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1. Responsibilities

The management system of CRO is certified for the scope "Cosmetic Testing”. Study
performance, data analysis and study report are based on the Quality Management System ISO
9001:2015.

The study report represents a correct description of measured values and recorded results during
the study. To the best of its knowledge, CRO ensures the absence of significant deviations from
the study protocol affecting the quality/integrity of this study.

Study performance, data analysis, and study report are realized approximating the main principles
of GCP.

Principle requirements of the Declaration of Helsinki are taken into consideration.

Shanghai China-Norm Quality Technical Service Co., Ltd

L’Oréal R&I CHINA

»@%w L~
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2. General Information

Title:

Study Number:

Test Product:

Principal
Investigator:

Test Site:

Study
Objective:

Experimental
Design:

Test Areas:

Subjects:

Age:

Measurements:
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Skin Enhancement & Skin Repair Efficacy Clinical Study

C210579 (CRO)
CN-CLI-21-14049-46 (Sponsor)

Facial Serum [Formula# 899467 14]

Dr. Ma

Title: Dermatologist
Tel: +86 021 55971185
Fax: +86 021 55971185

China-Norm U@Test laboratory
Address: 310, Building #13, No.697, Lingshi Road, Health Work, Jing’ an District,
Shanghai, China

To evaluate the effect of a facial essence on skin barrier and skin condition after 2-
week of use; And study on the repair efficacy of skin barrier and condition after
receiving Fractional Ultrapulse CO,-laser. The whole study will be divided into two
dimensions to evaluate the product: the comparison of the effect before and after
and the comparison with the control group.

Mono-centric, single-blind, parallel random and home use design.

Whole face

70 female adult subjects will be enrolled and divided into 2 groups in the study,
recruited according to inclusion and non-inclusion criteria listed below, and at least
60 subjects should complete the whole study (at least 30 subjects per group).

- Group 1: Facial Serum Group

- Group 2: Non-treatment Group

20-50 years old

Clinical Assessment(N=60):

Skin qualities of skin dryness, erythema, papules, desquamation, chromatosis,
edema, escharosis, elasticity, evenness, brightness, radiance, smoothness, pores on
cheek, crow’s feet wrinkle, epithelial confluence and overall healthy appearance
will be evaluated by dermatologist at TO (baseline), T14d (after pre-treatment),
T15d (Timm post-procedure), T16d (1-day after self-recovery), T18d (3-day after
self-recovery), T22d (7-day after self-recovery), T25d (10-day after self-recovery
and product treatment start), T32d (7-day after product treatment), T39d (14-day
after product treatment) for all groups.

Lactic Acid Stinging Test (N=60)

Sensitive level by Lactic acid test at TO (baseline), T14d (after pre-treatment), T25d
(10-day after self-recovery and product treatment start), T39d (14-day after product
treatment) for all groups.

Instrument Assessment(N=60):

- Corneometer: skin hydration on both cheeks will be measured at TO
(baseline), T14d (after pre-treatment), T15d (Timm post-procedure), T16d (1-
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day after self-recovery), T18d (3-day after self-recovery), T22d (7-day after
self-recovery), T25d (10-day after self-recovery and product treatment start),
T32d (7-day after product treatment), T39d (14-day after product treatment)
for all groups.

- Vapometer: transepidermal water loss (TEWL) on both cheeks will be
measured at TO (baseline), T14d (after pre-treatment), T15d (Timm post-
procedure), T16d (1-day after self-recovery), T18d (3-day after self-recovery),
T22d (7-day after self-recovery), T25d (10-day after self-recovery and product
treatment start), T32d (7-day after product treatment), T39d (14-day after
product treatment) for all groups.

- Cutometer: skin elasticity (R2, R5, R7) on both cheeks will be measured at
TO (baseline), T14d (after pre-treatment), T15d (Timm post-procedure), T16d
(1-day after self-recovery), T18d (3-day after self-recovery), T22d (7-day after
self-recovery), T25d (10-day after self-recovery and product treatment start),
T32d (7-day after product treatment), T39d (14-day after product treatment)
for all groups.

- pH-meter: skin pH value on both cheeks will be measured at TO (baseline),
T14d (after pre-treatment), T15d (Timm post-procedure), T16d (1-day after
self-recovery), T18d (3-day after self-recovery), T22d (7-day after self-
recovery), T25d (10-day after self-recovery and product treatment start), T32d
(7-day after product treatment), T39d (14-day after product treatment) for all
groups.

Photo Capture and Imaging Analysis(N=60):

- VISIA 7: standard facial photos shooting will be done at TO (baseline), T14d
(after pre-treatment), T15d (Timm post-procedure), T16d (1-day after self-
recovery), T18d (3-day after self-recovery), T22d (7-day after self-recovery),
T25d (10-day after self-recovery and product treatment start), T32d (7-day
after product treatment), T39d (14-day after product treatment) for all groups.

- OCT: standard facial scan will be done at TO (baseline), T14d (after pre-
treatment), T15d (Timm post-procedure), T16d (1-day after self-recovery),
T18d (3-day after self-recovery), T22d (7-day after self-recovery), T25d (10-
day after self-recovery and product treatment start), T32d (7-day after product
treatment), T39d (14-day after product treatment) for all groups.

Self-Assessment(N=60):

- Self-Assessment Questionnaire on product efficacy will be answered by
subjects at T14d (after pre-treatment), T25d (10-day after self-recovery), T32d
(7-day after product treatment), T39d (14-day after product treatment) for
Group 1 (N=30);

- Self-Assessment Questionnaire on cosmeticity will be answered by subjects
at T14d (after pre-treatment), T39d (after product treatment) for Group 1
(N=30).

- Self-assessment questionnaire on post-procedure tolerance will be
answered by subjects at T15d (Timm post-procedure), T16d (1-day after self-
recovery), T18d (3-day after self-recovery), T22d (7-day after self-recovery),
T25d (10-day after self-recovery) for all groups (N=60).
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Test Duration:  9-visits in 39-days (7-days for washout, 14-days for pre-treatment, 1-day for
Chemical procedure, 1-day self-recovery, 3-day self-recovery, 7-day self-recovery,
10-day skin self-recovery and 14-days post-treatment).

- Visit1: T-7d

- Visit 2: TO (baseline)

- Visit 3: T14d (14-day after pre-treatment)

- Visit 4: T15d (Chemical procedure and Timm post-procedure)

- Visit 5: T16d (1-day after self-recovery)

- Visit 6: T18d (3-day after self-recovery)

- Visit 7: T22d (7-day after self-recovery)

- Visit 8: T25d (10-day after self-recovery and product treatment start)
- Visit 9: T32d (7-day after product treatment)

- Visit 10: T39d (14-day after product treatment)
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3. Selection of Volunteers

According to the declaration of Helsinki‘the subjects must consent to the study in writing. Before-hand they are
informed about the study, its objectives, probable benefits, potential risks, and troublesome aspects, as well as about
their rights and responsibilities. Volunteers, who fulfil the following criteria of inclusion and exclusion, take part in
the study.

Inclusion Criteria:

Prospective subjects meeting all the criteria below will be eligible for enrolment:

Chinese women, 20-50 years old;
All skin types (dry, normal, oily and mixed);

w N

No high risk of hyperpigmentation skin (adjusted by the Hyperpigmentation skin questionnaire refer to Annex
11.2);

Rough ad dull skin by self-declared:;

Lack of radiance, brightness, smoothness by self-claimed;

Presenting with problems of acne mark, acne scar or blemishes on face;

Did not participate any clinical test or cosmetic product test on skin within 3 months;

Did not participate any chemical procedures for previous 2 months; and willing to not participate any

N o g M

procedures during the whole study;

9. No disagreement of dermatologist because of other reasons that exclude the participation of the volunteer.

10. In general good health at the time of the study;

11. Willing and able to participate as evidenced by signing of informed consent;

12. Willing and able to participate the assigned chemical procedure and apply the assigned products;

13. Must be willing to comply with all study protocol requirements (pay attention to: only use the skin care products
provided during the study, not take topical or oral treatment like retinol, hormone, anti-oxidant health-care
products which may affect the anti-aging efficacy of test serum).

