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Protocol No.:

Title:

Original Protocol Date:

Protocol Amendment No. 01 Summary of Changes

Amendment 01 Date:

Sponsor:

SYM 2014-02

A Multicenter, Double-Blind, Randomized, Split-Face Study to Evaluate the
Safety and Efficacy of Revanesse® Ultra versus Restylane® for the
Correction of Nasolabial Folds

26 February 2015 (Version 1.0)
05 May 2015 (Version 2.0)

Prollenium Medical Technologies Inc.
138 Industrial Parkway North

Aurora Ontario

L4G 4C3

Canada
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Amendments:

1. Original text and location: Synopsis

Study Design: Evaluations include:

Wrinkle Severity Rating Scale (WSRS)

Patient Global Aesthetic Improvement (pGAI)

Patient Comfort Rating (PCR)

Investigator Global Aesthetic Improvement (iGAI)

Safety will be assessed by monitoring adverse events (AEs) at all study visits.
Revised text and location: Synopsis

Study Design: Evaluations include:
Wrinkle Severity Rating Scale (WSRS)
Patient Global Aesthetic Improvement (pGAI)

Investigator Global Aesthetic Improvement (iGAI)
Safety will be assessed by monitoring adverse events (AEs) at all study visits.

Other evaluations include Patient Comfort Rating (PCR) and Investigator
Ease of Use Assessment.

2. Original text and location: Synopsis

Efficacy Analysis:

Secondary efficacy endpoints are the responder rate, i.e. the percentage of subjects with treatment
success (defined as at least a 1-grade improvement in WSRS from baseline to Week 24), pGAI score
at Visit 6/Week 24, iGAI score at Visit 6/Week 24, and change from baseline to Visit 6/Week 24 in
PCR. For these secondary variables, the null hypothesis to be tested is that there is no difference
between the two products. The variables responder rate, pGAI and iGAI scores at Visit 6/Week 24
will be tabulated with frequencies and percentage and analyzed using the Wilcoxon matched-pairs
signed rank test. Change in PCR will be tabulated with numeric statistics and analyzed via the paired
t-test.

Other efficacy variables include change in WSRS score, pGAI, iGAI, and change in PCR at Visit
2/Week 1, Visit 3/Week 2, Visit 4/Week 4, and Visit 5/Week 12. Treatment difference with respect to
these variables will be examined using descriptive summaries.
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Revised text and location: Synopsis

Efficacy Analysis:

Secondary efficacy endpoints are the responder rate, i.e. the percentage of subjects with treatment
success (defined as at least a 1-grade improvement in WSRS from baseline to Week 24), pGAI score
at Visit 6/Week 24, and iGAI score at Visit 6/Week 24. For these secondary variables, the null
hypothesis to be tested is that there is no difference between the two products. The variables
responder rate, pGAI and iGAI scores at Visit 6/Week 24 will be tabulated with frequencies and
percentage and analyzed using the Wilcoxon matched-pairs signed rank test.

Other efficacy variables include change in WSRS score, pGAI, and iGAI at Visit 2/Week 1, Visit
3/Week 2, Visit 4/Week 4, and Visit 5/Week 12. Treatment difference with respect to these variables
will be examined using descriptive summaries.

3. Original text and location: Section 8.1 Overall Study Design, last paragraph

Evaluations include Wrinkle Severity Rating Scale (WSRS), Patient Global Aesthetic Improvement
(pGAI), Patient Comfort Rating (PCR), and Investigator Global Aesthetic Improvement (iGAI).
Safety will be assessed by monitoring adverse events (AEs) at all study visits. A diary card will be
dispensed to each enrolled subject at Visit 1/Day 1. The subject will be instructed to complete the
diary card to record any AEs experienced for the first 2 weeks after treatment.

Revised text and location: Section 8.1 Overall Study Design, last paragraph

Evaluations include Wrinkle Severity Rating Scale (WSRS), Patient Global Aesthetic Improvement
(pGAlI), and Investigator Global Aesthetic Improvement (iGAI). Safety will be assessed by
monitoring adverse events (AEs) at all study visits. Other evaluations include the Patient Comfort
Rating (PCR) and Investigator Ease of Use Assessment. A diary card will be dispensed to each
enrolled subject at Visit 1/Day 1. The subject will be instructed to complete the diary card to record
any AEs experienced for the first 2 weeks after treatment.
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4. Original text and location: Section 3.2 Study Flow Chart

Retreated Subjects Only

Visit Number Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 Visit 6” Visit 7 Phone Visit 8

contact
Scheduled Day | Day 1 Day 7 Day 14 Day 28 Day 84 Day 168 Day 196 Day 280 | Day 364 Unsched
(Week) (Week 0) | (Week 1) (Week 2) (Week4) | (Week12) | (Week24) | (Week 28) | (Week (Week 52) | Visit

40)
Scheduling Window none + 2 days +2 days + 4 days + 4 days + 7 days =7 days + 7 days + 7 days
Patient Comfort Rating (PCR) X X X X
a  Subjects may be retreated with open-label Revanesse Ultra on both sides of the face if their WSRS score has returned to baseline; for subjects who are not retreated, Visit 6 is End of Study.
b Ifapplicable.
¢ For women of childbearing potential, to be completed prior to enrollment.

Revised text and location: Section 3.2 Study Flow Chart
Retreated Subjects Only

Visit Number Visit 1 Visit 2 Visit 3 Visit 4 Visit § Visit 6" Visit 7 Phone Visit 8

contact
Scheduled Day | Day 1 Day 7 Day 14 Day 28 Day 84 Day 168 Day 196 Day 280 | Day 364 Unsched
(Week) (Week 0) | (Week 1) (Week 2) (Week4) | (Week12) | (Week24) | (Week 28) | (Week (Week 52) | Visit

40)
Scheduling Window none + 2 days +2 days + 4 days + 4 days + 7 days + 7 days + 7 days + 7 days
Patient Comfort Rating (PCR) X X4

a  Subjects may be retreated with open-label Revanesse Ultra on both sides of the face if their WSRS score has returned to baseline; for subjects who are not retreated, Visit 6 is End of Study.

If applicable.

b
¢ For women of childbearing potential, to be completed prior to enrollment.
d

For subjects who receive a touch-up treatment

This document contains confidential information which is the property of Prollenium Medical Techonologies, Inc. and must not be discussed, copied or used except as authorized
in writing by Prollenium Medical Techonologies, Inc..
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5. Original text and location: Section 8.6.10 Patient Comfort Rating (PCR)

Overall comfort will be assessed by the patient using the NRS scale from 0 being most uncomfortable
to 10 being most comfortable at Visit 1/Day 1 and Visit 6/Week 24 (End of Study/Early Termination
for subjects who are not retreated). For subjects who are retreated, this will also be assessed at Visit
7/Week 28 and Visit 8/Week 52 (End of Study/Early Termination). Subjects will be asked the
question “How would you rate your comfort level upon injection of the study material and will
respond by circling the appropriate number on the scale with 0 being most uncomfortable to 10 being
most comfortable?”’

Revised text and location: Section 8.6.10 Patient Comfort Rating (PCR)

Overall comfort will be assessed by the patient using the NRS scale from 0 being most uncomfortable
to 10 being most comfortable at Visit 1/Day 1 and Visit 2/Week 2 if a touch-up treatment is
administered. For subjects who are retreated, this will also be assessed at Visit 7/Week 28 and Visit
8/Week 52 (End of Study/Early Termination). Subjects will be asked the question “How would you
rate your comfort level upon injection of the study material?”” and will respond by circling the
appropriate number on the scale with 0 being most uncomfortable to 10 being most comfortable.

6. Original text and location: Section 8.7 Visit- Specific Procedures

Section 8.7.2 Visit 2/Day 7 (+ 2 days), Visit 3/Day 14 (+ 2 days), Visit 4/Day 28 (+ 4 days), and
Visit 5/Day 84 (+ 4 days): Interim Visits

WSRS assessment (Section 8.6.7)

At Visit 2/Day 7 only, evaluation for touch-up (Section 8.6.11)
pGAI assessment (Section 8.6.12)

1GAI assessment (Section 8.6.13)

Assess AEs (Section 8.9)

Assess concomitant medications (Section 8.6.16)

NS kWD =

Collect subject diary card at Visit 3/Day 14; dispense subject diary card at Visit 2/Day 7, if
applicable and collect subject diary card at Visit 4/ Week 4 if applicable (Section 8.6.14)

*®

Schedule next visit
9. Complete CRFs (Section 11.2.1)

CONFIDENTIAL INFORMATION
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Section 8.7.3 Visit 6/Day 168 (Week 24) (= 7 days): Optional Retreatment or Final Visit/Early

N kD -

8.
9.

Termination

WSRS assessment (Section 8.6.7)

PCR assessment (Section 8.6.10)

pGAI assessment (Section 8.6.12)

1GAI assessment (Section 8.6.13)

Assess AEs (Section 8.9)

Assess concomitant medications (Section 8.6.16)

Subjects with WSRS at baseline score may be retreated with Revanesse Ultra open-label on
both sides of the face (Section 8.4.3)

Dispense subject diary card if subject was retreated (Section 8.6.14)

Schedule next visit for retreated subjects

10. Complete CRFs (Section 11.2.1)
Section 8.7.4 For Retreated Subjects Only: Visit 7/Day 196 (Week 28) (= 7 days): Follow-up

1.

9.

e A

WSRS assessment (Section 8.6.7)

PCR assessment (Section 8.6.10)

pGALI assessment (Section 8.6.12)

1GAI assessment (Section 8.6.13)

Assess AEs (Section 8.9)

Assess concomitant medications (Section 8.6.16)
Collect subject diary card, if applicable (Section 8.6.14)
Schedule next visit

Complete CRFs (Section 11.2.1)

Section 8.7.5 For Retreated Subjects Only: Telephone Contact /Day 280 (Week 40) (+ 7 days)

1.

Assess AEs (Section 8.9)

2. Assess concomitant medications (Section 8.6.16)
3.
4

Schedule next visit
Complete CRFs (Section 11.2.1)
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Section 8.7.6 For Retreated Subjects Only: Visit 8/Day 364 (Week 52) (= 7 days): Final
Visit/Early Termination

5. WSRS assessment (Section 8.6.7)
6. PCR assessment (Section 8.6.10)

7. pGALI assessment (Section 8.6.12)
8
9

1GAI assessment (Section 8.6.13)
. Assess AEs (Section 8.9)
10. Assess concomitant medications (Section 8.6.16)
11. Complete CRFs (Section 11.2.1)
Section 8.7.7 Unscheduled Visit

An unscheduled visit is allowed at any time if in the investigator’s opinion it is warranted. The
following procedures may be performed at the Unscheduled Visit if required.

1. WSRS assessment (Section 8.6.7)

PCR assessment (Section 8.6.10)

pGAI assessment (Section 8.6.12)

1GAI assessment (Section 8.6.13)

Assess AEs (Section 8.9)

Assess concomitant medications (Section 8.6.16)
Complete CRFs (Section 11.2.1)

A o B

Revised text and location: Section 8.7 Visit- Specific Procedures

Section 8.7.2 Visit 2/Day 7 (+ 2 days), Visit 3/Day 14 (+ 2 days), Visit 4/Day 28 (+ 4 days), and
Visit 5/Day 84 (+ 4 days): Interim Visits

WSRS assessment (Section 8.6.7)

At Visit 2/Day 7 only, evaluation for touch-up (Section 8.6.11)

PCR assessment if a touch-up treatment is administered (Section 8.6.10)
pGALI assessment (Section 8.6.12)

1GAI assessment (Section 8.6.13)

Assess AEs (Section 8.9)

AN

CONFIDENTIAL INFORMATION
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7. Assess concomitant medications (Section 8.6.16)

8.

9.

10.

