®

RESEARCH STANDARD

®

This clinical study was conducted in accordance with the International Conference of
Harmonization Tripartite Guideline on Good Clinical Practice, applicable FDA
regulations/guidelines set forth in 21 CFR Parts 11, and 50 and standard practices of BioScreen
Testing Services.
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Test Product Use Instructions

®

Morning Use: Each morning after cleansing, apply 5-6 drops to a dry face, neck and décolleté.
Apply sponsor provided sunscreen 15 minutes prior to sun exposure and reply every hour while
outdoors. Follow with cosmetics (if applicable).
Evening Use: Allowed to wash face with provided Neutrogena cleansing bar.
VII. ADVERSE EVENTS
Subject ID: 1033
Subject Initials: CNB
Adverse Event Date: 04 Feb 2020
The subject, a 60 year old African American female, reported to the test facility on 12Feb2020.
She indicated on 04Feb2020 she was leaving an office and tripped on the stairs. She fell on the
ground landing on her right side (from shoulder to hand) obtaining a minor scrape on her head.
She continued to use test product and felt the sunscreen helped heal the scrape. She did not seek
medical attention, but did set up a doctor’s appointment the week of Feb 17th as follow-up.
Subject completed study. No follow-up was necessary.
It is in the opinion of the Principal Investigator that the adverse event was not product related.
Subject ID: 30215
Subject Initials: AML
Adverse Event Date: 15 Jan 2020
On 15Jan2020 the subject was at her husband’s neurology appointment and her body started
feeling funny. She went to the office water fountain to get water to drink and sat down. When
she returned to the exam room with her husband she felt faint, so the neurologist had her lay
down. This is when she blacked out for a while; she was talking to the doctor but didn’t
remember doing so. Two hours after the appointment she napped for about two hours straight.
She went to urgent care after the nap and when they swabbed her mouth the tests results said she
had Influenza B. Pharmacy was closed that night but she got the medicine and started taking it on
16Jan2019. No follow-up was necessary.
It is in the opinion of the Principal Investigator that the adverse event was not product related
VIII. PROTOCOL DEVIATIONS
The following deviations occurred during the study, but did not impact clinical findings.
Subject ID
1033
27338

Deviation
Used serum twice daily from Baseline to Week 4 interval
Used more than 8 drops of product from Baseline to Week 4 interval
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RESEARCH STANDARD

®

The conduct of this study will comply with the International Conference of Harmonization
Tripartite Guidelines on Good Clinical Practice, applicable FDA regulations/guidelines set forth
in 21 CFR Parts 11 and 50 and standard practices of BioScreen.
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Test Product Use Instructions

®

Morning Use: Each morning after cleansing, apply 5-6 drops to a dry face, neck and décolleté.
Apply sponsor provided sunscreen 15 minutes prior to sun exposure and reply every hour while
outdoors. Follow with cosmetics (if applicable).
Evening Use: Allowed to wash face with provided Neutrogena cleansing bar.
V. INFORMED CONSENT FORM, PHOTOGRAPHY RELEASE FORM, AND
MEDICAL HISTORY FORM

Informed consent will be obtained from each volunteer prior to initiating the study describing
reasons for the study, possible adverse effects, associated risks and potential benefits of the
treatment and their limits of liability. Panelists will sign and date the informed consent document
and a photography release form to indicate their authorization to proceed and acknowledge their
understanding of the contents. Each subject will be assigned a permanent identification number
and complete an extensive medical history form. These forms along with the signed consent
forms will be available for inspection on the premises of BioScreen Clinical Services only. 21 CFR.
Ch.1. Part 50, Subpart B.

VI. SUBJECT SELECTION
Panel selection will be accomplished by advertisements in local periodicals, community bulletin
boards, phone solicitation, electronic media or any combination thereof. Individuals will be
admitted to study at the discretion of the Investigator or his designee based on medical history
and findings on the pre-study interview and examination.
1. Number of Subjects:
2.
3.
4.
5.

Approximately 33 healthy subjects meeting inclusion/exclusion
criteria listed below will be enrolled to complete the study with a
minimum of 25 subjects.