Exclusion Criteria:

Prospective subjects meeting any of the criteria listed below will be excluded from participation:

Pregnant or breast-feeding woman or woman planning pregnancy during the study.

Subject deprived of rights by a court or administrative order.

Major subject to a guardianship order.

Subject residing in a health or social care establishment.

Patient in an emergency setting.

Subject with a skin disease in the test areas as well as skin allergy (particularly e.g., acne, rosacea, eczema).
Volunteer presenting a stable or progressive serious disease (per investigator's assessment).
Immuno-compromised subject.

© 0o N oG~ wDh R

Subject has hyperpigmentation skin symptoms.

[EY
°

Subject with history of allergy to cosmetic or personal care products or ingredients.

=
.

Subject presenting excessive exposure to sunlight or UV radiation (investigator's assessment).
Subjects regularly practicing aquatic or nautical sports.

Subjects regularly attending a sauna.

Subject with physical highly sensitive constitution;

=
> »

'Declaration of Helsinki, 64" World Medical Assembly, Fortaleza, Brazil, October 2013
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15. Subject with cardiovascular or circulatory history.

16. Subject with a history of skin cancer or malignant melanoma.

17. Subject with history of medical beauty treatment and taking part in anti-aging studies in the last 3 months
before study.

18. Intake of antihistamines, antibiotics, corticosteroids, non-steroidal anti-inflammatories or immune-
suppressants in the last 6 months before study.

4. Study Design

70 female adult subjects will be enrolled and divided into 2 groups in the study, recruited according to inclusion and
non-inclusion criteria listed below, and at least 60 subjects should complete the whole study (at least 30 subjects per

group).

® Clinical Assessment(N=60):

Skin qualities of skin dryness, erythema, papules, desquamation, chromatosis, edema, escharosis, elasticity,
evenness, brightness, radiance, smoothness, pores on cheek, crow’s feet wrinkle, epithelial cell confluence and
overall healthy appearance will be evaluated by dermatologist at TO (baseline), T14d (after pre-treatment), T15d
(Timm post-procedure), T16d (1-day after self-recovery), T18d (3-day after self-recovery), T22d(7-day after self-
recovery), T25d (10-day after self-recovery and product treatment start), T32d (7-day after product treatment), T39d
(14-day after product treatment) for all groups.

® Lactic Acid Stinging Test (N=60)

Sensitive level by Lactic acid test at TO (baseline), T14d (after pre-treatment), T25d (10-day after self-recovery and
product treatment start), T39d (14-day after product treatment) for all groups.

® Instrument Assessment(N=60):

- Corneometer: skin hydration on both cheeks will be measured at TO (baseline), T14d (after pre-treatment),
T15d (Timm post-procedure), T16d (1-day after self-recovery), T18d (3-day after self-recovery), T22d (7-day
after self-recovery), T25d (10-day after self-recovery and product treatment start), T32d (7-day after product
treatment), T39d (14-day after product treatment) for all groups.

- Vapometer: transepidermal water loss (TEWL) on both cheeks will be measured at TO (baseline), T14d (after
pre-treatment), T15d (Timm post-procedure), T16d (1-day after self-recovery), T18d (3-day after self-recovery),
T22d (7-day after self-recovery), T25d (10-day after self-recovery and product treatment start), T32d (7-day
after product treatment), T39d (14-day after product treatment) for all groups.

- Cutometer: skin elasticity (R2, R5, R7) on both cheeks will be measured at TO (baseline), T14d (after pre-
treatment), T15d (Timm post-procedure), T16d (1-day after self-recovery), T18d (3-day after self-recovery),
T22d (7-day after self-recovery), T25d (10-day after self-recovery and product treatment start), T32d (7-day
after product treatment), T39d (14-day after product treatment) for all groups.

- pH-meter: skin pH value on both cheeks will be measured at TO (baseline), T14d (after pre-treatment), T15d
(Timm post-procedure), T16d (1-day after self-recovery), T18d (3-day after self-recovery), T22d (7-day after
self-recovery), T25d (10-day after self-recovery and product treatment start), T32d (7-day after product
treatment), T39d (14-day after product treatment) for all groups.

® Photo Capture and Imaging Analysis(N=60):

- VISIA 7: standard facial photos shooting will be done at TO (baseline), T14d (after pre-treatment), T15d (Timm
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post-procedure), T16d (1-day after self-recovery), T18d (3-day after self-recovery), T22d (7-day after self-
recovery), T25d (10-day after self-recovery and product treatment start), T32d (7-day after product treatment),
T39d (14-day after product treatment) for all groups.

- OCT: standard facial scan will be done at TO (baseline), T14d (after pre-treatment), T15d (Timm post-
procedure), T16d (1-day after self-recovery), T18d (3-day after self-recovery), T22d (7-day after self-recovery),
T25d (10-day after self-recovery and product treatment start), T32d (7-day after product treatment), T39d (14-
day after product treatment) for all groups.

®  Self-Assessment(N=60):

- Self-Assessment Questionnaire on product efficacy will be answered by subjects at T14d (after pre-treatment),
T25d (10-day after self-recovery), T32d (7-day after product treatment), T39d (14-day after product treatment)
for Group 1 (N=30);

- Self-Assessment Questionnaire on cosmeticity will be answered by subjects at T14d (after pre-treatment),
T39d (after product treatment) for Group 1 (N=30).

- Self-assessment questionnaire on post-procedure tolerance will be answered by subjects at T15d (Timm
post-procedure), T16d (1-day after self-recovery), T18d (3-day after self-recovery), T22d (7-day after self-
recovery), T25d (10-day after self-recovery) for all groups (N=60).
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1) Study Schedule:

Wash-out Pre-treatment Chemical Procedure 10-day Self-recovery Post-treatment
. V1 V2 V3 V4 V5 V6 V7 V8 V9 V10
Activities
T0 T14d T154-Timm Ti6d Ti8d T22d (10- daTisﬁder self- T32d T39d
T-7d . (after pre- T15d (1-day after self- (3-day after (7-day after self- Y (7-day after post- (7-day after post-
(baseline) (post-procedure) recovery & post-
treatment) recovery) self-recovery) recovery) treatment) treatment)
treatment start)
Written informed consent X
Inclusion / non-inclusion Criteria (Primary X
eligibility)
Medical history X
Pregnancy test X
X

Clinical grading by dermatologist only X X X X X X X X X

screening
CO2 laser X
VISIA7 X X X X X X X X X
OCT X X X X X X X X X
Lactic acid Sting Test X X X X
Corneometer X X X X X X X X X
Vapometer X X X X X X X X X
Cutometer X X X X X X X X X
pH meter X X X X X X X X X
Self-assessment QNs X X X X X X X X
*Product Application —> < >
*Tolerance feedback in dairy log +—> < >
Distribute(D)/Return(R)/Weight(W)
Investigational Product (IP) and Standard X X X X X X

STD(D/W) STD/IP(D/W) STD/IP(R/W) STD/IP(D/W) STD/IP(W) STD/IP(R/W)
Product (STD)
Compliance Check X X X X X X X X X X X
AE/SAE Report X X X X X X X X X X X
End of Study X