Collect subject diary card at Visit 3/Day 14; dispense subject diary card at Visit 2/Day 7, if
applicable and collect subject diary card at Visit 4/ Week 4 if applicable (Section 8.6.14)

Schedule next visit
Complete CRFs (Section 11.2.1)

Section 8.7.3 Visit 6/Day 168 (Week 24) (£ 7 days): Optional Retreatment or Final Visit/Early

AN AN

Termination

WSRS assessment (Section 8.6.7)

pGALI assessment (Section 8.6.12)

1GAI assessment (Section 8.6.13)

Assess AEs (Section 8.9)

Assess concomitant medications (Section 8.6.16)

Subjects with WSRS at baseline score may be retreated with Revanesse Ultra open-label on
both sides of the face (Section 8.4.3)

Dispense subject diary card if subject was retreated (Section 8.6.14)
Schedule next visit for retreated subjects
Complete CRFs (Section 11.2.1)

Section 8.7.4 For Retreated Subjects Only: Visit 7/Day 196 (Week 28) (= 7 days): Follow-up

1.

A B

8.

WSRS assessment (Section 8.6.7)

pGAI assessment (Section 8.6.12)

1GAI assessment (Section 8.6.13)

Assess AEs (Section 8.9)

Assess concomitant medications (Section 8.6.16)
Collect subject diary card, if applicable (Section 8.6.14)
Schedule next visit

Complete CRFs (Section 11.2.1)

Section 8.7.5 For Retreated Subjects Only: Telephone Contact /Day 280 (Week 40) (+ 7 days)

1.
2.

Assess AEs (Section 8.9)

Assess concomitant medications (Section 8.6.16)
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3. Schedule next visit

4.

Complete CRFs (Section 11.2.1

Section 8.7.6 For Retreated Subjects Only: Visit 8/Day 364 (Week 52) (= 7 days): Final

A

6.

Visit/Early Termination

WSRS assessment (Section 8.6.7)

pGALI assessment (Section 8.6.12)

1GAI assessment (Section 8.6.13)

Assess AEs (Section 8.9)

Assess concomitant medications (Section 8.6.16)

Complete CRFs (Section 11.2.1)

Section 8.7.7 Unscheduled Visit

An unscheduled visit is allowed at any time if in the investigator’s opinion it is warranted. The
following procedures may be performed at the Unscheduled Visit if required.

1.

AN

WSRS assessment (Section 8.6.7)

pGAI assessment (Section 8.6.12)

1GAI assessment (Section 8.6.13)

Assess AEs (Section 8.9)

Assess concomitant medications (Section 8.6.16)
Complete CRFs (Section 11.2.1)

7. Original text and location: 8.8 Efficacy Assessments

Section 8.8.2 Secondary Efficacy Endpoints

Secondary efficacy endpoints are the responder rate, i.e., the percentage of subjects with treatment
success (defined as at least a 1-grade improvement in WSRS from baseline to Week 24), pGAI score
at Visit 6/Week 24, iGAI score at Visit 6/Week 24, and change from baseline to Visit 6/Week 24 in

PCR.

Section 8.8.3 Other Efficacy Endpoints

Other efficacy endpoints include change in WSRS score, pGAI, iGAI, and change in PCR at
Visit 2/Week 1, Visit 3/Week 2, Visit 4/Week 4, and Visit 5/Week 12.

CONFIDENTIAL INFORMATION
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Revised text and location: 8.8 Efficacy Assessments

Section 8.8.2 Secondary Efficacy Endpoints

Secondary efficacy endpoints are the responder rate, i.e., the percentage of subjects with treatment
success (defined as at least a 1-grade improvement in WSRS from baseline to Week 24), pGAI score
at Visit 6/Week 24, and iGAI score at Visit 6/Week 24.

Section 8.8.3 Other Efficacy Endpoints

Other efficacy endpoints include change in WSRS score, pGAI, and iGAI at Visit 2/Week 1, Visit
3/Week 2, Visit 4/Week 4, and Visit 5/Week 12.

8. Original text and location: 9.4 Efficacy Evaluations; 2" and 3" paragraphs

Secondary efficacy endpoints include the responder rate, i.e., the percentage of subjects with treatment
success (defined as at least a 1-grade improvement in WSRS from baseline to Week 24), pGAI score
at Visit 6/Week 24, iGAI score at Visit 6/Week 24, and change from baseline to Visit 6/Week 24 in
PCR. For these secondary variables, the null hypothesis to be tested is that there is no difference
between the two products. The variables responder rate, pGAI and iGAI scores at Visit 6/Week 24
will be tabulated with frequencies and percentage and analyzed using the Wilcoxon matched-pairs
signed rank test. Change in PCR will be tabulated with numeric statistics and analyzed via the paired
t-test.

Other efficacy variables include change in WSRS score, pGAI, iGAI, and change in PCR at
Visit 2/Week 1, Visit 3/Week 2, Visit 4/Week 4, and Visit 5/Week 12. Treatment difference with
respect to these variables will be examined using descriptive summaries.

Revised text and location: 9.4 Efficacy Evaluations: 2" and 3" paragraphs

Secondary efficacy endpoints include the responder rate, i.e., the percentage of subjects with treatment
success (defined as at least a 1-grade improvement in WSRS from baseline to Week 24), pGAI score
at Visit 6/Week 24, and iGAI score at Visit 6/Week 24. For these secondary variables, the null
hypothesis to be tested is that there is no difference between the two products. The variables
responder rate, pGAI and iGAI scores at Visit 6/Week 24 will be tabulated with frequencies and
percentage and analyzed using the Wilcoxon matched-pairs signed rank test.

Other efficacy variables include change in WSRS score, pGAI, and iGAI at Visit 2/Week 1, Visit
3/Week 2, Visit 4/Week 4, and Visit 5/Week 12. Treatment difference with respect to these variables
will be examined using descriptive summaries.
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Reason for Amendment: All sections amended pertain to the Patient Comfort Rating (PCR). This is
to correct and clarify that PCR will only be done at Visit 1 and Visit 2, if a touch-up treatment is
administered. This is also to clarify that PCR is not considered an efficacy endpoint.

9. Original text and location: Section 8.4.2 Method of Treatment Assignment, Randomization,
and/or Stratification, 3" paragraph

A unique subject number will be assigned to each subject. Each site will receive a list of
randomization code numbers and corresponding study product boxes with the same randomization
code numbers. Each eligible subject will be assigned a unique randomization code number in
ascending order.

Revised text and location: Section 8.4.2 Method of Treatment Assignment, Randomization,
and/or Stratification, 3" paragraph

A unique subject number will be assigned to each subject. Each site will receive a list of
randomization code numbers and corresponding study product boxes. Each eligible subject will be
assigned a unique randomization code number in ascending order.

Reason for Amendment: This is to clarify that the study product will not include the randomization
code number on it.

10. Original text and location: Section 8.9.5 Reporting Safety Obesrvations

Symbio contact details:

Evyan Cord-Cruz, MD Kathy Schultz Symbio, LLC

Medical Monitor Director, Clinical Operations | 21 Perry Street

Direct: 516/338-0647 or | Direct: 435/772-3154 Port Jefferson, NY 11777
631/474-8531 ext 5126 Cell: 435/632-7669 Tel: 631/474-8531

Cell: 516/982-0677 Fax: 631/474-8534

Fax: 631/474-8534

Revised Text and Location: Section 8.9.5 Reporting Safety Observations
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Symbio contact details:

Evyan Cord-Cruz, MD Shanna Smith Symbio, LLC

Medical Monitor Director, Clinical 21 Perry Street

Direct: 516/338-0647 or | Operations Port Jefferson, NY 11777
631/474-8531 ext 5126 Direct: 631-474-8531 ext Tel: 631/474-8531

Cell: 516/982-0677 2456 Fax: 631/474-8534

Fax: 631/474-8534 Cell: 215-817-0175

Reason for amendment: To reflect change in one of Symbio’s contact persons and phone numbers.
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PROTOCOL AMENDMENT 01

The protocol amendment described herein has been incorporated in Version 2.0 Amendment 01 of
Protocol No. SYM 2014-02 dated 05 May 2015.

This Protocol Amendment has been verified and approved by:

Mr. Ario Khoshbin : | Date
Managing Director
Prollenium Medical Technologies Inc.

A s o — |2y 2015
Debra A. Dow, PharmD Date

Vice President, Scientific Affairs
Symbio, LLC '
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PROTOCOL AMENDMENT 01

INVESTIGATOR STATEMENT

PROTOCOL TITLE: A Multicenter, Double-Blind, Randomized, Split-Face Study to Evaluate the
Safety and Efficacy of Revanesse® Ultra versus Restylane® for the Correction of Nasolabial Folds

I have carefully read the foregoing protocol and agree that it contains all the necessary information for
conducting this study safely. I will conduct this study in strict accordance with this protocol, ICH
Guidelines for Good Clinical Practices, the Code of Federal Regulations, the Health Insurance
Portability and Accountability Act (HIPAA) and any local regulatory requirements and will attempt to
complete the study within the time designated. I will provide access to copies of the protocol and all
other information relating to pre-clinical and prior clinical experience submitted by the sponsor to all
personnel responsible to me who participate in the study. I will discuss this information with them to
assure that they are adequately informed regarding the drug and conduct of the study. I agree to keep
records on all subject information in accordance with FDA regulations.

Principal Investigator’s Printed Name

Principal Investigator’s Signature

Date
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Protocol Amendment No. 02 Summary of Changes

Protocol No.: SYM 2014-02
Title: A Multicenter, Double-Blind, Randomized, Split-Face Study to Evaluate the
Safety and Efficacy of Revanesse® Ultra versus Restylane® for the

Correction of Nasolabial Folds

Original Protocol Date: 26 February 2015 (Version 1.0)

Amendment 01 Date: 05 May 2015 (Version 2.0)

Amendment 02 Date: 04 September 2015 (Version 3.0)

Sponsor: Prollenium Medical Technologies Inc.
138 Industrial Parkway North
Aurora Ontario
L4G 4C3
Canada
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Amendments:

1. Original text and location: Svynopsis, Study Design

At each visit, investigator and subject evaluations of the treated areas will be performed and
recorded. Visits will occur at:

Visit 1/Week 0 (Day 1) — baseline and treatment

Visit 2/Week 1 — interim visit, touch-up if the iGAI score = 3 or 4
Visit 3/Week 2 — interim visit

Visit 4/Week 4 — interim visit

Visit 5/Week 12 — interim visit

Visit 6/Week 24 — optional open-label retreatment with Revanesse Ultra; End of
Study for subjects not being retreated

Visit 7/Week 28 — follow-up for retreated subjects
Visit 8/Week 52 — End of Study for retreated subjects

Revised text and location: Synopsis, Study Design

At each visit, investigator and subject evaluations of the treated areas will be performed and
recorded. Visits will occur at:

Visit 1/Week 0 (Day 1) — baseline and treatment

Visit 2/Week 1 — interim visit, touch-up if the iGAI score = 3 or 4
Visit 3/Week 2 — interim visit

Visit 4/Week 4 — interim visit

Visit 5/Week 12 — interim visit

Visit 6/Week 24 — optional open-label retreatment with Revanesse Ultra as
needed for optimal correction; End of Study for subjects not being retreated

Visit 7/Week 28 — follow-up for retreated subjects
Visit 8/Week 52 — End of Study for retreated subjects

2. Original text and location: Study Flow Chart, Footnote A

Subjects may be retreated with open-label Revanesse Ultra on both sides of the face; for
subjects who are not retreated, Visit 6 is End of Study.
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Revised text and location: Study Flow Chart, Footnote A

Subjects may be retreated with open-label Revanesse Ultra on both sides of the face for optimal
correction; for subjects who are not retreated, Visit 6 is End of Study.

3. Original text and location: Section 6.2 Rationale for the Study and Study Design

This study is a randomized, double-blind prospective, comparative study of the efficacy and
safety of Revanesse Ultra versus the approved product Restylane in the cutaneous correction of
nasolabial folds (NLFs). Randomization will follow a 1:1 within-subject control model of
augmentation correction of NLFs. Given that the implants have been shown to not migrate, the
within-subject model is ideal and has already been shown in previous studies to detect
differences. Subjects with signs of NLFs who meet the entry criteria will be enrolled. All
subjects will be followed for efficacy and safety for 6 months. The study design is
appropriate for the indication studied. Validated methods of data collection, analysis, and
evaluation will be used.

