesite shall be made only as part of a publinatiothe study results
obtained by all sites performing the protocol, otfeestudy is completed and finalised.

The authors list is agreed by all investigatorempto publication. The names of the authors areigesl according to
their participation in the design of the protocsiveell as their recruitment of eligible and anableasubjects.
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17.1.DECLARATION OF HELSINKI

WORLD MEDICAL ASSOCIATION DECLARATION OF HELSINKI

Ethical Principles for Medical Research Involving Human Subjects
Adopted by the 18th WMA General Assembly, Helsinki, Finland, June 1964, and amended by the:
29th WMA General Assembly, Tokyo, Japan, October 1975
35th WMA General Assembly, Venice, Italy, October 1983
41st WMA General Assembly, Hong Kong, September 1989
48th WMA General Assembly, Somerset West, Republic of South Africa, October 1996
52nd WMA General Assembly, Edinburgh, Scotland, October 2000
53th WMA General Assembly, Washington 2002 (Note of Clarification on paragraph 29 added)
55th WMA General Assembly, Tokyo 2004 (Note of Clarification on Paragraph 30 added)
59th WMA General Assembly, Seoul, October 2008

A. INTRODUCTION

1. The World Medical Association (WMA) has develdpthe Declaration of Helsinki as a statement oficath
principles for medical research involving humanjseats including research on identifiable human matenal data.

The Declaration is intended to be read as a whadeeach of its constituent paragraphs should netppdied without
consideration of all other relevant paragraphs.

2. Although the Declaration is addressed primawlyphysicians, the WMA encourages other participamtmedical
research involving human subjects to adopt theiseiptes.

3. It is the duty of the physician to promote aafeguard the health of patients, including those ate involved in
medical research. The physician's knowledge andatence are dedicated to the fulfilment of thisydut

4. The Declaration of Geneva of the WMA binds thgician with the words, “The health of my patievii be my
first consideration,” and the International CodeMsdical Ethics declares that, “A physician shall m the patient's
best interest when providing medical care.”

5. Medical progress is based on research thatatiiym must include studies involving human subjdetspulations that
are underrepresented in medical research shoyddov@led appropriate access to participation ieaesh.

6. In medical research involving human subjects viiell-being of the individual research subject niake precedence
over all other interests.

7. The primary purpose of medical research invgviuman subjects is to understand the causes,opeweht and
effects of diseases and improve preventive, diggnand therapeutic interventions (methods, prooesivand
treatments). Even the best current interventionstnime evaluated continually through research fairtlsafety,
effectiveness, efficiency, accessibility and qyalit

8. In medical practice and in medical research timbsrventions involve risks and burdens.

9. Medical research is subject to ethical stand#rdspromote respect for all human subjects antept their health
and rights. Some research populations are pantigualnerable and need special protection. Thastude those who
cannot give or refuse consent for themselves amgktivho may be vulnerable to coercion or undueémnite.

10. Physicians should consider the ethical, legal segulatory norms and standards for researchiviimgp human
subjects in their own countries as well as appleabternational norms and standards. No nationdhternational
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ethical, legal or regulatory requirement shoulduedor eliminate any of the protections for reseaubjects set forth
in this Declaration.

B. PRINCIPLES FOR ALL MEDICAL RESEARCH

11. It is the duty of physicians who participateniedical research to protect the life, health, dygrntegrity, right to
self-determination, privacy, and confidentialitypdrsonal information of research subjects.

12. Medical research involving human subjects nsosform to generally accepted scientific principles based on a
thorough knowledge of the scientific literaturehet relevant sources of information, and adequaierhtory and, as
appropriate, animal experimentation. The welfarardfmals used for research must be respected.