All the measurements will be conducted under the conditions with a well-controlled room temperature (21+ 1 <C) and humidity (45% + 5 %).
*Double-arrow means the product continuous application for 2-week pre-treatment period and 2-week post-treatment;
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5. Measurement

5.1. Clinical Assessment (N=60)

Skin qualities will be evaluated by validated Dermatologist at TO (baseline), T14d (after pre-treatment), T15d
(Timm post-procedure), T16d (1-day after self-recovery), T18d (3-day after self-recovery), T22d (7-day after
self-recovery), T25d (10-day after self-recovery and product treatment start), T32d (7-day after product
treatment), T39d (14-day after product treatment). Every effort will be made to have the Dermatologist grade
the same subjects throughout the study. The Dermatologist will not be allowed to reference previous scores
at post-baseline assessments. The half-point scores (0.5) increment may be used when necessary to describe
the skin appearance more accurately in Griffith 10-points scale. The tendentious half-point scores (0.4 or 0.6)
may be used in scales from Asian skin aging atlas.

e  Skin symptoms post-procedure include dryness, erythema, papules, desquamation, chromatosis,
edema, escharosis will be evaluated.

e  Skin qualities include the elasticity, skin evenness, skin brightness, skin smoothness, skin radiance,
pores on cheeks and over healthy appearance will be evaluated.

Attributes in 6-points scale (0 to 5 scale):
- Dryness (0 to 5, 0 score means no any symptom, 5 score means very serious)

- Erythema (0 to 5, 0 score means no any symptom, 5 score means very serious)
- Papules (0 to 5, 0 score means no any symptom, 5 score means very serious)
- Desqguamation (0 to 5, 0 score means no any symptom, 5 score means very serious)
- Chromatosis (0 to 5, 0 score means no any symptom, 5 score means very serious)
- Edema (0 to 5, 0 score means no any symptom, 5 score means very serious)
- Escharosis (0 to 5, 0 score means no any symptom, 5 score means very serious)
- Epithelial cell confluence (0 to 5 scale)
0=none
1=very slight (up to 10%)
2=slight (11%-30%)
3=moderate (31%-60%)
4=extensive (61%-90%)
5=almost complete or complete (91%-100%)

Attributes in Atlas:
- Crow’s feet wrinkles (0 to 6 scale)

The parameter will be scored according to the Skin Aging Atlas of 0 to 6 on Page 40 to 41.

Attributes in Griffith 10-points scale (0 to 9 scale):

None : Severe
Parameter g¥§§igg (Best possible condition) Mild Moderate (Worst possible condition)
(0 (1-3) (4-6) {7-9)
Skin feels toned, dense and Skin feels pliable, thin and
. . . resilient, skin can be . . no-resilient, visible flabby,
Skin elasticity Tactile snapped back immediately, Elastic but light flabby Moderate flabby there are obvious pressing
there are no pressing traces trace
Very even tone: no Slight uneven skin tone: skSiﬁT;r\:éh?Jte?rr;ec\tliznns a eaLrJar]rfc\leer(]ﬁ:jc:\T\/Cr? Ia?nrf;/dor red
Skin evenness Visual Y g minor detractions g pp . .
detractions : covering less than colors), detractions covering
covering less than 15%
50% more than 50%
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None . Severe
Parameter ggggigg (Best possible condition) Mild Moderate (Worst possible condition)
(=0) (1-3) (4-6) (7-9)
Skin is aloss and Skin is gloss and Skin is moderate Skin is extreme and visible
A ’ . J ] brightness, there are a degree and visible darkness and unevenness,
Skin brightness Visual brightness, there is no little be dark d darkness and there is no aloss and
darkness and unevenness iitle be darkness an 0 g
unevenness unevenness brightness
. . Perfect smooth, exyremel_y Adequate to acceptable Perceivable to slight Rough looking, heave (OUQh;
Skin smoothness Visual smooth, even-looking skin pronouncedly, extensively
smooth smooth . .
texture, no roughness visible skin roughness
Extremely radiant, Adequate to acceptable Very slight radiance or
. . . luminous or glowing radiance, most area with Perceivable to slight extreme dull looking, skin is
Skin radiance Visual . . " N
appearance all over the visibly radiant and radiance heavily dull and matte, no
tested area glowing appearance luster on face
Minimal visible pores, Mild visible pores, small Moderate visible Hequ/extreme visible pores,
A o pores, pores are noticeable pores, large pores
ppearance of . adequately smooth on face. pores are visible on face, h .
Visual " . clearly seenina or a certain area of pores are
pores on cheek Tiny pores or pores are but the surface is . - LR
certain amount on visible on face. Skin is quite
barely seen. acceptably smooth P A N
ace. rough and similar as bare skin
Overall healthy . Glowing with healthy Adequate to acceptable Perce!vable to slight
Visual appearance, energetic- ’ . glowing, looks less Poor, unhealthy appearance
appearance looking glowing, looks healthier heathy

5.2. Lactic Acid Test (N=60)

The lactic acid test is widely accepted as a marker of skin sensitivity and employed for the selection of subjects
experiencing invisible sensory irritation. A self-assessment questionnaire (Annex 11.4) of the intensity of
symptoms (stinging, itchiness, burning and other) will be answered by subject at 30 seconds, 2.5 minutes, 5
minutes after lactic application. The variation of score between 10% concentration of lactic and distilled water
will be calculated and defined to the sensitive level. This process will be done at TO (baseline), T14d (after
pre-treatment), T25d (10-day after self-recovery and product treatment start), T39d (14-day after product
treatment)

- Score 0: Not at all

- Score 1: Slight

- Score 2: Moderate

- Score 3: Severe

5.3. Instrumental Assessment (N=60)

The skin hydration by Corneometer CM825, the transepidermal water loss (TEWL) by Vapometer and skin
elasticity by Cutometer MPA580 and skin pH by Skin-pH-Meter PH905 under validated technician operation
at TO (baseline), T14d (after pre-treatment), T15d (Timm post-procedure), T16d (1-day after self-recovery),
T18d (3-day after self-recovery), T22d (7-day after self-recovery), T25d (10-day after self-recovery and
product treatment start), T32d (7-day after product treatment), T39d (14-day after product treatment).

e Corneometer CM825 (Courage & Khazaka, Germany)

It measures moisture content of the skin via capacitance measurements. The measurable capacitance is
proportional to the water content of stratum corneum, given that other physical and physiological variables
affecting skin electrical properties are carefully controlled. The tested areas on left and right upper cheeks
according to Diagram 1 and the 3M Transparent template will be used for positioning. Consecutive readings
will be collected to make sure the variation tolerance is less than +7; The average of 3 consecutive valid
measurements will be calculated.

*  Vapometer (Delfin Technologies, Finland)
It’s equipped with a closed cylindrical chamber. When it is in contact with the skin, the relative humidity
(RH %) in the chamber increases, based on which transepidermal water loss (TEWL) is calculated. Lower
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TEWL means better skin barrier function. Vapometer measurement will be done at the tested areas on face
skin according to Diagram 1 and the 3M Transparent template will be used for positioning. One measurement
of each test area will be taken.

*  Cutometer Dual MPA580 (Courage & Khazaka, Germany)

The measuring principle of the Cutometer® is based on the suction method, in which negative pressure

deforms the skin mechanically. The pressure is created in the device and the skin is drawn into the aperture

of the probe and after a defined time released again. Inside the probe, the penetration depth is determined by

a non-contact optical measuring system. This optical measuring system consists of a light source and a light

receptor, as well as two prisms facing each other, which project the light from transmitter to receptor. The

light intensity varies due to the penetration depth of the skin. The resistance of the skin to the negative pressure

(firmness) and its ability to return into its original position (elasticity) are displayed as curves (penetration

depth in mm/time) in real time during the measurement. From these curves a variety of interesting

measurement parameters can be calculated related to elastic and visco-elastic properties of skin surface and

skin aging.