Revised text and location: Section 6.2 Rationale for the Study and Study Design

This study is a randomized, double-blind prospective, comparative study of the efficacy and
safety of Revanesse Ultra versus the approved product Restylane in the cutaneous correction of
nasolabial folds (NLFs). Randomization will follow a 1:1 within-subject control model of
augmentation correction of NLFs. Given that the implants have been shown to not migrate, the
within-subject model is ideal and has already been shown in previous studies to detect
differences. Subjects with signs of NLFs who meet the entry criteria will be enrolled. All
subjects will be followed for efficacy and safety for 6 months. Subjects may have open-label
retreatment as needed with Revanesse Ultra at 6 months to achieve optimal correction
and will be followed for a total of 12 months. The study design is appropriate for the
indication studied. Validated methods of data collection, analysis, and evaluation will be used.

4. Original Text and Location: Section 8.1 Overall Study Design

At each visit, investigator and subject evaluations of the treated areas will be performed and
recorded. Visits will occur at:

Visit 1/Week 0 (Day 1) — baseline and treatment

Visit 2/Week 1 (+ 2 days) — interim visit, touch-up if the iGAI score = 3 or 4
Visit 3/Week 2 (£ 2 days) — interim visit

Visit 4/Week 4 (+ 4 days) — interim visit

Visit 5/Week 12 (+ 4 days) — interim visit
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Visit 6/Week 24 (+ 7 days) — optional open-label retreatment with Revanesse
Ultra for subjects; End of Study for subjects not being retreated

Visit 7/Week 28 (£ 7 days) — follow-up for retreated subjects
Visit 8/Week 52 (£ 7 days) — End of Study for retreated subjects

Revised Text and Location: Section 8.1 Overall Study Design

At each visit, investigator and subject evaluations of the treated areas will be performed and
recorded. Visits will occur at:

Visit 1/Week 0 (Day 1) — baseline and treatment

Visit 2/Week 1 (+ 2 days) — interim visit, touch-up if the iGAI score = 3 or 4
Visit 3/Week 2 (+ 2 days) — interim visit

Visit 4/Week 4 (+ 4 days) — interim visit

Visit 5/Week 12 (£ 4 days) — interim visit

Visit 6/Week 24 (+ 7 days) — optional open-label retreatment with Revanesse
Ultra for subjects as needed to achieve optimal correction; End of Study for
subjects not being retreated

Visit 7/Week 28 (£ 7 days) — follow-up for retreated subjects
Visit 8/Week 52 (£ 7 days) — End of Study for retreated subjects

5. Original Text and Location: Section 8.4.3 Optional Retreatment at 6 Months

Revised Text and Location: Section 8.4.3 Optional Retreatment at 6 Months

At Visit 6/Week 24, the subject may be retreated with Revanesse Ultra. Retreatment would be
open-label and may be administered to both sides of the face as needed to achieve optimal
correction.
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6. Original Text and Location: Section 8.7.3 Visit 6/Day 168 (week 24) Optional
Retreatment

Subjects may be retreated with Revanesse Ultra open-label on both sides of the face.

Revised Text and Location: Section 8.7.3 Visit 6/Day 168 (Week 24) Optional
Retreatment

Subjects may be retreated with Revanesse Ultra open-label on both sides of the face to achieve
optimal correction.

Reason for Amendment: Previously the protocol offered subjects optional retreatment at Week 24
with Revanesse Ultra open-label if their NLFs had returned to their baseline scores. This amendment
will allow subjects the option to be re-treated at Week 24 with Revanesse Ultra open-label on one or
both sides of the face in order to achieve optimal correction, without the requirement that their NLFs
have returned to their baseline score.
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PROTOCOL AMENDMENT 02

The protocol amendment described herein has been incorporated in Version 3.0 Amendment 02 of
Protocol No. SYM 2014-02 dated 04 SEPTEMBER 2015.

This Protocol Amendment has been verified and approved by:

ZZ//M/ 20/85

Mr. Ario Khoshbin™ Daté
Managing Director
Prollenium Medical Technologies Inc.

DAt 4 A —— . A4S pF 2015
Debra A. Dow, PharmD Date .
Vice President, Scientific Affairs

Symbio, LLC
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PROTOCOL AMENDMENT 02

INVESTIGATOR STATEMENT

PROTOCOL TITLE: A Multicenter, Double-Blind, Randomized, Split-Face Study to Evaluate the
Safety and Efficacy of Revanesse”™ Ultra versus Restylane® for the Correction of Nasolabial Folds

I have carefully read the foregoing protocol and agree that it contains all the necessary information for
conducting this study safely. I will conduct this study in strict accordance with this protocol, ICH
Guidelines for Good Clinical Practices, the Code of Federal Regulations, the Health Insurance
Portability and Accountability Act (HIPAA) and any local regulatory requirements and will attempt to
complete the study within the time designated. I will provide access to copies of the protocol and all
other information relating to pre-clinical and prior clinical experience submitted by the sponsor to all
personnel responsible to me who participate in the study. I will discuss this information with them to
assure that they are adequately informed regarding the drug and conduct of the study. I agree to keep
records on all subject information in accordance with FDA regulations.

Principal Investigator’s Printed Name

Principal Investigator’s Signature

Date
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Protocol Amendment No. 03 Summary of Changes

Protocol No.: SYM 2014-02
Title: A Multicenter, Double-Blind, Randomized, Split-Face Study to Evaluate the
Safety and Efficacy of Revanesse® Ultra versus Restylane® for the

Correction of Nasolabial Folds

Original Protocol Date: 26 February 2015 (Version 1.0)

Amendment 01 Date: 05 May 2015 (Version 2.0)

Amendment 02 Date: 04 September 2015 (Version 3.0)
Amendment 03 Date: 28 October 2015 (Version 4.0)

Sponsor: Prollenium Medical Technologies Inc.
138 Industrial Parkway North
Aurora Ontario
L4G 4C3
Canada
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Amendments:

1. Original text and location: Svynopsis, Study Design

At each visit, investigator and subject evaluations of the treated areas will be performed and
recorded. Visits will occur at:

Visit 1/Week 0 (Day 1) — baseline and treatment

Visit 2/Week 1 — interim visit, touch-up if the iGAI score = 3 or 4
Visit 3/Week 2 — interim visit

Visit 4/Week 4 — interim visit

Visit 5/Week 12 — interim visit

Visit 6/Week 24 — optional open-label retreatment with Revanesse Ultra as
needed for optimal correction; End of Study for subjects not being retreated

Visit 7/Week 28 — follow-up for retreated subjects
Visit 8/Week 52 — End of Study for retreated subjects

Revised text and location: Synopsis, Study Design

At each visit, investigator and subject evaluations of the treated areas will be performed and
recorded. Visits will occur at:

Visit 1/Week 0 (Day 1) — baseline and treatment

Visit 2/Week 1 — interim visit, touch-up if the iGAI score = 3 or 4
Visit 3/Week 2 — interim visit

Visit 4/Week 4 — interim visit

Visit 5/Week 12 — interim visit

Visit 6/Week 24 — optional open-label retreatment with Revanesse Ultra for
subjects who have returned to baseline WSRS score or as needed for
optimal correction if WSRS scores have not returned to baseline; End of
Study for subjects not being retreated

Visit 7/Week 28 — follow-up for retreated subjects

Visit 8/Week 52 — End of Study for retreated subjects

2. Original text and location: Study Flow Chart, Footnote A

Subjects may be retreated with open-label Revanesse Ultra on both sides of the face for
optimal correction; for subjects who are not retreated, Visit 6 is End of Study.
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Revised text and location: Study Flow Chart, Footnote A
Subjects may be retreated with open-label Revanesse Ultra if scores have returned to

baseline or to achieve optimal correction if the baseline scores have not returned to
baseline; for subjects who are not retreated, Visit 6 is End of Study.

3. Original text and location: Section 6.2 Rationale for the Study and Study Design

This study is a randomized, double-blind prospective, comparative study of the efficacy and
safety of Revanesse Ultra versus the approved product Restylane in the cutaneous correction of
nasolabial folds (NLFs). Randomization will follow a 1:1 within-subject control model of
augmentation correction of NLFs. Given that the implants have been shown to not migrate, the
within-subject model is ideal and has already been shown in previous studies to detect
differences. Subjects with signs of NLFs who meet the entry criteria will be enrolled. All
subjects will be followed for efficacy and safety for 6 months. Subjects may have open-label
retreatment as needed with Revanesse Ultra at 6 months to achieve optimal correction and will
be followed for a total of 12 months. The study design is appropriate for the indication

studied. Validated methods of data collection, analysis, and evaluation will be used.

Revised text and location: Section 6.2 Rationale for the Study and Study Design

This study is a randomized, double-blind prospective, comparative study of the efficacy and
safety of Revanesse Ultra versus the approved product Restylane in the cutaneous correction of
nasolabial folds (NLFs). Randomization will follow a 1:1 within-subject control model of
augmentation correction of NLFs. Given that the implants have been shown to not migrate, the
within-subject model is ideal and has already been shown in previous studies to detect
differences. Subjects with signs of NLFs who meet the entry criteria will be enrolled. All
subjects will be followed for efficacy and safety for 6 months. Subjects may have open-label
retreatment as needed with Revanesse Ultra at 6 months if their baseline WSRS scores
have returned to baseline, or as needed to achieve optimal correction if their baseline
WSRS scores have not returned to baseline and will be followed for a total of 12 months.
The study design is appropriate for the indication studied. Validated methods of data
collection, analysis, and evaluation will be used.
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4. Original Text and Location: Section 8.1 Overall Study Design

At each visit, investigator and subject evaluations of the treated areas will be performed and
recorded. Visits will occur at:

Visit 1/Week 0 (Day 1) — baseline and treatment

Visit 2/Week 1 (+ 2 days) — interim visit, touch-up if the iGAI score = 3 or 4
Visit 3/Week 2 (£ 2 days) — interim visit

Visit 4/Week 4 (+ 4 days) — interim visit

Visit 5/Week 12 (+ 4 days) — interim visit

Visit 6/Week 24 ( 7 days) — optional open-label retreatment with Revanesse
Ultra for subjects as needed to achieve optimal correction; End of Study for
subjects not being retreated

Visit 7/Week 28 (£ 7 days) — follow-up for retreated subjects
Visit 8/Week 52 (£ 7 days) — End of Study for retreated subjects

Revised Text and Location: Section 8.1 Overall Study Design

At each visit, investigator and subject evaluations of the treated areas will be performed and
recorded. Visits will occur at:

Visit 1/Week 0 (Day 1) — baseline and treatment

Visit 2/Week 1 (+ 2 days) — interim visit, touch-up if the iGAI score = 3 or 4
Visit 3/Week 2 (£ 2 days) — interim visit

Visit 4/Week 4 (£ 4 days) — interim visit

Visit 5/Week 12 (+ 4 days) — interim visit

Visit 6/Week 24 (x 7 days) — optional open-label retreatment with
Revanesse Ultra for subjects if their baseline WSRS scores have returned
to baseline, or as needed to achieve optimal correction if their baseline
WSRS scores have not returned to baseline; End of Study for subjects not
being retreated

Visit 7/Week 28 (£ 7 days) — follow-up for retreated subjects
Visit 8/Week 52 (£ 7 days) — End of Study for retreated subjects
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5. Original Text and Location: Section 8.4.3 Optional Retreatment at 6 Months

At Visit 6/Week 24, the subject may be retreated with Revanesse Ultra. Retreatment would be
open-label and may be administered to both sides of the face as needed to achieve optimal
correction.

Revised Text and Location: Section 8.4.3 Optional Retreatment at 6 Months

At Visit 6/Week 24, the subject may be retreated with Revanesse Ultra, and treatment will be
open-label. Subjects will be eligible for retreatment when WSRS scores have returned to
baseline for either or both NLFs. If scores have not returned to baseline, subjects are
also eligible to be injected for either one or both NLFs as needed to achieve optimal
correction. The retreatment group and the optimal correction group will be separated
for data analysis.