13. Appropriate caution must be exercised in thedoot of medical research that may harm the enmieont.

14. The design and performance of each researdy $twolving human subjects must be clearly desttilin a
research protocol. The protocol should containatestent of the ethical considerations involved sinduld indicate
how the principles in this Declaration have beetragised. The protocol should include informatiggarding funding,
sponsors, institutional affiliations, other potahtonflicts of interest, incentives for subjecislgrovisions for treating
and/or compensating subjects who are harmed assegoence of participation in the research studhe frotocol
should describe arrangements for post-study admgsgudy subjects to interventions identified asdiieial in the
study or access to other appropriate care or lienefi

15. The research protocol must be submitted fosidemnation, comment, guidance and approval to @areh ethics
committee before the study begins. This committestrbe independent of the researcher, the sponsbamy other
undue influence. It must take into consideratioa ws and regulations of the country or countitesvhich the

research is to be performed as well as applicattbrriational norms and standards but these mudbtenailowed to
reduce or eliminate any of the protections for aesle subjects set forth in this Declaration. Thmguttee must have
the right to monitor ongoing studies. The researcheast provide monitoring information to the comied, especially
information about any serious adverse events. Nm@h to the protocol may be made without consieraind

approval by the committee.

16. Medical research involving human subjects nimestonducted only by individuals with the approgriacientific
training and qualifications. Research on patienthe@althy volunteers requires the supervision @ompetent and
appropriately qualified physician or other healtirec professional. The responsibility for the pratec of research
subjects must always rest with the physician oeotiealth care professional and never the reseansjects, even
though they have given consent.

17. Medical research involving a disadvantagedubnerable population or community is only justifiédhe research
is responsive to the health needs and prioritiethisfpopulation or community and if there is as@@able likelihood
that this population or community stands to berfediin the results of the research.

18. Every medical research study involving humarjestis must be preceded by careful assessmenéedicpable risks
and burdens to the individuals and communities lvea in the research in comparison with foreseeableefits to
them and to other individuals or communities a#feldby the condition under investigation.

19. Every clinical trial must be registered in dlely accessible database before recruitment efitist subject.

20. Physicians may not participate in a reseanathysinvolving human subjects unless they are centfidhat the risks
involved have been adequately assessed and catidactorily managed. Physicians must immediasébp a study

when the risks are found to outweigh the potemtialefits or when there is conclusive proof of pesiaind beneficial
results.

21. Medical research involving human subjects maly be conducted if the importance of the objectwweighs the
inherent risks and burdens to the research subjects
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22. Participation by competent individuals as scisjgn medical research must be voluntary. Althoitghay be
appropriate to consult family members or commuteders, no competent individual may be enrolled iresearch
study unless he or she freely agrees.

23. Every precaution must be taken to protect theapy of research subjects and the confidentialityheir personal
information and to minimize the impact of the studytheir physical, mental and social integrity.

24. In medical research involving competent humajexts, each potential subject must be adequitielymed of the
aims, methods, sources of funding, any possibldlictsof interest, institutional affiliations ohé researcher, the
anticipated benefits and potential risks of thelgtand the discomfort it may entail, and any otfeevant aspects of
the study. The potential subject must be informitthe right to refuse to participate in the study®mwithdraw consent
to participate at any time without reprisal. Spkeeidention should be given to the specific infotima needs of
individual potential subjects as well as to the et used to deliver the information. After ensgithat the potential
subject has understood the information, the phgsicir another appropriately qualified individual shthen seek the
potential subject’s freely-given informed consergferably in writing. If the consent cannot be megsed in writing,
the non-written consent must be formally documeated witnessed.

25. For medical research using identifiable humatenial or data, physicians must normally seek eohsor the
collection, analysis, storage and/or reuse. Thexg Ine situations where consent would be impossiblenpractical to
obtain for such research or would pose a thre#tte¢ovalidity of the research. In such situations tasearch may be
done only after consideration and approval of aaesh ethics committee.

26. When seeking informed consent for participatioa research study the physician should be peatiy cautious if
the potential subject is in a dependent relatignstith the physician or may consent under duressuch situations
the informed consent should be sought by an apjatety qualified individual who is completely indepdent of this
relationship.

27. For a potential research subject who is incdemigthe physician must seek informed consent ftoenlegally
authorized representative. These individuals maste included in a research study that has ndiHiked of benefit
for them unless it is intended to promote the eaftthe population represented by the potentibjesu, the research
cannot instead be performed with competent persottsthe research entails only minimal risk andimméh burden.