Before measurement, subject will be asked to lie down on the beauty bed and ensure her head staying in a

relatively fixed position across subjects. The standard set-up will be fixed (10s for on-time, 10s for off-time,

only 1 time for measurement). Among the generated parameters, repeats average of R0, R2, R5 and R7 will

be taken into statistical analyze and all curves should be preserved. The same measurement site will be select

according to Diagram 1.

- R2(Ua/Uf), the gross elasticity of the skin, including viscous deformation, and is represented by the ratio
of "the ability of re-deformation of skin™ to "final distension";

- R5(Ur/Ue), the so-called net elasticity of skin without viscous deformation

- R7(Ur/Uf), the biological elasticity.

e Skin-pH-Meter PH905 (Courage & Khazaka, Germany)

This device is a quick, easy, and economical tool to specifically measure the pH on the skin surface or the
scalp. The modern, high-quality electronics of the probe allow a very quick (1s) and reliable measurement
avoiding occlusion effects. The probe hed is planar for measuring optimally on the skin surface. pH value on
scalp is measured on the shaved area and non-shaved area each for one reading at TO.

Diagram 1. Test Area for instrumental measurement on both cheeks

5.4. Photo Capture and Imaging Analysis (N=60)

*  Facial Image Capture by VISIA 7 (Canfield, America)

Subjects will be asked to wear hair band, close eyes, and coordinate with image-position matching, then take
pictures by trained technician. The facial photo is captured by VISIA 7 on front, left and right sides with
standard, cross polarized and UV light operated by trained technician at TO (baseline), T14d (after pre-
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treatment), T15d (Timm post-procedure), T16d (1-day after self-recovery), T18d (3-day after self-recovery),
T22d (7-day after self-recovery), T25d (10-day after self-recovery and product treatment start), T32d (7-day
after product treatment), T39 d (14-day after product treatment).

*  Optical Coherence Tomography (OCT) (Michelson Diagnostics, England)

Optical Coherence Tomography (OCT) is a non-invasive imaging technique used to evaluate the retina. The
image is acquired using laser light to scan the retina and results in an image that shows the retinal layers in
detail. When looking at an OCT scan we see it as if the retina were cut in half and seen from the side. The
Optical Coherence Tomography will be operated by trained technician at TO (baseline), T14d (after pre-
treatment), T15d (Timm post-procedure), T16d (1-day after self-recovery), T18d (3-day after self-recovery),
T22d (7-day after self-recovery), T25d (10-day after self-recovery and product treatment start), T32d (7-day
after product treatment), T39d (14-day after product treatment).

5.5. Fractional Ultrapulse CO2-laser

The Fractional Ultrapulse CO2-laser is a gas laser. It generates arrays which act on the dermis and promote
the generation of dermal collagen and the rearrangement of collagen fibers. The instrument uses ultrapulse
mode and the pulse ejects continuously or repeatedly with a frequency of 1000Hz. The Fractional Ultrapulse
CO2-laser will be operated by medical technologist at T15d (Timm post-procedure).

5.6. Self-assessment Questionnaire (N=60)

»  Self-Assessment Questionnaire on product efficacy will be answered by subjects at T14d (after pre-
treatment), T25d (10-day after self-recovery), T32d (7-day after product treatment), T39d (14-day after
product treatment) for Group 1 (N=30);

»  Self-Assessment Questionnaire on cosmeticity will be answered by subjects at T14d (after pre-
treatment), T39d (after product treatment) for Group 1 (N=30).

»  Self-assessment questionnaire on post-procedure tolerance will be answered by subjects at T15d
(Timm post-procedure), T16d (1-day after self-recovery), T18d (3-day after self-recovery), T22d (7-day
after self-recovery), T25d (10-day after self-recovery) for all groups (N=60).
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6. Product

6.1. Test Products

Product

No Formula# Product Name Label As

Investigational Products

LR WIEA- H15:+8613641985086
Mikgm 5 C210579

MK
i 55 : 899467 14
GRS
50mi/iff
1 899467 14 Facial serum 5
AR H
FEIARAT 20-25T
FIEANCNR, SAENIR, %5780 K B Kl
Voo DUBLATAIE R, 2Rib8%, Bhik)LE R,

S i 5 7

Support Products

PR IIEA— HL1E:+8613641985086
Mikgm5 C210579

B TH
B 75 730457 36
ek
HoAth 15 & (5 i B
Standard 125ml/3
cleanser L5
e H A

2 730457 36

FEIRATF 20-25T
EEANEINER, AAVEER, SRR KRS K
Voo APAMRAE], 2R, Bk LE .

TS T

iR WIEAS- HL15:+8613641985086
Mikgm 5 C210579

T ¥ T A
fil 775 609801 04
HT4k
HoAth i T 15 FH 1
Standard 4omi/ji

3 609801 04 . =
moisturization 7 -

FEIRATF 20-25T
ERIEA IR, SRR, 357 B K&
KL AR, b, k)L
fiito

SR T 77 S
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Pr&((j)uct Formula# Product Name Label As
LR WIEA- H15:+8613641985086
Mikgw 5 C210579
B[S G
fic 55 : 8852183
T4k
Standard Ho A5 B A 5B
tandar 40ml/E
4 8852183 sunscreen fit5:
AP H I
FEIRAT 20-25T
EENINIR, AR, 1B K &EiE K
Yoo DMEARMNRMER, 22448, Piib) LR,
ZIRE T LR
Complementary
5 N/A meglGC;:nes On marketed
A KT

6.2. Products Application and Usage Instruction

Mode of application

a. 1-week wash-out stage: T-7d ~ TO for all groups

A.M.: Standard cleanser + Standard moisturizer + Standard SPF
P.M.: Standard cleanser + Standard moisturizer

b. 2-week pre-treatment stage: TO ~ T14d
[ Group 1-Facial Serum group)
A.M.: Standard cleanser + Test serum + Standard moisturizer + Standard Sunscreen

P.M.: Standard cleanser + Test serum + Standard moisturizer

[ Group 2-Non-treatment group)
A.M.: Standard cleanser + Standard moisturizer + Standard Sunscreen
P.M.: Standard cleanser + Standard moisturizer

The standard sunscreen needs to apply to face every morning 15 minutes before sun exposure and re-apply if
necessary. Keep out of eyes. No any other skin care or facial make up products are used.

c. 10 days recovery stage: T15d ~ T24d for all groups
A.M.: Sterile saline solution + EGF
P.M.: Sterile saline solution

d. 2-week post-treatment stage: T25d ~ T39d
[ Group 1-Facial Serum group]

A.M.: Standard cleanser + Test serum + Standard moisturizer + Standard Sunscreen
P.M.: Standard cleanser + Test serum + Standard moisturizer

[ Group 2-Non-treatment group)
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A.M.: Standard cleanser + Standard moisturizer + Standard Sunscreen
P.M.: Standard cleanser + Standard moisturizer

The standard sunscreen needs to apply to face every morning 15 minutes before sun exposure and re-apply if
necessary. Keep out of eyes. No any other skin care or facial make up products are used.

7. Procedure

7.1. Screening

Participation of the volunteers is purely voluntary. Before being entered into the study, the volunteers will be
pre-screened by the investigator according to the criteria indicated in the selection of volunteers’ section. Only
subjects who meet the requirements of this section are eligible to participate in the study.