Age: 35-65
Sex: Female
Race: Unrestricted
Inclusion Criteria:
a. Individuals who, at baseline, are free of any dermatological or systemic disorder,
which would interfere with the results, at the discretion of the Investigator.
b. Individuals in good general health.
c. Individuals who complete a preliminary medical history.
d. Individuals who will read, understand and sign an informed consent document.
e. Individuals who will be able to cooperate with the Investigator and research staff,
have the test product applied according to the protocol and complete the full course
of the study.
f. Individuals who have not participated in any study involving the same test site for
the past 15 days.
g. Individuals who will agree to discontinue use of personal care products (e.g. lotions,
creams, serums) for the washout period and duration of the study, with the exception
of those provided by BCS.
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h. Individuals who will agree to continue using approved cosmetics (e.g. foundation,
blush) for the washout period and duration so long as they do not contain anti-aging
ingredients. BCS staff will review cosmetics for approval.
i. Individuals with mild/moderate/severe fine lines and wrinkles globally (score 1-9 on
a 10-point scale).
j. Individuals with visible skin dullness.
k. Individuals who agree not to sunbathe/tan and agree to avoid sun (UV) exposure as
much as possible for the duration of the study.
l. Individuals who agree to apply the sponsor provided sunscreen a minimum of 15
minutes prior to sun exposure, and to reapply every hour they remain outdoors
(exposed to UV).
6. Exclusion Criteria:
a. Individuals who have had a history of any acute or chronic disease that could interfere
with or increase the risk on study participation.
b. Individuals with an active (flaring) disease or chronic skin allergies (atopic dermatitis,
eczema, psoriasis, acne), or had recently treated skin cancer (within the last 12
months).
c. Individuals with a history of immunosuppression/immune deficiency disorders or
currently using immunosuppressive medications (e.g., azathioprine, belimumab,
cyclophosphamide, Enbrel, Imuran, Humira, mycophenolate mofetil, methotrexate,
prednisone, Remicade, Stelara.) and/or radiation as determined by study
documentation.
d. Individuals with damaged skin at or in close proximity to test sites (e.g., sunburn,
tattoos, scars, or other disfigurations).
e. Individuals who have any history, which, in the Investigator's opinion, indicates the
potential for harm to the subject or could place the validity of the study in jeopardy.
f. Individuals who indicate that they are pregnant, planning a pregnancy or nursing.
g. Individuals who have been medically diagnosed with Type I Diabetes.
h. Individuals who have had any medical procedure, such as laser resurfacing, or plastic
surgery to the test sites within the last 12 months (including Botox, Restylyn, or other
fillers).
i. Individuals who are currently using or during the last 3 months have used, Retin A, or
other Rx/OTC Retinyl A, or other astringent derived products or alpha hydroxyl acid
treatments for photo-aging and fine lines/wrinkles.
j. Individuals who have a known history of hypersensitivity to any cosmetics, personal
care products, and/or fragrances.
k. Individuals who are employees of BioScreen.
VII. EXPERIMENTAL TECHNIQUES
Bioinstrumental Method to Measure Skin Barrier Function

2, 3

Transepidermal water loss (TEWL) is a measure of skin barrier function. The evaporimeter
probe has two sensors, which measures the vapor pressure gradient arising within the chamber
and between the skin and the surrounding air. TEWL will be measured using DermaLab
Evaporimeter (Cortex Technology, Hadsund, Denmark). Decreases in TEWL post barrier
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disruption indicate an improvement in skin barrier function, such that less water is lost through
the skin barrier.

Bioinstrumental Method to Measure Skin Brightness

®

TEWL measurements will be taken from the designated sites at each measurement interval.

Skin color is measured quantitatively with a Chromameter. The instrument reports the color of
reflected light in terms of L* (dark-light axis), a* (green-red axis) and b* (blue-yellow axis).
CR-400 Chromameter, Konica Minolta or Smart Probe 400 (IMS Inc, USA) will be used to
measure skin brightness (L*). All 3 values, L*, a* and b* will be recorded and the L* values
provided to the Sponsor. One measurement will be taken from the designated treatment site at
each measurement interval. All test sites will be averaged.
Clinical Photography for Expert Grading for Appearance of Fine Lines and Wrinkles
(Global) 4-6
Photographs are taken in accordance with regulations provided by consumer protection agencies
such as the Federal Trade Commission, the Food and Drug Administration and several other
regulatory authorities. The following guidelines are followed: 1) Head position is the same in
before and after photos, 2) Same lighting conditions are used and the distance from the camera is
same for both, before and after picture, and 3) Same room and background is used for both
before and after picture.
Clinical photographs of subjects’ faces (frontal, left lateral and right lateral) will be taken and
evaluated with Canfield VISIA CR system using the Standard 1 modality.
Photographs obtained will be evaluated for the appearance of fine lines and wrinkles using the
following scale (half point increments will be allowed):
Overall Scale: 0= None, 1-3= Mild, 4-6= Moderate, 7-9= Severe

Self-Assessment Questionnaire
Each subject will be instructed to complete a self-assessment questionnaire provided by the
Sponsor at the week 4 and week 8 post-treatment intervals.
VIII. PROCEDURE
1. Subjects will report to the facility a minimum of five (5) days prior to study start.
2. Prior to beginning any study related activities, subjects will be given an informed consent
form, photography release form, HIPAA form, and code of conduct form to read.
3. Once subject has completed reading they will be interviewed, in private, by BioScreen to
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ensure their understanding of the aforementioned forms and be given the opportunity to ask
any study related questions.

®

4. Subjects who agree to sign the aforementioned forms will be asked to complete a medical
history form. Subjects declining to sign any of the forms will be dismissed from the study.

5. Subjects will be enrolled on the basis of the subject selection criteria. Subjects failing to
meet criteria will be dismissed from the study.