6. Original Text and Location: Section 8.7.3 Visit 6/Day 168 (week 24) Optional
Retreatment

Subjects may be retreated with Revanesse Ultra open-label on both sides of the face to achieve
optimal correction (Section 8.4.3)

Revised Text and Location: Section 8.7.3 Visit 6/Dayv 168 (Week 24) Optional
Retreatment

Subjects may be retreated with Revanesse Ultra open-label on both sides of the face if their
WSRS scores have returned to baseline or to achieve optimal correction (Section 8.4.3)

Reason for Amendment: Previously the protocol offered subjects optional retreatment at Week 24
with Revanesse Ultra open-label in order to achieve optimal correction. This amendment will allow
subjects the option to be re-treated at Week 24 with Revanesse Ultra open-label on one or both sides
of the face when their WSRS scores have returned to baseline, or in order to achieve optimal
correction if their NLFs have returned to their baseline score. The retreatment group and the optimal
correction group will be separated for data analysis.
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PROTOCOL AMENDMENT 03

The protocol amendment described herein has been incorporated in Version 4.0 Amendment 03 of
Protocol No. SYM 2014-02 dated 28 OCTOBER 2015.

This Protocol Amendment has been verified and approved by:

Mr. Ario Khoshbin _ Date
Managing Director
Prollenium Medical Technologies Inc.

T a @ | d— 2900+ 2015

Debra A. Dow, PharmD Date
Vice President, Scientific Affairs
Symbio, LLC
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PROTOCOL AMENDMENT 03

INVESTIGATOR STATEMENT

PROTOCOL TITLE: A Multicenter, Double-Blind, Randomized, Split-Face Study to Evaluate the
Safety and Efficacy of Revanesse”™ Ultra versus Restylane® for the Correction of Nasolabial Folds

I have carefully read the foregoing protocol and agree that it contains all the necessary information for
conducting this study safely. I will conduct this study in strict accordance with this protocol, ICH
Guidelines for Good Clinical Practices, the Code of Federal Regulations, the Health Insurance
Portability and Accountability Act (HIPAA) and any local regulatory requirements and will attempt to
complete the study within the time designated. I will provide access to copies of the protocol and all
other information relating to pre-clinical and prior clinical experience submitted by the sponsor to all
personnel responsible to me who participate in the study. I will discuss this information with them to
assure that they are adequately informed regarding the drug and conduct of the study. I agree to keep
records on all subject information in accordance with FDA regulations.

Principal Investigator’s Printed Name

Principal Investigator’s Signature

Date
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1 TITLE PAGE

Title: A Multicenter, Double-Blind, Randomized, Split-Face Study

to Evaluate the Safety and Efficacy of Revanesse” Ultra
versus Restylane® for the Correction of Nasolabial Folds

Protocol No.: SYM 2014-02

Sponsor: Prollenium Medical Technologies Inc.
138 Industrial Parkway North
Aurora Ontario

L4G 4C3

Canada
Protocol Version: 4.0
Amendment No.: 03

Current Protocol Version 28 October 2015
Date:

Previous Versions of the Version 1.0 dated 26 February 2015

Protocol: Version 2.0 dated 05 May 2015
Version 3.0 dated 03 September 2015

The information contained in this document is privileged and confidential and is the
property of Prollenium Medical Technologies Inc. Nothing herein is to be reproduced,
published or disclosed to others, in any form, without the prior express written consent of
Prollenium Medical Technologies Inc. Persons to whom this, or any information related to
the contents of this document, is to be disclosed must be informed that the information is
privileged and confidential and must not be further disclosed by them.
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2 SPONSOR/CRO SIGNATURE PAGE
PROTOCOL NUMBER: SYM 2014-02
PROTOCOL VERSION: 4.0
AMENDMENT NO.: 03
- PROTOCOL DATE: 28 October 2015
PROTOCOL TITLE: A Multicenter, Double-Blind, Randomized, Split-Face Study to

Evaluate the Safety and Efficacy of Revanesse® Ultra versus
Restylane® for the Correction of Nasolabial Folds

Signatures of the following individuals indicate that all agree this version is final.

@6

Mr. Ario Khoshbin Date
Managing Director
Prollenium Medical Technologies Inc.

AP R Y oe— 290cF 2015

Debra A. Dow, PharmD Date
Vice President, Scientific Affairs '
Symbio, LLC
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3 SYNOPSIS AND STUDY FLOW CHART

3.1 Synopsis

Title of Study: A Multicenter, Double-Blind, Randomized, Split-Face Study to Evaluate the
Safety and Efficacy of Revanesse” Ultra versus Restylane® for the Correction of Nasolabial
Folds

Name of Sponsor: Prollenium Medical Technologies Inc.

Name of Finished Product: Revanesse® Ultra

Device Composition: Hyaluronic acid gel

Objectives: To compare the safety and efficacy profiles of Revanesse® Ultra to Restylane™
for subjects undergoing correction of nasolabial folds (NLFs)

Study Design: This is a randomized, multicenter, double-blind, split-face study in subjects
seeking nasolabial fold correction. Subjects will be treated with Revanesse Ultra in the NLF
on one side of the face and Restylane in the NLF on the other side of the face. The side of the
face for each study product will be randomly assigned. The investigator and the subject will
be blinded to the treatment; injections of the study product will be performed by an unblinded
injecting investigator.
At each visit, investigator and subject evaluations of the treated areas will be performed and
recorded. Visits will occur at:

Visit 1/Week 0 (Day 1) — baseline and treatment

Visit 2/Week 1 — interim visit, touch-up if the iGAI score = 3 or 4

Visit 3/Week 2 — interim visit

Visit 4/Week 4 — interim visit

Visit 5/Week 12 — interim visit

Visit 6/Week 24 — optional open-label retreatment with Revanesse Ultra
for subjects who have returned to baseline WSRS score or as needed for
optimal correction if WSRS scores have not returned to baseline; End of
Study for subjects not being retreated

Visit 7/Week 28 — follow-up for retreated subjects
Visit 8/Week 52 — End of Study for retreated subjects
Evaluations include:
Wrinkle Severity Rating Scale (WSRS)
Patient Global Aesthetic Improvement (pGAI)
Investigator Global Aesthetic Improvement (1IGAI)
Safety will be assessed by monitoring adverse events (AEs) at all study
visits.
Other evaluations include Patient Comfort Rating (PCR) and
Investigator Ease of Use Assessment.

A telephone contact will also be performed at Week 40 for subjects who have been re-treated.
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Number of Study Centers: Approximately 5 sites in the United States

Duration of Participation: Subjects who are not retreated will participate in the study for
approximately 24 weeks and subjects who are retreated at 24 weeks will participate in the
study for approximately 52 weeks from the time they sign the informed consent form (ICF)
through the final contact.

Duration of Study: The study will require approximately 24 months from the beginning to
the end of the study (first subject signing the ICF to last contact with last subject).

Number of Subjects: Approximately 163 subjects will be randomized.

Inclusion Criteria

1. Men or women 22 years of age or older.

2. Two fully visible bilateral nasolabial folds each with a Wrinkle Severity Rating Scale
Score of 3 or 4 that may be corrected with an injectable dermal filler.

3. If female and of childbearing potential, a negative urine pregnancy test and agree to use
adequate contraception.

4. Ability to understand and comply with the requirements of the study.

5. Willingness and ability to provide written informed consent.

6. Agree to refrain from seeking other treatment for this condition during the study.

Exclusion Criteria

1. Wrinkle Severity Rating Scale Score of <2 on the right or left nasolabial fold.

2. Women who are pregnant or lactating.

3. Received prior dermabrasion, facelift, or Botox under the orbital rim within 6 months
(180 days) prior to entry into the study.

4. Previous tissue augmentation (bulking agents) for facial wrinkles and scars within

6 months (180 days) at the proposed injection sites.

Previous tissue augmentation with permanent implants.

Evidence of scar-related disease or delayed healing activity within the past 1 year.

Scars at the intended treatment sites.

History of keloid formation or hypertrophic scars.

Any infection or wound on the face.

0. Allergic history including anaphylaxis or multiple severe allergies to natural rubber

latex or lidocaine.

11. Aspirin or nonsteroidal anti-inflammatory drugs within 1 week (7 days) prior to
treatment.

12. Concomitant anticoagulant therapy, antiplatelet therapy, or history of bleeding
disorders or connective tissue disorders.

13. Over-the-counter (OTC) wrinkle products or prescription wrinkle treatments within
4 weeks (28 days) prior to treatment and throughout the study.

14. Immunocompromised or immunosuppressed.

15. Clinically significant organic disease including clinically significant cardiovascular,
hepatic, pulmonary, neurologic, or renal disease or other medical condition, serious
intercurrent illness, or extenuating circumstance that, in the opinion of the investigator,
preclude participation in the trial.

=00
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16. Received any investigational product within 30 days.

17. Facial tattoo that may interfere with diagnosis.

18. Systemic (oral/injectable) corticosteroids or immunosuppressive medications within
30 days prior to treatment and topical steroids on the face within 14 days prior to
treatment start and throughout the study.

Test product: Revanesse Ultra: a clear, colorless gel in 1.0 mL pre-filled syringes with
25 mg/mL of stabilized hyaluronic acid.

Comparator product: Restylane: a clear, colorless gel in 1.0 mL pre-filled syringes with
20 mg/mL of stabilized hyaluronic acid.

The injection will be given intradermally and for best results should be injected in the
mid-dermis.
Statistical Methods:

Sample Size Determination: Approximately 63 per-protocol (PP) subjects will supply a
power of 85% with respect to change from baseline to Month 6 in WSRS score based on the
following:

e The non-inferiority limit is 0.50. If the upper bound of the 95% confidence interval
(CI) treatment difference (Comparator — Test) is less than 0.50 for the PP population,
the Test product will be claimed to be non-inferior to the Comparator product.

e The difference between Comparator and Test (i.e., Comparator — Test) has a mean
value of 0, with a standard deviation of 1.30.

A total of 163 subjects will be randomized in the study to provide adequate data for
monitoring safety of the study product.

Analysis Populations:

Intent-to-treat (ITT) (safety) population: All randomized subjects who received study product.
Modified intent-to-treat (mITT): All randomized subjects who met the inclusion/exclusion
criteria, were randomized, received both study products, and returned for at least 1 post-
injection assessment of WSRS score from both sides of the face.

Per-protocol (PP): All randomized subjects who met all inclusion/exclusion criteria; received
both study products; completed Visit 6/Week 24 within the specified window, had data on

WSRS score from both sides of the face, and had no significant protocol violations that would
affect the treatment evaluation.

Efficacy analyses will be performed on the mITT and PP populations. Safety analyses will be
performed on the ITT population.

Efficacy Analysis:

The primary efficacy variable is change from Baseline to Visit 6/Week 24 in WSRS score.
Summary statistics (mean, SD, minimum, median, maximum) and 95% CI will be presented
for the changes scores for each treatment and for the difference in change scores between the
two treatment groups (Comparator minus Test). The 95% CI for the difference between
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treatments will be constructed using the paired t-test. If the upper bound of this 95% Cl is less
than the pre-specified non-inferiority limit (i.e. 0.50), the Test product will be claimed to be
non-inferior to the Comparator product.

Secondary efficacy endpoints are the responder rate, i.e. the percentage of subjects with
treatment success (defined as at least a 1-grade improvement in WSRS from baseline to
Week 24), pGAI score at Visit 6/Week 24, and iGAI score at Visit 6/Week 24. For these
secondary variables, the null hypothesis to be tested is that there is no difference between the
two products. The variables responder rate, pGAI and iGAI scores at Visit 6/Week 24 will be
tabulated with frequencies and percentage and analyzed using the Wilcoxon matched-pairs
signed rank test.

Other efficacy variables include change in WSRS score, pGAI, and iGAI at Visit 2/Week 1,
Visit 3/Week 2, Visit 4/Week 4, and Visit 5/Week 12. Treatment difference with respect to
these variables will be examined using descriptive summaries.

All efficacy analyses will be performed for both the PP and mITT populations. For the primary
endpoint, the results from PP are considered definitive and those from mITT supportive.

Safety Analysis:

Adverse events will be coded to system organ class and preferred terms using the Medical
Dictionary for Regulatory Activities (MedDRA, Version 15.1 or higher).