7.2. Conducting the Study

Pre-screening visit at T-7d

a. Within 24 hours before screening visit, subjects will be asked not to use any cosmetic product on test areas.
b. On the arrival, the subject will be informed about the nature of the study and the treatment procedure and
a signed and dated informed consent form will be obtained. At the same time, one Photo release form will be
also signed from each subject.

c. A subject screening number will be automatically allocated (SCOX) by CRF.

d. Demographic data collection.

e. Medical examination, subject’s interview on his medical history and concomitant medications.

f. Subjects wash face with usual cleanser, then pat dry with clean tissue paper at center.

g. Acclimatization to the room condition for 30 minutes (the conditions with a well-controlled room tem-
perature (21+ 1 <C) and humidity (45% £ 5 %).

h. Clinical assessment by will be done by dermatologist for screening.

i. Verification of subject eligibility: inclusion/non-inclusion criteria and on-site clinical grading by
Dermatologist.

j. The weighted wash-out products and daily log will be delivered to each subject.

k. Adverse Events/Local Intolerance will be checked and recorded.

Evaluation visit on TO: Baseline

a. Subjects wash face with usual cleanser, then pat dry with clean tissue paper at center.

b. Acclimatization to the room condition for 30 minutes (the conditions with a well-controlled room tem-
perature (21+ 1 <C) and humidity (45% £ 5 %).

Verification of inclusion/non-inclusion criteria for final eligibility.

Clinical Assessment will be done by dermatologist for TO.

VISIA 7 will be done by trained technician for TO.

OCT scan will be done by trained technician for TO.

Corneometer will be done by trained technician for TO.

S Q@ = o o o

Vapometer will be done by trained technician for TO.

Cutometer will be done by trained technician for TO.
j- pH meter will be done by trained technician for TO.
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k. LA sting test will be done by trained technician for TO.

I. The wash-out (standard) products will be weighted and returned to subjects; as the same time, the weighted
investigational products and daily log will be delivered to each subject according to the randomization
table.

m. Adverse Events/Local Intolerance will be checked and recorded.

TO to T14d
a. Subjects should apply the provided wash-out products twice a day at home, in the morning and in the
evening.

Evaluation visit on T14d

a. Subjects wash face with usual cleanser, then pat dry with clean tissue paper at center.

b. Acclimatization to the room condition for 30 minutes (the conditions with a well-controlled room tem-
perature (21+ 1 <C) and humidity (45% £ 5 %).

c. Clinical Assessment will be done by dermatologist for T14d.

d. VISIA 7 will be done by trained technician for T14d.

e. OCT scan will be done by trained technician for T14d.

f. Corneometer will be done by trained technician for T14d.

g. Vapometer will be done by trained technician for T14d.

h. Cutometer will be done by trained technician for T14d.

i. pH meter will be done by trained technician for T14d.

j. LA sting test will be done by trained technician for T14d.

k. Self-assessment questionnaire will be answered by subjects for T14d.

I. The investigational products and standard products will be weighted and returned to subjects, meanwhile,
the daily log will be also checked.

m. Adverse Events/Local Intolerance will be checked and recorded

Chemical Procedure visit and Timme evaluation on T15d

Subjects wash face with usual cleanser, then pat dry with clean tissue paper at center.
One questionnaire should be answered by subjects.

Pre-process of xxx for procedure preparation.

CO2-laser will be done by medical technologist.

Clinical Assessment will be done by dermatologist for Timm post-procedure.

VISIA 7 will be done by trained technician for Timm post-procedure

OCT scan will be done by trained technician for Timm post-procedure

Corneometer will be done by trained technician for Timm post-procedure

Se o oo oW

Vapometer will be done by trained technician for Timm post-procedure
j. Cutometer will be done by trained technician for Timm post-procedure
k.  pH meter will be done by trained technician for Timm post-procedure
I.  Adverse Events/Local Intolerance will be checked and recorded.

Evaluation visit on T16d (1-day after self-recovery)

a.  Clinical Assessment will be done by dermatologist for T16d.
b.  VISIA 7 will be done by trained technician for T16d.

c.  OCT scan will be done by trained technician for T16d.
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d.  Corneometer will be done by trained technician for T16d.

e.  Vapometer will be done by trained technician for T16d.

f.  Cutometer will be done by trained technician for T16d.

g. pH meter will be done by trained technician for T16d.

h.  Self-assessment questionnaire will be answered by subjects for T16d.

Adverse Events/Local Intolerance will be checked and recorded.

Evaluation visit on T18d (3-day after self-recovery)

Se &+~ o oo T

Clinical Assessment will be done by dermatologist for T18d.

VISIA 7 will be done by trained technician for T18d.

OCT scan will be done by trained technician for T18d.

Corneometer will be done by trained technician for T18d.
Vapometer will be done by trained technician for T18d.

Cutometer will be done by trained technician for T18d.

pH meter will be done by trained technician for T18d.
Self-assessment questionnaire will be answered by subjects for T18d.
Adverse Events/Local Intolerance will be checked and recorded.

Evaluation visit on T22d (7-day after self-recovery)

Se =+~ o oo oTow

Clinical Assessment will be done by dermatologist for T22d.

VISIA 7 will be done by trained technician for T22d.

OCT scan will be done by trained technician for T22d.

Corneometer will be done by trained technician for T22d.
Vapometer will be done by trained technician for T22d.

Cutometer will be done by trained technician for T22d.

pH meter will be done by trained technician for T22d.
Self-assessment questionnaire will be answered by subjects for T22d.
Adverse Events/Local Intolerance will be checked and recorded.

Evaluation visit on T25d (10-day after self-recovery and post-treatment started)

a.
b.

S Q@ = o o o

Subjects wash face with usual cleanser, then pat dry with clean tissue paper at center.

Acclimatization to the room condition for 30 minutes (the conditions with a well-controlled room tem-
perature (21+ 1 <C) and humidity (45% = 5 %).

Clinical Assessment will be done by dermatologist for T25d.

VISIA 7 will be done by trained technician for T25d.

OCT scan will be done by trained technician for T25d.

Corneometer will be done by trained technician for T25d.

Vapometer will be done by trained technician for T25d.

Cutometer will be done by trained technician for T25d.

pH meter will be done by trained technician for T25d.

LA sting test will be done by trained technician for T25d.

Self-assessment questionnaire will be answered by subjects for T25d.

The investigational products and standard products will be weighted and returned to subjects, meanwhile,
the daily log will be also checked.

Adverse Events/Local Intolerance will be checked and recorded.
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Subjects will be pushed and required to answer one on-line questionnaire after the first application of test

product at home.

Evaluation visit on T32d (7-day post-treatment started)

a.
b.

S@ o oo

Subjects wash face with usual cleanser, then pat dry with clean tissue paper at center.

Acclimatization to the room condition for 30 minutes (the conditions with a well-controlled room tem-
perature (21+ 1 <C) and humidity (45% = 5 %).

Clinical Assessment will be done by dermatologist for T32d.

VISIA 7 will be done by trained technician for T32d.

OCT scan will be done by trained technician for T32d.

Corneometer will be done by trained technician for T32d.

Vapometer will be done by trained technician for T32d.

Cutometer will be done by trained technician for T32d.

pH meter will be done by trained technician for T32d.

Self-assessment questionnaire will be answered by subjects for T32d.

The investigational products and standard products will be weighted and returned to subjects, meanwhile,
the daily log will be also checked.

Adverse Events/Local Intolerance will be checked and recorded.

Evaluation visit on T39d (14-day post-treatment started)

a.
b.

S Q@ = o o o

Subjects wash face with usual cleanser, then pat dry with clean tissue paper at center.