28. When a potential research subject who is deenoesnpetent is able to give assent to decisionsiabarticipation
in research, the physician must seek that asseaddition to the consent of the legally authorizepresentative. The
potential subject’s dissent should be respected.

29. Research involving subjects who are physiaadlynentally incapable of giving consent, for exagplnconscious
patients, may be done only if the physical or meatmdition that prevents giving informed consentai necessary
characteristic of the research population. In stictumstances the physician should seek informetamat from the
legally authorized representative. If no such repn¢ative is available and if the research canaalddayed, the study
may proceed without informed consent provided thatspecific reasons for involving subjects withamdition that
renders them unable to give informed consent haea lstated in the research protocol and the staslyp&en approved
by a research ethics committee. Consent to renmathd research should be obtained as soon as [go§siin the
subject or a legally authorized representative.

30. Authors, editors and publishers all have ettobéigations with regard to the publication of tesults of research.
Authors have a duty to make publicly available thgults of their research on human subjects and@euntable for
the completeness and accuracy of their reportsy Eiwuld adhere to accepted guidelines for ethiepbrting.
Negative and inconclusive as well as positive tesshould be published or otherwise made publichilable. Sources
of funding, institutional affiliations and conflietof interest should be declared in the publicatReports of research
not in accordance with the principles of this Deafimn should not be accepted for publication.

C. ADDITIONAL PRINCIPLES FOR MEDICAL RESEARCH COMBI NED WITH MEDICAL CARE
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31. The physician may combine medical research mgkical care only to the extent that the resesrfirstified by its
potential preventive, diagnostic or therapeutiagaand if the physician has good reason to betteateparticipation in
the research study will not adversely affect thaltheof the patients who serve as research subjects

32. The benefits, risks, burdens and effectivenéssnew intervention must be tested against tlhdsbe best current
proven intervention, except in the following circstiances:
» The use of placebo, or no treatment, is acceptaldtudies where no current proven interventixistg; or
* Where for compelling and scientifically sound hedological reasons the use of placebo is necedsary
determine the efficacy or safety of an intervention the patients who receive placebo or no treatmil not
be subject to any risk of serious or irreversikdenm Extreme care must be taken to avoid abuddaobption.

33. At the conclusion of the study, patients ertén¢o the study are entitled to be informed alibatoutcome of the
study and to share any benefits that result frorfoit example, access to interventions identifischaneficial in the
study or to other appropriate care or benefits.

34. The physician must fully inform the patient atiaspects of the care are related to the rese@hehrefusal of a
patient to participate in a study or the patiemtéision to withdraw from the study must never rifiiee with the
patient-physician relationship.

35. In the treatment of a patient, where provearirgntions do not exist or have been ineffectilie, ghysician, after
seeking expert advice, with informed consent frdra patient or a legally authorized representatimay use an
unproven intervention if in the physician's judgemni¢ offers hope of saving life, re-establishingalth or alleviating
suffering. Where possible, this intervention shooédmade the object of research, designed to aeaiisasafety and
efficacy. In all cases, new information should bearded and, where appropriate, made publicly avk]
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17.2.SERIOUS ADVERSE EVENT (SAE)/ PREGNANCY / LIKELY SERIOUS ADVERSE

EFFECT OR REQUIRING MEDICAL TREATMENT FORM

FIERRE FABLE DERMO-OOSMETIOUE

@ PROTOCOL N*RV4280A2012607

SUBJECT'S CODE
LU N R

Swtject’s aumber

Adentre nember

Interventional study O yes O no

SERIOUS ADVERSE EVENT (SAE) /PRECKANCY / LIKELY SERTIOUS ADVERSE EFFECT OR REQUIRING
MEepicAarL TREATMENT FORM - COSMETIC STUDY

To be faxed within 24H to Cosmetovigilance Manager PFDC @

Mrs Valérie ERMOSILLA

FPhone n% +33(0)5.62.87.77.67
Fax n? +33(0)5.62.48.85.85

Transmission date L1 Investigator name Country
dd mmyy
Event n® [ First notification a Followup O3
Subject characteristics
Mame : |  First name : Birthdate : || | || || | | Sexe: || 1=M
dd mm y y 2=F