Frequency and percent of subjects reporting treatment-emergent adverse events (TEAEs) of
injection site reactions will be tabulated for each treatment by preferred terms, and further by
severity. In summaries of severity, subjects reporting more than one event in a treatment arm
that are mapped to the same preferred term will be counted only once in that treatment arm
under the strongest severity.

For other AEs where an association with either treatment may not be clearly identified,
including systemic TEAEs, frequency and percent of subjects will be tabulated to treated
subjects as one group by preferred terms and system organ class, and further by severity and
relationship to study device. In summaries of severity and relationship, subjects who reported
more than one event that are mapped to the same preferred term will be counted only once
under the strongest severity and relationship.

Adverse events will be summarized using the ITT population.

Interim Analysis: No formal interim analysis is planned.

Confidential
Page 36 of 88



Prollenium Medical Technologies Inc.

SYM 2014-02
Revanesse® Ultra

Page 7 of 58

Version: 4.0 Amendment 03
28 October 2015

3.2 Study Flow Chart
Retreated Subjects Only
Visit Number Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 Visit 6° Visit 7 Phone Visit 8
contact
Scheduled Day | Day 1 Day 7 Day 14 Day 28 Day 84 Day 168 Day 196 Day 280 Day 364 Unsched
(Week) (Week 0) | (Week 1) (Week 2) (Week4) | (Week 12) | (Week 24) | (Week 28) | (Week40) | (Week 52) | Visit
Scheduling Window none + 2 days + 2 days + 4 days + 4 days + 7 days + 7 days + 7 days + 7 days
Informed consent X
Medical history/ demographics X
Physical examination (including X
vital signs)
Concomitant Medication/ X X X X X X X X X X
Treatment
Inclusion/exclusion criteria X
review
Urine pregnancy test’ X
Wrinkle Severity Rating Scale X X X X X X X X X°
(WSRS)
Randomization X
Treatment with study products X x?
Investigator Ease of Use X
Patient Comfort Rating (PCR) X X4
Evaluation for touch-up X
Patient GAI (pGAI) X X X X X X X X°
Investigator GAI (iGAT) X X X X X X X X°
Adverse event assessment X X X X X X X X X X
Subject Diary Dispense Review/ Collect Collect ° Dispense” Collect®
Dispense®
Schedule/confirm next visit X X X X X x? X X X°

a  Subjects may be retreated with open-label Revanesse Ultra if scores have returned to baseline or to achieve optimal correction if the baseline scores have not returned to baseline; for subjects who
are not retreated, Visit 6 is End of Study.

If applicable.

¢ For women of childbearing potential, to be completed prior to enrollment.

d  For subjects who receive a touch-up treatment
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5 LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS
Term Definition
AE adverse event
CFR Code of Federal Regulations
CI confidence interval
CRF case report form
DCF data correction form
FDA Food and Drug Administration
GCP Good Clinical Practice
HA hyaluronic acid
ICF informed consent form
ICH International Conference on Harmonisation
IEC Independent Ethics Committee
1GAI Investigator Global Aesthetic Improvement
IRB Institutional Review Board
ITT intent-to-treat
IUD intrauterine device
max maximum
MedDRA Medical Dictionary for Regulatory Activities
min minimum
mlITT modified intent-to-treat
NI non-inferiority
NLF nasolabial fold
OTC over-the-counter
PCR Patient Comfort Rating
pGAI Patient Global Aesthetic Improvement
PI principal investigator
PP per-protocol
SAE serious adverse event
SAR suspected adverse reaction
SD standard deviation
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Term Definition
TEAE treatment-emergent adverse event
uUsS United States
WHO World Health Organization
WSRS Wrinkle Severity Rating Scale
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6 INTRODUCTION

6.1 Background

Revanesse Ultra is a stabilized hyaluronic acid (HA) dermal filler that is commercially available
in Canada and several European countries. The purpose of this study is to compare the efficacy
and safety of Revanesse Ultra versus Restylane, which is also a commercially available
stabilized HA dermal filler.

Details about specific benefits and risks for subjects participating in this study may be found in
the Appendix (product labeling) and consent documents for this study.

The study will be conducted in compliance with the protocol, Good Clinical Practice (GCP), and
all applicable regulatory requirements.

6.2 Rationale for the Study and Study Design

This study is a randomized, double-blind prospective, comparative study of the efficacy and
safety of Revanesse Ultra versus the approved product Restylane in the cutaneous correction of
nasolabial folds (NLFs). Randomization will follow a 1:1 within-subject control model of
augmentation correction of NLFs. Given that the implants have been shown to not migrate, the
within-subject model is ideal and has already been shown in previous studies to detect
differences. Subjects with signs of NLFs who meet the entry criteria will be enrolled. All
subjects will be followed for efficacy and safety for 6 months. Subjects may have open-label
retreatment as needed with Revanesse Ultra at 6 months if their baseline WSRS scores have
returned to baseline, or as needed to achieve optimal correction if their baseline WSRS scores
have not returned to baseline and will be followed for a total of 12 months. The study design is
appropriate for the indication studied. Validated methods of data collection, analysis, and
evaluation will be used.

7 STUDY OBJECTIVES

The objectives of this study are to compare the safety and efficacy profiles of Revanesse Ultra to
Restylane for subjects undergoing correction of NLFs.

8 INVESTIGATIONAL PLAN
8.1 Overall Study Design

This is a randomized, multicenter, double-blind, split-face study in subjects seeking NLF
correction. Subjects will be treated with Revanesse Ultra in the NLF on one side of the face and
Restylane in the NLF on the other side of the face. The side of the face for each product will be
randomly assigned. The investigator performing the evaluations and the subject will be blinded
to the treatment; injections of the study product will be performed by an unblinded injecting
investigator.

Approximately 163 subjects will be randomized at approximately 5 study sites in the United
States (US).
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At each visit, investigator and subject evaluations of the treated areas will be performed and
recorded. Visits will occur at:

Visit 1/Week 0 (Day 1) — baseline and treatment

Visit 2/Week 1 (+ 2 days) — interim visit, touch-up if the iGAI score = 3 or
4

Visit 3/Week 2 (+ 2 days) — interim visit

Visit 4/Week 4 (+ 4 days) — interim visit

Visit 5/Week 12 (+ 4 days) — interim visit

Visit 6/Week 24 (+ 7 days) — optional open-label retreatment with
Revanesse Ultra for subjects if their baseline WSRS scores have returned
to baseline, or as needed to achieve optimal correction if their baseline

WSRS scores have not returned to baseline; End of Study for subjects not
being retreated

Visit 7/Week 28 (£ 7 days) — follow-up for retreated subjects
Visit 8/Week 52 (£ 7 days) — End of Study for retreated subjects

A telephone contact will also be performed at Week 40 (+ 7 days) for retreated subjects to assess
adverse events and concomitant medications.

Evaluations include Wrinkle Severity Rating Scale (WSRS), Patient Global Aesthetic
Improvement (pGAI), and Investigator Global Aesthetic Improvement (1IGAI). Safety will be
assessed by monitoring adverse events (AEs) at all study visits. Other evaluations include the
Patient Comfort Rating (PCR) and Investigator Ease of Use Assessment. A diary card will be
dispensed to each enrolled subject at Visit 1/Day 1. The subject will be instructed to complete
the diary card to record any AEs experienced for the first 2 weeks after treatment.

8.2 Beginning and End of Study

A subject is considered to be enrolled in the study when he/she has provided written informed
consent and has been randomized to treatment.

A subject who is not retreated at Week 24 is considered to have completed the study after he/she
has completed Visit 6/Week 24. A subject who is retreated at Week 24 is considered to have
completed the study after he/she has completed Visit 8/ Week 52.

A subject is considered to have withdrawn after he/she has withdrawn consent or has been
withdrawn under the conditions specified in Section 8.3.3.

A subject is considered to have been lost to follow-up if he/she cannot be contacted by the
investigator. The investigator will document efforts to attempt to reach the subject twice by
telephone and will send a certified letter before considering the subject lost to follow-up. The
end of participation for a subject lost to follow-up is documented as the date of the certified
letter.

Each subject will be monitored for the occurrence of AEs, including serious adverse events
(SAEs), starting immediately after the subject has signed the informed consent form (ICF). Each
subject will be followed for safety monitoring until he/she is discharged from the study.
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Follow-up procedures related to pregnancy, AEs, or SAEs may continue beyond the end of the
study.

Each subject will participate in the study for approximately 24 weeks (if not retreated at
Week 24) or approximately 52 weeks (if retreated at Week 24) from the time he/she signs the
ICF through the final contact. After determination of eligibility at Visit 1/Day 1, each subject
will be treated with Revanesse Ultra and Restylane.

It is anticipated that the duration of this study will be 24 months.
8.3 Study Population

Approximately 163 healthy males and females at least 22 years of age and with NLFs will be
selected to participate in the study.

8.3.1 Inclusion Criteria
Subjects must meet all of the following criteria to be eligible for the study:
1. Men or women 22 years of age or older.

2. Two fully visible bilateral nasolabial folds each with a Wrinkle Severity Rating Scale
Score of 3 or 4 that may be corrected with an injectable dermal filler.

3. If female and of childbearing potential, a negative urine pregnancy test and agree to use
adequate contraception. Female subjects of childbearing potential (excluding women
who are surgically sterilized or postmenopausal for at least 2 years) must have a negative
urine pregnancy test and must be willing to use a medically accepted method of
contraception during the study. The following are considered acceptable methods of
birth control for the purpose of this study: oral contraceptives, contraceptive patches,
contraceptive implant, vaginal contraceptive, double barrier methods (e.g., condom and
spermicide), contraceptive injection (Depo-Provera®), intrauterine device (IUD),
hormonal IUD (Mirena®), and abstinence with a documented second acceptable method
of birth control if the subject becomes sexually active. Subjects entering the study who
are on hormonal contraceptives must have been on the method for at least 90 days prior
to the study and continue the method for the duration of the study. Subjects who had
used hormonal contraception and stopped must have stopped no less than 90 days prior to
Visit 1/Day 1.

4. Ability to understand and comply with the requirements of the study.

5. Willingness and ability to provide written informed consent.

6. Agree to refrain from seeking other treatment for this condition during the study.
8.3.2 Exclusion Criteria
Subjects who meet any of the following criteria will be excluded from the study:

1. Wrinkle Severity Rating Scale Score of <2 on the right or left nasolabial fold.

2. Women who are pregnant or lactating.

3. Received prior dermabrasion, facelift, or Botox below the orbital rim within 6 months
(180 days) prior to entry into the study.
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4. Previous tissue augmentation (bulking agents) for facial wrinkles and scars within

A

11.

12.

13.

14.
15.

16.

17.
18.

8.3.3

6 months (180 days) at the proposed injection sites.

Previous tissue augmentation with permanent implants.

Evidence of scar-related disease or delayed healing activity within the past 1 year.
Scars at the intended treatment sites.

History of keloid formation or hypertrophic scars.

Any infection or wound on the face.

. Allergic history including anaphylaxis or multiple severe allergies to natural rubber latex

or lidocaine.

Aspirin or nonsteroidal anti-inflammatory drugs within 1 week (7 days) prior to
treatment.

Concomitant anticoagulant therapy, antiplatelet therapy, or history of bleeding disorders
or connective tissue disorders.

Over-the-counter (OTC) wrinkle products or prescription wrinkle treatments within
4 weeks (28 days) prior to treatment and throughout the study.

Immunocompromised or immunosuppressed.

Clinically significant organic disease including clinically significant cardiovascular,
hepatic, pulmonary, neurologic, or renal disease or other medical condition, serious
intercurrent illness, or extenuating circumstance that, in the opinion of the investigator,
preclude participation in the trial.

Received any investigational product within 30 days of signing the Informed Consent
Form.

Facial tattoo that may interfere with diagnosis.

Systemic (oral/injectable) corticosteroids or immunosuppressive medications within
30 days prior to treatment and topical steroids on the face within 14 days prior to
treatment start and throughout the study.