Acclimatization to the room condition for 30 minutes (the conditions with a well-controlled room tem-
perature (21+ 1 <C) and humidity (45% £ 5 %).

Clinical Assessment will be done by dermatologist for T39d.

VISIA 7 will be done by trained technician for T39d.

OCT scan will be done by trained technician for T39d.

Corneometer will be done by trained technician for T39d.

Vapometer will be done by trained technician for T39d.

Cutometer will be done by trained technician for T39d.

pH meter will be done by trained technician for T39d.

LA sting test will be done by trained technician for T39d.

Self-assessment questionnaire will be answered by subjects for T39d.

The investigational products and standard products will be weighted and returned; meanwhile, the daily
log will be also checked.

Adverse Events/Local Intolerance will be checked and recorded.

NB: all concomitant medications, AEs and local intolerances will be reported throughout the study.

8.

Biostatistics and Data Management

8.1. Statistical considerations

All statistical tests will be two-sided and at the 5% level of significance.

8.2. Descriptive analysis
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Descriptive statistics will be provided by one treatment group according to criteria nature:

- Quantitative: number of observed values (nobs), mean, standard deviation (SD), standard error (SE),
median, 1st and 3rd quartiles (Q1:Q3), minimum and maximum.

- Qualitative: number of observed values (nobs), number (n) and percentage (%) of patients per class

The number of subjects by treatment group in the subject set (N) will be also given.

Descriptive statistics will be performed on per protocol population and will be provided for all demographic
and baseline characteristics:

Age

Gender

All attributes of Clinical Assessment Score

Score of LA Sting Test

Value of Instrumental Measurement Value

Value of Imaging Analysis (OCT)

NN NN

8.3. Efficacy Verification

8.3.1 Comparison between Time-points

A Shapiro-Wilk test will be used to test for normality of the baseline data (T0) and the change from baseline
data (Tn-TO) at post-baseline time points at significance level alpha=0.01. When data passes normality (all
normality of the distributions is confirmed for the same parameter), a parametric test will be used to test the
null hypothesis that the mean change from baseline is zero. When data fails normality (if one or more
normality of the distributions for the same parameter is rejected), a non-parametric test will be used.

Pre-treatment efficacy:
a) T14d (after pre-treatment), T15d (Timm post-procedure) versus TO (baseline)
b) T16d (1-day after self-recovery), T18d (3-day after self-recovery), T22d (7-day after self-recovery),
T25d (10-day after self-recovery) versus T15d (Timm post-procedure)

Post-treatment efficacy:
a) T32d (7-day after product treatment), T39d (14-day after product treatment) versus T25d (product
treatment start)

The following will be calculated and reported for each evaluation parameter at applicable post-statistical
baseline time point(s):

(Visit mean score — baseline mean score) x 100

Percent mean change from baseline = -
baseline mean score

For self-assessment questionnaires, only the data of completing subjects will be analyzed. Questionnaire
response options will be in the form of a 5-point semi-structured scale, ranging from one (1) to (5), where the
score of one (1) will be the most negative/unfavorable rating and the score of five (5) will be the most
positive/favorable rating the product can receive (the scale will also include a mid-point label “neither agree
nor disagree”). Responses obtained for each question will be tested for normality using a Shapiro-Wilk test
at significance level alpha=0.01, and if the data passes normality testing, mean scores will be used. Responses
that are not normally distributed will be assessed using the median response. The percentage of ratings from
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410 5 (“top XX box %”) will be reported.

In the report appendices, raw data and open-ended questionnaire responses will be listed by subject. Data
frequency and percentage will be presented for questionnaires and tolerability evaluations. Tolerability tables
will also be sent to the Sponsor at the indicated interim data time points; SAQ data will be sent at study
completion, for all completing subjects. Medians, means and percentage values will be reported to decimal
place (0.0) for all questionnaire data.

A more appropriate analysis may be performed, which will be recorded in a Note to File and/or in the study
report.

8.3.2 Comparison between Treatments

Paired T test for the same sample size or the independent T test for the different sample size will be
used to identify the difference efficacy between treatments if the data fit normal distribution.

- Group 1-Facial Serum group

- Group 2-Non-treatment control group

Evaluation Attributes Comparison
*Skin symptoms scoring post-procedure:
- Dryness
- Erythema
- Papules

- Desguamation
- Chromatosis

- Edema

- Escharosis

Clinical

Assessment *Skin qualities:

- Skin elasticity

- Skin evenness

- Skin brightness

- Skin smoothness

- Skin radiance

- Appearance of pores on cheek
- Crow’s feet wrinkle

- Epithelial cell confluence

- Over healthy appearance

Skin hydration by Corneometer
Instrumental Transepidermal water loss (TEWL) by Vapometer
Assessment Skin elasticity by Cutometer

Skin pH by Skin-pH-Meter
Attributes output from VISIA 7
Attributes output from OCT (The thickness of epidermis)
*Skin symptoms scoring:

LA stinging Test | . Stinging

- Itching

- Burning

*Skin symptoms scoring:

- Area

- Severity

- Starttime

- During time

Group 1 versus Group 2

Imaging Analysis

Tolerance
Feedback
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9. Further Study Documentation

9.1. Protocol Amendment

Any protocol amendment (Annex 11.5) signed by mutual agreement is documented.

9.2. Dropouts

Subjects may withdraw from the study at any time. In the case of withdrawal, the reason of withdrawing is
documented and reported.

9.3. Deviations from Protocol

Protocol deviations (Annex 11.6) are documented and reported.

9.4. Adverse Event Reporting

Unexpected or unusual medical events or clinical symptoms are documented in an adverse event form (Annex
11.7). The subjects are instructed to immediately contact the test site to be examined by the investigator and/or

designee. If this event is a medical condition that is not part of the subject’s medical history, it is documented.

The investigator or designee will notify the sponsor representative of any adverse events (within 24 hours) or
any severe adverse events (immediately) or any events that are related to study participation.

10. Ethical Considerations

According to this study (protocol, ICD/Assent Document, and all addenda) will be reviewed and approved by
an Ethic contacted by the Study Site.

Details of the Ethic for this study are indicated below:

. Name: Independent Ethics Committee, Shanghai Clinical Research Center

*  Address: Building 10, No 140 Tianlin Road, Shanghai, 200233 200032, P. R. China
. Contact details: +86-21-33676540, hongxia.zhang@scrcnet.org

It is the responsibility of the Pl to have Ethic approval of the study protocol, protocol amendments,
ICD/Assent Document(s), and other relevant documents, e.g., advertisements, as applicable.

The study will not be activated and subjects will not be recruited, consented, or receive study materials until
such time as the Ethic has approved the required documentation. In addition, the Ethic will review the study
before any significant change in the protocol is initiated. After each review, the Ethic’s approval letter will be
forwarded to the Sponsor. All correspondence with the Ethic should be retained in the study master file to
storage.
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11. Annex

11.1 Subject Eligibility Check List

11.2 Hyperpigmentation Skin Questionnaire
11.3 Self-assessment Questionnaire

11.4 DIARIES for Tolerance Feedback in Daily
11.5 Protocol Amendment Document

11.6 Protocol Deviation Record

11.7 Adverse Event Report Form

Page 24 of 38
C1 - Internal use



Serum Efficacy Clinical Study /L ’Oréal Study#: CN-CLI1-21-14049-46 (Sponsor), CRO study#: C210579]
Version 4.0

Test No.: Volunteer No.:

NojokowNiE

©

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

16.
17.

18.
19.
20.

21,

22,

23.