Type of event

O Serious Adverse Event (SAE) ©

QO Pregnancy

O Likely serous adverse effect

QO Adverse effect requiring medical treatment

Beginningdate - |_ | || | 1 |

Ending date : I

*In case of SAE. please note if the event resulted in :
O Death (whatever may be the cause)
2 Congenital ancmaly or birth defect

Q Life-threatening
O Hospitalisation or extension thereof
O Persistent or significant disabilityincapacity

Description of the event

Description {clinical cause, previous relevant history, if available complementary tests results):

Diagnosis in relation to signs and symptoms -

Allergic reaction : O yes O no

If yes,
- objective and concomitant subjective signs:

- Localization of the reaction :

+ application area
¥ remote

- Does the effect justify a patch testing :

3 fo specify :

QO to specify :

O vyes 2 no

- If yes, does the subject accept to undertake patch-tests - 2 ves O no

Formmlaire - CO5_ 002550 - Version - 3 - Date d'applicarion : 23112018
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) ,
PROTOCOL N*RV4280A2012607 SUBJECT'S CODE
oty 11
FIEEHRE FABRE DHERMO-COSNMETIONE
Leniry nembsr Sheioc s aem ber
Details abowt the study product andfor the associated product
Study product Associated product®
Product{s) code or name: Product(s) code or name:
Time of occurrence of the event: Time of occurrence of the event:
O Dwring the selection period O Dwring the selection period
O Dwring the administraticn of the product(=) O Dwring the administration of the product(z)
O After the administration of the product(s) O After the administration of the product(s)
Dateoffirstuse: | | ||| ||| | Date offirstuse: ||| | ||| |
dd mm y ¥ dd mm yy
Diate of last use before the occumence of the event : Diate of last use before the occumence of the event :
I I T Iy I IO I I I I I
dd mm ¥y ¥ dd mm y ¥
Frequency of use: Frequency of use:
Quantity applied: Quantity applied:
Application area: Application area:
* To fill in only if the event might be related fo the associated product
Concomitant treatments (do not include treatment(s) given for the event)
Mame Daily Start date On going Stop date Route of indication
dose (ddmmyy) {ddmmyy) admin.
5 -] _
i ] I
i 2 i r
Action taken following the event
-Related to the study product
2 <Change in the protocol or use, specify -
Date of change - ||| || L |
dd mm ¥y ¥
Duration :
O Temporary interruption of use, specify duration :
Date of reconduction - || | [ | 1|
dd mm y ¥y
O StopofuseEndingdate:|_ | ||| |11 |
dd mm yy
O No change
- The event has resulted in
O Complementary tests:
O Prescripiion of treatments, to specify {(names, dosages, duration):
O Discontinuation of concomitant treatments, to specify (names):
Q2 Urgent medical operations, to specify:
O Cessation from work, to apecify:
O Premature withdrawal of the study. fFyes date: || | 1L | 11
d mm ¥ ¥
O Other, to specify:
Formulatre - COS5_ 002550 - Version : 3 - Date d'application - 23112010
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@ PROTOCOL N°RV4280A2012607 SUBJECT'S CODE -
I Oy I
PHCHRE FABRE HERMAO-COSMETIONUE
Lentre mumbser Seljoci s member
Blind code broken
Blind code broken if double blind study - O vyes O no
If yes, results :
Outcome
O Mot recovered/Mot resolved O Recovering/Resclving 0 Recovered/Resolved
O Recovered/Resolved with seguelae O Death O  Unknown

Investigator's opinion on relationship of event with the study products/agsociated products

Relation with a study product Q Mot suspected = Suspected = Insufficient data

If suspected and in case of an open-blinded comparative study, please specify which one of the products is suspected:
O Tested product O Comparative product

Relation with an associated productd Mot suspected O Suspected O Insufiicient data

Cther:

Aftach copies of all investigations and hospital discharge forms, etc. .

Investigator name - Signature :

Formulaire - CO5_002550 - Version - 3 - Date d'applicarion - 23112010
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