Subject Withdrawal Criteria

A subject may withdraw from the study at any time for any reason.

A subject will be withdrawn from the study if his/her safety or well-being is determined to be at
risk. Withdrawal will be made at the discretion of the investigator or at the subject’s request.

A subject must withdraw from the study for any of the following reasons:

The subject or legal representative withdraws consent
The subject’s product code is unblinded

There is a significant protocol violation
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A subject may be withdrawn from the study for any of the following reasons:
e Lost to follow-up
e Investigator discretion

Withdrawal is permanent; after a subject has been withdrawn, he/she will not be allowed to
enroll again.

If a subject is withdrawn from the study for any reason, the End of Study or Early Termination
procedures (Visit 6/Week 24 for subjects who are not retreated at Week 24 or Visit 8/Week 52
for subjects who are retreated at Week 24) should be completed and any outstanding data and
study product should be collected. Data, including the date and primary reason for withdrawal,
must be documented on the End of Study case report form (CRF) and source document.

If a subject withdraws from the study at any time due to an AE, the reason for withdrawal, the
nature of the AE, and its clinical course must be fully documented. The investigator must strive
to follow the subject until the AE has resolved, become clinically insignificant, is stabilized, or
the subject is lost to follow-up. For any SAE, follow procedures provided in Section 8.9.5

8.3.4 Replacement of Subjects
A subject who withdraws from the study will not be replaced.
8.4 Treatments

The investigator will take responsibility for and will take all steps to maintain appropriate
records and ensure appropriate supply, handling, storage, distribution, and use of study materials
in accordance with the protocol and any applicable laws and regulations.

8.4.1 Dosage and Formulations
The test and comparator products will be provided by the sponsor as follows.

Test product: Revanesse Ultra: a clear, colorless gel in 1.0 mL pre-filled syringes with
25 mg/mL of stabilized hyaluronic acid.

Comparator product: Restylane: a clear, colorless gel in 1.0 mL pre-filled syringes with
20 mg/mL of stabilized hyaluronic acid.

8.4.2 Method of Treatment Assignment, Randomization, and/or Stratification

Every subject will receive Revanesse Ultra on one side of the face and Restylane on the other
side of the face. The side of the face treated with either product will vary from subject to subject
based on the randomization assignment made at Visit 1/Day 1.

Subjects who satisfy all of the inclusion and none of the exclusion criteria will be randomized
with respect to which side of the face receives which treatment. Randomization will be
performed according to a computer-generated randomization scheme. The randomization
scheme will be generated and maintained by an independent third party. A sealed copy of the
randomization scheme should be retained at each site and should be available to regulatory
authorities at the time of site inspection to allow for verification of the treatment identity for each
subject.
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A unique subject number will be assigned to each subject. Each site will receive a list of
randomization code numbers and corresponding study product boxes. Each eligible subject will
be assigned a unique randomization code number in ascending order.

No stratification based on age, sex, or other characteristics will be performed.
8.4.3 Administration of Dose for Each Subject

Subjects are physically masked (blindfolded) just prior to and during all injection procedures to
prevent observation of the syringes containing study product.

Injections of the study product are performed by the unblinded injecting investigator. The
blinded evaluator is not allowed to retrieve study supplies or to be present during opening of the
study supplies or during the injections. The injecting investigator is not to have any discussion
with the blinded evaluator or subjects regarding the treatments.

Up to a maximum of 2.0 mL (2 pre-filled syringes) will be used per treatment on each nasolabial
fold similar to the comparator agent based on previous studies and common clinical practice.

The injection will be given intradermally and for best results should be injected in the
mid-dermis. The treatment technique and the volume per treatment should be as similar as
possible on both sides of the face.

For many patients with moderate NLFs, one syringe will be adequate per NLF. Based on the
1GAI score at that time, a touch-up treatment may be administered at Visit 2/Week 1.

For this study, topical anesthetic will not be used. Ice may be applied before the treatment if the
injecting investigator deems it necessary. The same technique should be used on both sides of
the face. Using the nondominant hand to apply gentle downward traction to the inferiormost
aspect of the fold to immobilize it, the dominant hand is used to inject filler. Steadying the
injecting hand on the mandible or the other hand, the linear threading technique is most easily
used to deposit the filler beneath the fold and efface it.

The peri-alar sulcus, a triangular shaped concavity at the upper end of the fold, may be more
effectively filled with the fanning technique of implantation, where two or three threads are
deposited in a fan-like array. Wide portions of the fold may require several threads placed side
by side, with gentle massage after each thread is placed.

Treatment of this area is generally easy and straightforward. Notice that the fold is partially
formed by prominent cheek tissue that is lateral to it, with the fold becoming more prominent as
the cheek becomes more protuberant. Therefore, injections should stay medial to the fold to fill

it. Injecting lateral to the fold, in the excessive cheek tissue, can actually tend to accentuate the
fold.

Bruising is the most common side effect in this area and usually resolves in 5 to 7 days. The
facial artery runs below the fold and necrosis is possible, although rare.

Implantation Technique

After removing any make-up, the area to be treated should be cleansed with an alcohol prep pad
or some other antiseptic. It is useful to avoid having the subject completely recline as the
contours of some facial folds change in the supine position.
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The viscosity of stabilized HA gel fillers decreases with increasing temperature. The syringe
should be warmed in the hand for a few minutes prior to injection. Use the syringes labeled
LEFT to treat the left NLF and the syringe labeled RIGHT to treat the right NLF.

Before injecting the subject, push the plunger forward to feel the intrinsic resistance of the filler
moving through the needle, until a small droplet appears at the needle tip. Wipe off the droplet
with a sterile pad and begin injection.

The linear threading technique is probably the most commonly used. Holding the syringe
parallel to the length of the NLF to be treated, pierce the skin and advance the needle to its fullest
extent. Then, while slowly withdrawing the needle, apply even pressure on the plunger to
dispense material into dermis. Relieve pressure just before withdrawing the needle from the skin
to avoid leakage. Several successive “threads” below, above, or beside previous injections may
be required to fill larger folds.

Enter the skin with a needle angle of 30°, 45°, or parallel to the skin. It is recommended to keep
the needle bevel up so the tip of the needle is seen and more precisely controlled where the skin
is pierced. Keep the tip of the needle at constant depth during implantation, depositing all filler
material within the same plane to get even results. The depth of needle placement (and thus filler
implantation) should be mid-dermis for NLFs, where the needle’s contour should be visible
through the subject’s skin, but the needle’s color is not visible.

After injection, manually massage the area gently to smooth out any nodular or uneven areas,
and ensure the implanted material conforms to the contour of surrounding tissues. Using an ice
pack or other cold compress can help to minimize swelling and alleviate post injection
discomfort.

The subject should be injected so that an optimal correction is achieved. If overcorrected,
massage firmly between fingers or against underlying bone to obtain optimal results.
Approximately 20% overcorrection can be massaged out; more will lead to a persistent unwanted
cosmetic result.

Optional Retreatment at 6 Months

At Visit 6/Week 24, the subject may be retreated with Revanesse Ultra, and treatment will be
open-label. Subjects will be eligible for retreatment when WSRS scores have returned to
baseline for either or both NLFs. If scores have not returned to baseline, subjects are also
eligible to be injected for either one or both NLFs as needed to achieve optimal correction. The
retreatment group and the optimal correction group will be separated for data analysis.

8.4.4 Blinding of Study Product

Injections of the study product prior to Week 24 are performed by the unblinded injecting
investigator. The blinded evaluator is not allowed to retrieve study supplies or to be present
during opening of the study supplies or during the injections. The injecting investigator is not to
have any discussion with the blinded evaluator or subjects regarding the treatments.

Subjects are blinded to treatment assignment of each NLF. Subjects are physically masked
(blindfolded) just prior to and during all injection procedures to prevent observation of the
syringes containing study product.
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Subjects, investigators, the sponsor’s staff conducting the study, and members of the
administrative team will not have access to individual subjects’ treatment assignments. In the
event of an emergency that requires breaking of the study blind, randomization code envelopes
will be maintained by each investigator that can be opened to reveal the study product.

See Section 8.9.6.2 for a description of the method of unblinding a subject during the study if
such action is warranted.

Retreatment with Revanesse Ultra at Week 24 is unblinded. Subjects being retreated do not need
to be masked and retreatment may be administered by a qualified investigator or evaluator.

8.4.5 Method of Packaging, Labeling, Storage, and Dispensing

Study products will be supplied to the sites in their standard packaging. A label that includes the
protocol number and Sponsor name will be attached to each pouch of the Revanesse study
product. Restylane study product will be supplied by the sites for their subjects. Investigators
will be instructed to follow instructions regarding storage in accordance with the product’s
Instructions for Use.

All study product will be stored in a climate-controlled, limited access area.

The investigator agrees to store and administer the study product only at the site(s) listed on
Form FDA 1572 (or investigator agreement/statement). The investigator, sub-investigator(s), or
qualified designees also agree that the study product will be administered only to subjects who
have provided written informed consent and have met all entry criteria. Study product may not
be used for any purpose other than as stated in the protocol.

8.4.6 Study Product Accountability

Study product will be available on site for each subject. Receipt of study product will be
documented and confirmed via the Investigational Product Receipt Form. All study product
must be kept in a locked area with access restricted to designated study personnel in a climate-
controlled, limited access area. The administration of study product will be recorded on the
Study Product Dispensing Log. The site monitor will periodically check the supply of study
product held by the investigator or pharmacist to ensure accountability. At study conclusion, all
unused study product will be returned to the sponsor and documented using the Investigational
Product Return Form.

Inventory records must be readily available for inspection by the study monitor and/or auditor,
and open to inspection by regulatory authorities at any time.

8.4.7 Prior and Concomitant Medications/Treatments

All medications and other treatments taken by the subject within 6 months before Visit 1/Day 1
and during the study are to be recorded on the CRF using their generic name, if known, with the
corresponding indication. The medications to be recorded include prescription and OTC
medications and dietary supplements. All medications taken on a regular basis, including
vitamins, aspirin, and acetaminophen, should be recorded prior to first use of the study
medication.

The use of any concomitant medication must relate to the subject’s documented medical history,
prophylaxis, or an AE.
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8.4.7.1  Medications, Supplements, and Other Substances Prohibited Before Study Entry and
During the Study

The medications prohibited prior to Visit 1/Day 1 are listed in the exclusion criteria
(Section 8.3.2).

Subjects will be advised to avoid the following for the duration of the study:
e Botox" in the study treatment areas
e Any chemical peel (light, medium or deep) in the study treatment areas
e Soft tissue augmentation anywhere on the face
e Dermabrasion or laser abrasion anywhere on the face
e Silicone injections or implants anywhere on the face
e Facial wrinkle therapies, including Accutane® and Renova®™
e Aecsthetic facial surgery (i.e., facelift)
e Oral corticosteroids or immunosuppressive medications
e Topical corticosteroids on the face

8.4.7.2  Concomitant Medications, Supplements, and Other Substances Allowed During the
Study

Permitted medications/treatments include any concomitant medication/treatment not listed in the
exclusion criteria (Section 8.3.2).

8.4.8 Assessment of Compliance
Administration of the study product by the investigator is documented on the CRF.
8.5 Study Schedule

The visit-by-visit schedule of study activities is provided in the Study Flow Chart in Section 3.2.
The timing of each visit is relative to Day 1, which is defined as the day the subject is
randomized and treated.

All visits should be performed within the windows specified on the Study Flow Chart. Every
attempt should be made to have each subject attend each visit as scheduled. If a subject is unable
to attend a visit within the specified window the visit should be scheduled as closely as possible
to the applicable window.

8.6 Study Procedures

The Study Flow Chart in Section 3.2 summarizes the study procedures to be performed at each
visit. Individual study procedures are described below.

All clinical assessments (WSRS and iGAI) must be conducted by qualified investigators listed
on the Form FDA 1572 who have been delegated these tasks by the principal investigator (PI).
The PI may delegate this task to physicians, physician assistants, or nurse practitioners who have
documented training and past experience conducting the assessment.