Signature of Volunteer: ... DatE: i
Responsible TeSter: .......ccocoeveveieieiiicnecce DALE: ..ttt

Annex 11.1. Subject Eligibility Check List

| Sex: female male
] O
Chinese women, 20-50 years old,;

All skin types (dry, normal, oily and mixed);

Rough ad dull skin by self-declared;

Lack of radiance, brightness, smoothness by self-claimed;

Presenting with problems of acne mark, acne scar or blemishes on face;

Did not participate any clinical test or cosmetic product test on skin within 3 months;
Did not participate any chemical procedures for previous 2 months; and willing to not
participate any procedures during the whole study;

Did not participate any clinical test or cosmetic product test on skin within 3 months;
No disagreement of dermatologist because of other reasons that exclude the
participation of the volunteer.

In general good health at the time of the study.

Willing and able to participate as evidenced by signing of informed consent?

Must be willing to comply with all study protocol requirements.

Are you in general good health at the time of study?

Are you willing and able to participate as evidenced by signing of informed consent?
Are you intending to get pregnant, in pregnancy, lactation or the periodof 6 months
after childbirth?

Do you take part in another study, which is carried out on the same skin area?

Do you have known allergies against skin / hair care product or topical medicine or
alcohol?

Do you have any other serious illness or diseases?

I have read theen closed “Information forVolunteers” with fully understanding.

The possibility of adverse reactions occurred by applying products has been
sufficiently and scientifically foreseen. Your safety will be ensured to the best of
our ability. But during the study or the latter part of the study, there may be the
adverse reactions caused by force majeure, which will be confirmed by professional
medical institutes. Do you fully understand and agree with it?

I have been fully informed about the implement, execution and risks involved in the
study. | voluntarily take part in this study; my data can be anonymously passed to
relevant departments, institutes or firms. Details about this study are volunteer to
secrecy. I’m not allowed to pass them to anyone.

Your name or other personal information will not be overt. Your data can be
anonymously passed to relevant government departments, other institutes or firms.

If the facial image capture is taken in the project and the results are published on
other academic purposes, and your facial images need to use, we will also take
measures (for example, add a black bar to cover the image of the eyes) so as to fully
guarantee that you will not be identified. Do you fully understand and agree with it?
I have read and understood all above asked questions and answered them truth fully.
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Annex 11.2. Hyperpigmentation Skin Questionnaire

Hyperpigmentation Skin Questionnaire

BRICERRKHE

Q1. When having acne, dark brown/ black marks usually left on skin surface:
Koad e 5 IR AL 2 B N IR AR G R S DAL -

A. Never
MA

B. Sometimes
LIRS

C. Often
B

D. Always
ISPRSEe s

E. Never having acne
e N & SUREL S

Q2. When having skin scratch, the brown marks usually last:
ek e, BREREND (NEFESE R ORE) SKEZ A

A. None marks
AN TER

B. 1 week
1/

C. Several weeks
JUH

D. Several months
I H

Q3. Taking oral contraceptive pills or other hormone replacement or in duration of pregnancy, dark spots
usually appear:
LRI R ke 2 2 Rl A A 2R 5 AR 2GS, G b e K R B A

A. None spot
BT

B. One spot
14

C. A few spots
R

D. Many spots
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(€2

Q4. Dark spots/patches on your upper lip or cheeks:
PRI b IS BT BT VR €5 JRE st /R 2

A. None
wWH

B. Notsure
T E

C. Yes, slightly
eH), — R

D. Yes, obviously
FeH), AR

Q5. Sunburn gets worse after skin exposure in the sun:
H W2 5 B 2 IR

A. None sunburn
RBA VR EOTE
B. Notsure
ToiktfE
C. Alittle
A N
D. Much worse
BIRINZ
E. Never having skin exposure in the sun

WMAE IR

Q6. Your facial skin has been diagnosed with pigmentation or light/dark brown/gray spots:
PRI Rk S 22 W N R DU . BRI ER K B -

A. Never
BH

B. Once
Ak

C. Yes, but it disappeared.
Fer), HARJERI R T

D. Yes, but it never disappeared.
e, RAEAE

E. Notsure

ToVEAf E

Q7. Having or ever had small brown spots (freckles or sunburn) on the face, chest, back or arms:
JES . AUM. R TR R A B A/ NRR GBI (EREEUWHE -
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A. None
wWH

B. Several (1-5 spots)
A2 (154

C. Some (6-15 spots)
HiR%Z (6-151)
D. Many (more than 16 spots)
EH % (16 ML)
Q8. First time skin exposure in the sun in several months (e.g., early spring or summer), your skin feels:
JUANHREE — WK EH CEIIHINFREANED) BRI
A. Burning
YSE
B. Burning and dark marks appear thereafter
PIRIR 5 A TR
C. Dark marks appear immediately
HERR
D. Not sure. | have dark skin.
TG, REKECLIRE T

Q9. Skin exposure in the sun for several days:

ESHORBTE TR T

A. Burning and blister, but it doesn’t affect my skin tone.
PR aiE, HIR RO RA 4%

B. Skin tone gets slightly darker
FREAZIR T — 55

C. Skin tone gets much darker
FREAZIR T IR

D. Not sure. | have dark skin.
LG, KPR ESLIRE T

Q10. Insolation leads freckle appearance:

H A A 51w 3

A. Never
M BAC T #E B
B. Sometime
B/R K — 2
C. Often
SR L
D. Not sure. | have dark skin.
T AE, ROREDEIRET

Q11. If any of your family member has freckle on face, please describe the severity:

RSB N AT 2 A, ERREE.
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A. None
wWH

B. Some
R

C. Many
AR

D. Many on face, chest, back, neck and shoulders
I b R, R SUERIBEHARZ
E. Notsure
ANfE

Q12. Your nature hair color:

IRETRIR R e »

A. Red
AR
B. Black
m
C. Brown
yEh
D. Blond

£t

Q13. The history of melanoma among family members:

IR BE I LA R i 2 15 R R R

A. None
WA

B. Only one family member
1A

C. More than one family member
— ALk

D. I have a history of melanoma.
KHCOHBRENL

E. Notsure
AN e

Scoring criteria:

P

A:0p B:1p C:2p D:3p E:1p
A:04 B:l14 C2% D:34r E: 141

<14p Low risk of pigmentation inducement
R R YTHE KU
15p-27p Medium risk of pigmentation inducement

Page 29 of 38
C1 - Internal use



Serum Efficacy Clinical Study /L ’Oréal Study#: CN-CLI1-21-14049-46 (Sponsor), CRO study#: C210579]
Version 4.0

TR TE KU
28p-44p High risk of pigmentation inducement
NEE Sy
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Annex 11.3. Self-assessment Questionnaire

Answers given according to a 5-point scale: “5-completely agree JF# [7] 77, “4-somewnhat agree H#¢ [F]
= “3-neither agree 1A~ L [F 2 AN [A] 7%, “2-somewhat disagree FLEEANE &, “1-completely disagree F
s —] 7.

CENC-

Self-assessment - Pre-treatment Yes/#& No/& Comments/ HAh

AREF 14 K7F= 58 mlE

| feel skin is good prepared for procedure

REBROIKRERN T, IR EMT THRE

| feel skin is comfort for procedure

REBRIBRERHRRETEWNZ T

Skin feels intensively repaired

DR SRR RS

1 feel skin redness due to dryness is less occur?