6. Enrolled subjects will be given specific instructions prohibiting use of all personal care
products (i.e. lotions, creams, serums, cleansers) on the test sites (face) for the entire study
duration, including washout period.
7. Subjects will be instructed to continue use all cosmetics (e.g. foundation, blush), if
applicable, as long as they do not contain anti-aging ingredients. Cosmetics will be inspected
and approved by BCS staff to confirm it does not contain anti-aging ingredients.
8. Enrolled subjects will begin the washout period using only the provided soap (Neutrogena),
sponsor provided sunscreen and approved cosmetics.
9. Following the 5 day washout period, subjects will return to the testing facility.
10. Subjects will be instructed to clean their face with a neutral cleanser and pat dry.
11. Thereafter, subjects will equilibrate by remaining quietly seated for a minimum of fifteen
(15) minutes in a room maintained at approximately 20-24°C and 30%-50% relative
humidity. Temperature and humidity will be recorded during subject testing.
12. Following equilibration, subjects will have the below procedures/ measurements performed
by trained BCS staff:
Baseline (pre-treatment)
a. Clinical photography (frontal, left lateral, right lateral)
b. Skin barrier function measurement at site 1 and 2
c. Skin brightness measurement at site 3 and 4
See Figure 1 for schematic representation of test sites
13. Following baseline measurements, subjects will be given the test product with product use
instructions as directed by the Sponsor to use for the duration of the study.
14. Subjects will be dismissed from the testing facility and informed to return 4 weeks (±3 days)
and 8 weeks (±3 days) post-treatment. Test product will be weighed for compliance.
Subjects suspected of non-compliance will be dismissed from study participation. Subjects
will be instructed not to use test product on the day of their scheduled visit.
15. Subjects will be instructed to clean their face with a neutral cleanser and pat dry.
16. Thereafter, subjects will equilibrate by remaining quietly seated for a minimum of fifteen
(15) minutes in a room maintained at approximately 20-24°C and 30%-50% relative
humidity. Temperature and humidity will be recorded during subject testing.
17. Following equilibration, subjects will have the below procedures/ measurements performed
by trained BCS staff:
Week 4 (±3 days) / Week 8 (±3 days) Post-treatment
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Clinical photography (frontal, left lateral, right lateral)
Skin barrier function measurement at site 1 and 2
Skin brightness measurement at site 3 and 4
Post-treatment questionnaire

®

a.
b.
c.
d.

18. Subjects will return the remaining test product at week 8 and will be dismissed from the
study.
Figure 1: Schematic representation of test sites

1

2
3

4

IX. ADVERSE EVENTS
An adverse event is any untoward medical occurrence, whether or not it is considered study
related, including death, experienced by a subject. An event may consist of a disease, an
exacerbation of a pre-existing illness or condition, an occurrence of an intermittent illness or
condition, a set of related symptoms or signs, or a single symptom or sign.
A serious adverse event (SAE) as defined in the CFR 312.32 is “any experience that is fatal or
life threatening, is permanently disabling, requires inpatient hospitalization, or is a congenital
anomaly, cancer, or overdose”. All serious adverse events will be reported to the sponsor within
24 hours of BCS notification.
Each adverse event must be promptly recorded and sufficiently documented by the Study
Director in the source documentation and case report form even if the adverse event is assessed
by the Study Director as unlikely to be related to the study. Adverse events are graded on a scale
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of severity (mild, moderate, severe, or lift threatening) and on a scale of relationship to the
product (unknown, unrelated, unlikely, possible, probable, or definite). All adverse events will be
reported to the Sponsor within five business days. All adverse events will be followed up until
resolved, stabilized, the subject is lost to follow-up or the event is otherwise explained. All
follow-up information should be reported to the Sponsor.
If, according to the Investigator, medical care is warranted, appropriate referrals will be made.
BCS will follow all adverse events until resolution.
The contact information to report SAE is:
Rania Ibrahim, Ph.D.

X. RISKS / DISCOMFORTS
Burning, stinging, itching, redness or irritation may occur at the test sites. There also may be
risks and discomforts, which are not yet known.
XI. SUBJECT DISCONTINUATION
Criteria for the discontinuation of a subject during the study will include the following:
1. Significant protocol violation
2. Serious adverse experience
3. Request of the subject
4. Any unmanageable factor, in the Investigator’s opinion, that may significantly
interfere with the protocol or interpretation of results.
XII. PROTOCOL AMENDMENT
Any changes to the study protocol will be approved in writing by the client and BCS prior to
implementation in the study.
XIII. DATA ANALYSES
Statistical analyses will test the hypothesis that the pre-treatment values of each parameter are
statistically different from its post-treatment values. Statistical significance will be declared if the
two-tailed p-value is ≤ 0.05.
Subject scores for each parameter in questionnaires will be presented in a tabular format. The
percentage of subjects responding in favor of the test product will be reported. Statistical analysis
will be performed using a z-test. Statistical significance will be declared if the p-value is ≤ 0.05.
XIV. STUDY REPORT
Final report will be issued to the sponsor within four weeks of study completion.
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XV. DATA ARCHIVES

®

All original samples, raw data sheets, technician’s notebooks, correspondence files, a copy of
final report and remaining specimens will be maintained on the premises of the clinic in limited
access marked storage files. A duplicate copy of the final report will be separately archived at
BioScreen Testing Laboratories, Torrance, CA.
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Clinical Manager
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Clinical QA Specialist
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