Confidential
Page 51 of 88



Prollenium Medical Technologies Inc. Page 22 of 58
SYM 2014-02 Version: 4.0 Amendment 03
Revanesse® Ultra 28 October 2015

The WSRS and iGAI evaluations are to be performed by a research team member who does not
participate in treatment and who is blinded to the treatment assignment of each NLF (blinded
evaluator).

To minimize variability of evaluations, the same investigator/sub-investigator should perform
these assessments for any given subject and anticipate evaluating the subject at each visit, to the
extent possible.

8.6.1 Study Initiation

The investigational staff may not enroll any subjects prior to completion of a site initiation visit.
This visit will include, but is not limited to, an inventory of study supplies (if present) and a
detailed review of the protocol, CRFs, and the investigator’s responsibilities as outlined on Form
FDA 1572.

8.6.2 Written Informed Consent

The study personnel will review the ICF with each subject and give the subject an opportunity to
have all questions answered before proceeding with any study procedures. A copy of the signed
ICF will be given to every subject and the original will be maintained with the subject’s records.

8.6.3 Significant Medical History/Demographic Information

Medical history and demographic information will be obtained at Visit 1/Day 1. The medical
history will include a complete review of all current diseases and their respective durations and
treatments. Demographic information will include date of birth, sex, race, ethnicity, and
Fitzpatrick skin type (Table 1).

Table 1 Fitzpatrick Classification Scale
Skin Type Skin Color Characteristics
1 White; very fair; red or blond hair; blue eyes; freckles | Always burns, never tans

White; fair; red or blond hair; blue, hazel, or green
eyes

I Usually burns, tans with difficulty

Cream white; fair with any eye or hair color; very

I common Sometimes mild burn, gradually tans
v Brown; typical Mediterranean Caucasian skin Rarely burns, tans with ease

A% Dark Brown; mid-eastern skin types very rarely burns, tans very easily
VI Black Never burns, tans very easily

8.6.4 Physical Examination (Including Vital Signs)

An abbreviated physical examination including height, weight, and vital signs will be recorded.
Vital signs will include sitting blood pressure, oral temperature, heart rate, and respiratory rate.
This physical examination will be performed at Visit 1/Day 1 to determine that the subject is
healthy enough to participate in the study.

8.6.5 Prior and Concomitant Medication/Treatment Review

Prior medications/treatments, including the necessary washout times, and concomitant
medications will be reviewed with the subject. A record of prior medications/treatments taken or
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used by the subject within 6 months before signing the ICF and concomitant
medications/treatments will be obtained at Visit 1/Day 1. Concomitant medications or
treatments will be reviewed with the subject at each study visit.

8.6.6 Urine Pregnancy Test and Acceptable Contraceptive Methods

Women of childbearing potential, in addition to having a negative urine pregnancy test at Visit 1/
Day 1, must be willing to use an acceptable form of birth control during the study. The
following are considered acceptable methods of birth control for the purpose of this study: oral
contraceptives, contraceptive patches, contraceptive implant, vaginal contraceptive, double
barrier methods (e.g., condom and spermicide), contraceptive injection (Depo-Provera®), TUD,
hormonal IUD (Mirena®), and abstinence with a documented second acceptable method of birth
control if the subject becomes sexually active. Subjects entering the study who are on hormonal
contraceptives must have been on the method for at least 90 days prior to the study and continue
the method for the duration of the study. Subjects who had used hormonal contraception and
stopped must have stopped no less than 90 days prior to Visit 1/Day 1.

8.6.7 Wrinkle Severity Rating Scale (WSRS)
The WSRS Score is a 5-point scale with the following categories:
1. Absent - No visible fold; continuous skin line.

2. Mild - Shallow but visible fold with a slight indentation; minor facial feature;
implant is expected to produce a slight improvement in appearance.

3. Moderate - Moderately deep folds; clear facial feature visible at normal
appearance but not when stretched; excellent correction is expected from
injectable implant.

4. Severe - Very long and deep folds; prominent facial feature; less than 2 mm
visible when stretched; significant improvement is expected from injectable
implant.

5. Extreme - Extremely deep and long folds, detrimental to facial appearance; 2 to

4 mm visible V-shaped fold when stretched; unlikely to have satisfactory
correction with injectable implant alone.

The WSRS score will be assessed for each NLF at every study visit through Visit 6/Week 24
(Visit 1/Day 1, Visit 2/Week 1, Visit 3/Week 2, Visit 4/Week 4, Visit 5/Week 12, and Visit
6/Week 24 [End of Study/Early Termination for subjects who are not retreated]) by a blinded
evaluator (blinded to the treatment assignment of each NLF). For subjects who are retreated, this
will also be assessed at Visit 7/Week 28 and Visit 8/ Week 52 (End of Study/Early Termination)
but the evaluator does not need to be blinded for those assessments.

8.6.8 Review Inclusion/Exclusion Criteria

The inclusion and exclusion criteria will be reviewed by the investigator or qualified designee to
ensure that the subject qualifies for the study.
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8.6.9 Investigator Ease of Use Assessment

The Investigator will assess overall ease of use by the device by circling the appropriate number
on the Numerical Rating Scale (NRS) from 0 being not easy to 10 being most easy at Visit 1/Day
1.

8.6.10 Patient Comfort Rating (PCR)

Overall comfort will be assessed by the patient using the NRS scale from 0 being most
uncomfortable to 10 being most comfortable at Visit 1/Day 1 and Visit 2/Week 1 if a touch-up
treatment is administered. Subjects will be asked the question “How would you rate your
comfort level upon injection of the study material?”” and will respond by circling the appropriate
number on the scale with 0 being most uncomfortable to 10 being most comfortable.

8.6.11 Evaluation for Touch-up
If the iGAI score = 3 or 4 at Visit 2/Week 1 a touch-up treatment will be administered.
8.6.12 Patient Global Aesthetic Improvement (pGAI) Score

The pGAI score is a 5-point scale with the following categories:

1. Worse — the appearance is worse than the original condition.
2. No change — the appearance is the same as the original condition.
3. Improved — obvious improvement in appearance from the initial condition. A

touch-up might further improve the result.

4. Much improved — marked improvement in appearance from the initial condition,
but not completely optimal. A touch-up might slightly improve the result

5. Very much improved — optimal cosmetic result.

The pGAI score will be assessed for each NLF at Visit 2/Week 1, Visit 3/Week 2, Visit 4/Week
4, Visit 5/Week 12, Visit 6/Week 24 (End of Study/Early Termination for subjects who are not
retreated). For subjects who are retreated, this will also be assessed at Visit 7/Week 28 and
Visit 8/ Week 52 (End of Study/Early Termination). Subjects will be asked the question “How
would you rate improvement in your appearance compared to your initial condition using the
scale below?”

8.6.13 Investigator Global Aesthetic Improvement (iGAI) Score

The iGAI score is a 5-point scale with the following categories:

1. Worse — the appearance is worse than the original condition.
2. No change — the appearance is the same as the original condition.
3. Improved — obvious improvement in appearance from the initial condition.
A touch-up might further improve the result.
4. Much improved — marked improvement in appearance from the initial condition,
but not completely optimal. A touch-up might slightly improve the result.
5. Very much improved — optimal cosmetic result.
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The iGAI score will be assessed for each NLF at Visit 2/Week 1, Visit 3/Week 2, Visit 4/Week
4, Visit 5/Week 12, Visit 6/Week 24 (End of Study/Early Termination for subjects who are not
retreated) by a blinded evaluator (blinded to the treatment assignment of each NLF). For
subjects who are retreated, this will also be assessed at Visit 7/Week 28 and Visit 8/ Week 52
(End of Study/Early Termination) but the evaluator does not need to be blinded for those
assessments.

8.6.14 Subject Diary Card

A diary card will be dispensed to each enrolled subject at Visit 1/day 1. The subject will be
instructed to complete the diary card to record any AEs experienced during the 2 weeks after
receiving treatment. The diary card will be collected at Visit 3/Week 2. A diary card will be
dispensed at Visit 2/ Week 1 if a touch-up treatment is administered and at Visit 6/ Week 24 if
retreatment is done. The diary card will be collected at Visit 4/Week 4 and Visit 7/Week 28 if
applicable.

8.6.15 Adverse Events and Serious Adverse Events Assessment

See Section 8.9 for instructions on the assessment and reporting of AEs and SAEs and
Section 8.9.5 for instructions on reporting SAEs to the sponsor or designee.

8.6.16 Concomitant Medication/Treatment Review

Medications, including prescription, over-the-counter, and dietary supplements taken and other
treatments and cosmetic products used by the subject during the study will be reviewed at each
study visit.

8.7 Visit-Specific Procedures
The following sections outline the procedures required at each visit.
8.7.1 Visit 1/Day 1: Baseline and Treatment

1. Obtain written informed consent (Section 8.6.2)

2. Obtain medical history and demographic information, including Fitzpatrick skin type
classification (Section 8.6.3)

3. Perform physical examination, including height, weight, and vital signs (temperature,
heart rate, blood pressure, and respiratory rate) (Section 0)

4. Obtain/record prior and concomitant medications/treatments (Section 8.6.5)
5. Perform urine pregnancy test for all women of childbearing potential (Section 8.6.6)
6. WSRS assessment (Section 8.6.7)
7. Evaluate inclusion/exclusion criteria (Section 8.3)
8. Randomization (Section 8.4.2)

9. Treatment administration (Section 8.4.3)

10. Investigator Ease of Use assessment (Section 8.6.9

11. PCR assessment (Section 8.6.10)
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12. Assess AEs (Section 8.9)
13. Dispense subject diary card (Section 8.6.14)
14. Schedule next visit
15. Complete CRFs (Section 11.2.1)
8.7.2 Visit 2/Day 7 (£ 2 days), Visit 3/Day 14 (£ 2 days), Visit 4/Day 28 (= 4 days), and
Visit 5/Day 84 (£ 4 days): Interim Visits
1. WSRS assessment (Section 8.6.7)
2. At Visit 2/Day 7 only, evaluation for touch-up (Section 8.6.11)
3. PCR assessment if a touch-up treatment is administered (Section 8.6.10)
4. pGAI assessment (Section 8.6.12)
5. 1GAI assessment (Section 8.6.13)
6. Assess AEs (Section 8.9)
7. Assess concomitant medications (Section 8.6.16)
8. Collect subject diary card at Visit 3/Day 14; dispense subject diary card at Visit 2/Day 7,
if applicable and collect subject diary card at Visit 4/ Week 4 if applicable
(Section 8.6.14)
9. Schedule next visit
10. Complete CRFs (Section 11.2.1)
8.7.3 Visit 6/Day 168 (Week 24) (+ 7 days): Optional Retreatment or Final Visit/Early
Termination
1. WSRS assessment (Section 8.6.7)
2. pGAI assessment (Section 8.6.12)
3. 1GAI assessment (Section 8.6.13)
4. Assess AEs (Section 8.9)
5. Assess concomitant medications (Section 8.6.16)
6. Subjects may be retreated with Revanesse Ultra open-label on both sides of the face if
their WSRS scores have returned to baseline or to achieve optimal correction
(Section 8.4.3)
7. Dispense subject diary card if subject was retreated (Section 8.6.14)
8. Schedule next visit for retreated subjects
9. Complete CRFs (Section 11.2.1)
8.7.4 For Retreated Subjects Only: Visit 7/Day 196 (Week 28) (+ 7 days): Follow-up
1. WSRS assessment (Section 8.6.7)
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pGALI assessment (Section 8.6.12)

1GAI assessment (Section 8.6.13)

Assess AEs (Section 8.9)

Assess concomitant medications (Section 8.6.16)

Collect subject diary card, if applicable (Section 8.6.14)

Schedule next visit

Complete CRFs (Section 11.2.1)

For Retreated Subjects Only: Telephone Contact /Day 280 (Week 40) (£ 7 days)
Assess AEs (Section 8.9)

&
N

Assess concomitant medications (Section 8.6.16)
Schedule next visit
Complete CRFs (Section 11.2.1)

For Retreated Subjects Only: Visit 8/Day 364 (Week 52) (+ 7 days): Final Visit/Early
Termination

WSRS assessment (Section 8.6.7)
pGALI assessment (Section 8.6.12)
1GAI assessment (Section 8.6.13)
Assess AEs (Section 8.9)

T - = N SV

S
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A S e

Assess concomitant medications (Section 8.6.16)
6. Complete CRFs (Section 11.2.1)
8.7.7 Unscheduled Visit

An unscheduled visit is allowed at any time if in the investigator’s opinion it is warranted. The
following procedures may be performed at the Unscheduled Visit if required.