R B R B T TR RN ESRD T

Skin feels strengthened

LR S R

Skin feels hydrated

UK SE 7K R

Skin feels comfortable

HLRRRR 587 AR

Skin feels smoother

R 6

Skin looks brighter

HURE RRE R

Skin looks more radiant

WUk BRER A

Pores look less visible

BAFERANE

Skin feels more elastic

TR IR B A Bt

Fine line looks less visible

HEUR BRA &

Crow’ s feet wrinkle is reduced

MRESE EERST

Self-assessment — Recovery
AREf)E 1R, 3K, 7R, 10 Rk&
G

| feel pre-treatment with product help my skin recover fast

after procedure
R 14 KRR, WUBBNRERERFEE
R

| feel pre-treatment with product help my skin recover
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stable after procedure
RBIIRA 14 REFF=M, W AFEBNKERBFRREEE
e

| feel pre-treatment with product help my skin recover
comfortable after procedure

REBRARM 14 RERF=M, WUEPNRERKREFRE
#FE

| feel pre-treatment with product help my skin redness
recovered

RBIIRAT 14 REFF=ah, W AFEBIKFERFBR R A AR
a@

I feel pre-treatmet with product help my skin dryness
recovered
RBUERAT 14 RPN, 7T IR SRR T &
fETFHRER

I feel pre-treatment with product help my skin discomfort
(e.g. red/drylitch) from procedure recovered faster
RBIIRAT 14 RAFF=G, T AEDUREEIRBRR AR A
EER GURAARIEES EREBR

1 would like to recommend my friends to use product before
procedure

RVFREHERNARN], ERIHREA WA

| feel skin is comfort for procedure

REBRIBRERKREETEWNZ T

Self-assessment
- Post-treatment

RAT 7 R 14 Kf= 58 A 5] 3%

Post-treat with product after skin recovered, skin feels

smoother

ANRERBHRRBF KRG, M, JVRBREERET

Post-treat with product after skin recovered, skin feels
brighter
LYRERHRRFRE)E, G0, RBEERERT

Post-treat with product after skin recovered, skin feels
more radiant
LYRERBRBFRE)G, S0, VKRREESLE
T

Post-treat with product after skin recovered, skin pore is
less visible

LR E R ESG, EAR, BLEERTAE
T

Post-treat with product after skin recovered, skin feels
more elastic

UNBREERBRR ARS8, VRBREEARE
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Post-treat with product after skin recovered, fine line looks
less visible
LPRERHRFRE)S, =6, BEEERTHE
T

Post-treat with product after skin recovered, crow’ s feet
wrinkle is reduced
SRR ES, FR=R, ARGGEERTH
BT

Post-treat with product after skin recovered, skin feels
intensively repaired
SRR RG, ER, DRERBRES
=

Post-treat with product after skin recovered, skin feels
strengthened

UNRERKRRAEKEE, MR, VURBRERT T

Post-treat with product after skin recovered, skin feels
hydrated
LPRERBREFRE)E, =R, JURERILKERE

Post-treat with product after skin recovered, skin feels
comfortable

ANBRERHRR ARG, M, VRBRESE

1 would like to recommend my friends to use product for
post-treat

RBFBEERNARN], ERHRXFERATR
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Annex 11.4. DIARIES for Tolerance Feedback in Daily

RD Number: Subject Initial:
Without Skin Irritation fZ kA RMIHRE
Irritation Symptom Area Severity Start Time During Time
HBLREER SRR A R AL SERIERE SERFFRGAT F] SRR
Date(Y/M/D) ) - — — ‘
1. Redness &R 4L SRS U Very slight 5P 7 it I 2 A IR T8 Rk
No. | Treatment A8 (E7/ REEMRE | 2 Dryness FHi fir? N s T R ?
3. Stinging 13 1. Eye MR 2. Slight £/ 1. Immediate 5 37 Ef How long is the
J:3=3 PR ) ARRE | Itching #5% 2. Forehead %k 3' Moderat; i | 2 30mins after using il irritation
5. Tightening i | > Cheek MLy T 30 464y lasting?
HHERS HH & Burnin k;ﬂ/k’];’“ 4. Lip corner M 4* Extensive i | 3 30mins to several /ﬁﬁi}i}ﬂﬁ"]%
. T EE e ) Chin FE s xlensive A hours after using fiji | GEFFZE T 2K
(E4748) ; gthers(s ecific) 6. Others(specific) 5)‘ Verv severe 30 434 25 JLAN /N I 1A 2
’ ‘i“‘pﬂ - A i 1F*”’“H?,§ 4. Several days after using
fit (i) W) W FE_ R
D1 ik
i
D2 -
It
D3 ik
i
D4 s
It
D5 -
It
D6 ik
i
D7 s
It
D8 -
1t
D9 ik
i
=
D10
It
B
D11
It
D12 s
H
=
D13
It
B
D14
It
D15~ *
D56 F
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Annex 11.5. Protocol Amendment Document

Sponsor: Implementation:
Project Title: Project No.:
Contract No.: Protocol Edition:
Amendment Date: Valid Date:

Amendment content:

Original Item:

Amendment ltem:

Reason:

By mutual agreement, both parties signed this protocol amendment document.

Sponsor Signature/Date: Implementation Signature/Date:
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Annex 11.6. Protocol Deviation Record

Page of

Date: Explanation of Deviation and Action

Investigator
Date: Explanation of Deviation and Action

Investigator
Date: Explanation of Deviation and Action

Investigator
Date: Explanation of Deviation and Action

Investigator
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Annex 11.7. Adverse Event Report Form

CN-CL1-21-14049-46

Adverse Event Management

Application Date:

Adverse Event Form

Information of Subjects 32X {5 &

Name #:44:

Age T

Gender 5

Contact No. H.if:

Previous Allergies B 5 ik 5«

Description of test design

Intensity 585

Test Information JIRAS & Fr 2 i i 5 -
Name L5 444
Product Information =g {5 & Fla. No.fi /7 &
Batch N©
Nature of AE 145
Use the specific and concise terms.
Please indicate the signs and symptoms.
For the cutaneous adverse events, please indicate
the location.
T FH 7 B ) 1 I R
BERAH SR A R S B s
Start date F4 H# (YYYY/MM/DD)
Duration $F£EIr} 7] Days hour min
Ending date 453 H#} (YYYY/MM/DD) or o In progress 171
O Slight #£ /&

O Moderate &
O Severe EJF

Time between last application and beginning of
reaction

L BB 5 — A P 7 - L HH B
1R 1B B

Days hour min

How long have you been using this product
prior to this reaction?

RNCHELRT, MR EIHMER T2 A

With which frequency?
A58 R IR i IR

Area product applied:
58 FA B AL

Other products used simultaneously in same
area:

e R B A e g3 P ) At =

CN-CL1-21-14049-46_A1V1 Adverse Event Form

-Confidential-
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CN-CL1-21-14049-46

Adverse Event Management | Application Date:

Action undertaken on the investigational
product

XA AT s SR X 5 T

None &

Temporary halt £ {5 5 XK &

Early termination 1% 111 ]

Adjustment of the posology (explain in the
comments) PG E CEIETHR)

oooOod

Name of the Doctor:

=44
Name of the Hospital:
EFi 4
. L Diagnosis:
Medical Consultation: Ll
T >
Patch Test: Yes £o No f&o
& T W W e
Result of Patch Test:
Bk s 25
O Resolved EIR /N
O Persistent iR $54E
Follow up H{F/5 5 OO Death JET=
O Unknown ANVE
SAE =& B EHF [0 Yes& o Nofy
O None HELRK
. o .
Relation to the investigational product - L|ttle_3 probaE!e d‘iz'g%%
Sy - [0 Possible ATREA %
- [0 Probable R A fit 5 %
0 Sure HEAHK
Investigator’s Name
RN R4
Date
H#
Signature
HARANREL

CN-CLI-21-14049-46_A1V1 Adverse Event Form
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