1. WSRS assessment (Section 8.6.7)

pGAI assessment (Section 8.6.12)

iGAI assessment (Section 8.6.13)

Assess AEs (Section 8.9)

Assess concomitant medications (Section 8.6.16)
Complete CRFs (Section 11.2.1)

AU
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8.8 Efficacy Assessments

8.8.1 Primary Efficacy Endpoint

The primary efficacy endpoint is change from baseline to Visit 6/Week 24 in WSRS score. The
WSRS is a validated scale (Day et al, 2004).

8.8.2 Secondary Efficacy Endpoints

Secondary efficacy endpoints are the responder rate, i.e., the percentage of subjects with
treatment success (defined as at least a 1-grade improvement in WSRS from baseline to
Week 24), pGAI score at Visit 6/Week 24, and iGAI score at Visit 6/Week 24.

8.8.3 Other Efficacy Endpoints

Other efficacy endpoints include change in WSRS score, pGAI, and iGAI at Visit 2/Week 1,
Visit 3/Week 2, Visit 4/Week 4, and Visit 5/Week 12.

8.9 Assessment of Safety
8.9.1 Safety Endpoints

Safety of the study products will be compared by evaluating the nature, severity, and frequency
of treatment-emergent adverse events (TEAEs). All AEs that occur during the study will be
recorded whether or not they are considered to be related to treatment. A description of the AE
will be recorded with the date of onset, date of resolution, severity of the AE, relationship to the
study product, action taken, and the outcome.

8.9.2 Definitions of Terms
8.9.2.1  Adverse Event

An AE is defined as any untoward medical occurrence associated with the use of a drug in
humans, whether or not considered drug-related (21 Code of Federal Regulations [CFR]
312.32 (a)). An AE can therefore be any unfavorable and unintended sign (including an
abnormal laboratory finding, for example), symptom, or disease temporally associated with the
use of a drug, without any judgment about causality.

Expected adverse events are defined as the events that appeared at injection site subsequent to
the first injection. Expected adverse events may include but are not limited to bruising, swelling,
erythema, edema, inflammation at injection site.

8.9.2.2  Suspected Adverse Reaction

A suspected adverse reaction (SAR) is defined as any AE for which there is reasonable
possibility that the drug caused the AE (21 CFR 312.32 (a)).

8.9.2.3  Unexpected Adverse Event

An AE or SAR is considered unexpected if it is not consistent with the risk information
described in the labeling for the study products.

8.9.2.4  Serious Adverse Event

An SAE is defined as any AE or SAR that, in the view of the investigator or sponsor, results in
any of the following outcomes (21 CFR 312.32 (a)):
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e Death

e Life-threatening AE (Note: the term “life-threatening” as used here refers to an event that
in the view of the investigator or sponsor places the subject at immediate risk of death at
the time of the event; it does not include an AE or SAE that, had it occurred in a more
severe form, might have caused death [21 CFR 312.32(a)])

e Inpatient hospitalization or prolongation of existing hospitalization

e Persistent or significant incapacity or substantial disruption of the ability to conduct
normal life functions

e (Congenital anomaly/birth defect

e Any “other” important medical event. Important medical events that may not result in
death, be life-threatening, or require hospitalization may be considered serious when,
based upon appropriate medical judgment, they may jeopardize the subject and may
require medical or surgical intervention to prevent one of the outcomes listed in this
definition. Examples of such medical events include allergic bronchospasm requiring
intensive treatment in an emergency room or at home, blood dyscrasias or convulsions
that do not result in inpatient hospitalization, or the development of drug dependency or
drug abuse.

8.9.2.5  Planned Hospitalization

A hospitalization planned by the subject prior to signing the ICF is considered a therapeutic
intervention and not the result of a new SAE and should be recorded as medical history. If the
planned hospitalization or procedure occurs as planned, the record in the subject’s medical
history is considered complete. However, if the event/condition worsens during the study, it
must be reported as an AE.

8.9.2.6  Pregnancy

Pregnancies occurring after the administration of study product require immediate reporting.
They must be reported within 24 hours after the investigator has become aware of the pregnancy.
A pregnancy report will be completed and sent by fax to Symbio within 24 hours of becoming
aware of the pregnancy. The investigator will collect follow-up information regarding the
outcome of the pregnancy and any postnatal sequelae in the infant that must also be reported to
the sponsor or designee. Upon awareness of the outcome of the pregnancy, the PI or designee
must forward a follow-up Pregnancy Report with any relevant information to Symbio.

If the outcome of the pregnancy meets the criteria for immediate classification of an SAE (e.g.,
spontaneous abortion, stillbirth, neonatal death, or congenital anomaly), the investigator will
report the event by faxing a completed SAE report form to Symbio within 24 hours of being
notified of the pregnancy report.

The subject should immediately be withdrawn from the study.
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8.9.2.7  Monitoring
8.9.3 Monitoring Adverse Events and Laboratory Evaluations

Each subject will be monitored for the occurrence of AEs, including SAEs, immediately after
treatment initiation. Each subject will be followed for safety monitoring until discharged from
the study. Follow-up procedures related to pregnancy or AEs or SAEs may continue beyond the
end of the study.

Subjects will be questioned and/or examined by the investigator or a qualified designee for
occurrence of AEs throughout the study. The presence or absence of specific AEs should not be
elicited from subjects. In addition, subjects will be instructed to record AEs on the subject diary
card during the 2 weeks after treatment. Subjects having AEs will be monitored with relevant
clinical assessments and laboratory tests, as determined by the investigator.

AEs, actions taken as a result of AEs, and follow-up results must be recorded on the CRF, as
well as in the subject’s source documentation.

For all AEs that require the subject to be withdrawn from the study and SAEs, relevant clinical
assessments and laboratory tests will be repeated as clinically appropriate until final resolution or
stabilization of the event(s).

8.9.4 Assessment of Adverse Events

8.9.4.1  Assessment of Severity

Severity of AEs will be graded according to the following definitions:
Mild: AE that was easily tolerated
Moderate: AE sufficiently discomforting to interfere with daily activity
Severe: AE that prevented normal daily activities

8.9.4.2  Assessment of Causality

A medically-qualified investigator must assess the relationship of any AE (including SAEs) to
the use of the study product, as unlikely related, possibly related, or probably related, based on
available information, using the following guidelines:

Unlikely related: no temporal association, or the cause of the event has been identified,
or the drug, biological, or device cannot be implicated based on available information

Possibly related: temporal association but other etiologies are likely to be the cause;
however, involvement of the drug, biological, or device cannot be excluded based on
available information

Probably related: temporal association, other etiologies are possible, but unlikely based
on available information

8.9.4.3  Reference Safety Information for Assessing Expectedness of Adverse Events

The reference safety information for assessing the expectedness of an AE for the study product
in this study is the Restylane package insert (2011). As reported by the subjects following
injection with Restylane in 3 clinical studies, the most frequent injection-site responses were
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bruising (47% to 78% of subjects by study), redness (58% to 85%), swelling (83% to 89%), pain
(57% to 76%), tenderness (78% to 87%), and itching (30% to 47%).

8.9.5 Reporting Safety Observations

Any SAE, whether deemed product-related or not, must be reported to Symbio by telephone or
fax as soon as possible after the investigator or coordinator has become aware of its occurrence.
The investigator/coordinator must complete a Serious Adverse Event (SAE) Form and fax it to
Symbio along with the subject’s Adverse Events Log and Concomitant Medications Log within
24 hours of notification of the event. Symbio will notify the sponsor immediately upon
notification of the event from a study site to allow for reporting to the United States Food and
Drug Administration (FDA) in a timely fashion. The sponsor will notify the FDA of drug-
related SAEs.

Symbio contact details:

Evyan Cord-Cruz, MD Shanna Smith Symbio, LLC

Medical Monitor Director, Clinical Operations | 21 Perry Street

Direct: 516/338-0647 or | Direct: 631-474-8531 ext Port Jefferson, NY 11777
631/474-8531 ext 5126 2456 Tel: 631/474-8531

Cell: 516/982-0677 Cell: 215-817-0175 Fax: 631/474-8534

Fax: 631/474-8534

Sponsor contact details:

Mr. Ario Khoshbin
Managing Director
Prollenium

Medical Technologies Inc.
138 Industrial Parkway
North

Aurora Ontario

L4G 4C3

CANADA

Tel: 905/508-1469
Fax: 905/508-6716

The investigator must be prepared to supply the medical monitor with the following information:
Investigator name and site number

Protocol number

Subject ID (screening/randomization) number

Subject initials and date of birth

A

Subject demographics
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6. Clinical event

a. description

b. date of onset

c. severity

d. treatment (including hospitalization)
e. relationship to study product

f. action taken regarding study product

g. if the AE was fatal or life-threatening:
1. cause of death (whether or not the death was related to study product)
ii. autopsy findings (if available)

The Sponsor must submit a written summary of the clinical course of any life-threatening SAE
and related subject information to the FDA within 7 days. Serious and unexpected AEs that are
not life-threatening must be reported to the FDA within 15 calendar days. Any serious and
unexpected AE (including all deaths) must also be reported to the IRB/IEC by the investigator
according to IRB reporting requirements and documentation of this report sent to Symbio.

The investigator must provide a follow-up written report within 5 calendar days of reporting the
event to the medical monitor. The written report must contain a full description of the event and
any sequelae. Subjects who have had an SAE must be followed clinically until all parameters
(including laboratory) have either returned to normal or are stabilized.

8.9.6 Withdrawal, Treatment Interruption, and Unblinding of Blinded Treatment Due to
Safety Observations

8.9.6.1 Withdrawal

See Section 8.3.3 for the criteria for withdrawing a subject. If a subject is withdrawn from the
study, the activities specified for Visit 6/Week 24 on the Study Flow Chart (Section 3.2) should
be completed if possible.

8.9.6.2  Unblinding Treatment for a Subject During the Study

Unblinding by the investigator should occur only in the event of an AE or SAE for which it is
necessary to know the study treatment to determine an appropriate course of therapy for the
subject. In the event of an emergency that requires breaking of the study blind, randomization
code envelopes will be maintained by each investigator that can be opened to reveal the study
product.

Envelopes that have been opened at the study site must be returned to the sponsor accompanied
by a written explanation of the reason why the blind was broken.

If unblinding occurs, the subject must be withdrawn from the study.
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8.10 Criteria for Early Termination of the Study

The trial may be terminated because of safety concerns. Where termination is deemed
appropriate, there will be timely communication with FDA in accordance with the regulation (21
CFR 812.150 (devices)). The sponsor, Prollenium Medical Technologies, will initiate discussion
as soon as possible about the appropriate course of action for the trial in question and for the
investigational product. There will be immediate follow up by the company to investigate any
potential safety concern.

The clinical study may be stopped if the extent (incidence and/or severity) of emerging
effects/clinical endpoints is such that the risk/benefit ratio to the study population as a whole is

unacceptable. In the event of an unanticipated serious adverse event or death, the sponsor,
Prollenium Medical, will submit to the agency, and to the reviewing IRB, a report as soon as
possible, but in no event later than 10 working days after the investigator / sponsor first learns of
the effect. Thereafter the sponsor shall submit such additional reports concerning the effect as
FDA requests.

The following conditions are considered as cause for termination of the study:
Any death related to the study treatment

Unanticipated treatment emergent related AEs reported as severe in the opinion of the
Investigator in > 7 of the subjects

Unanticipated treatment emergent related AEs reported as moderate in the opinion of the
Investigator in > 43 of the subjects

Unanticipated treatment emergent related AEs reported as mild in the opinion of the
Investigator and unresolved at 14 days in > 98 of the subjects

Duration of AEs lasting more than 4 weeks
Increased incidence of Physician diagnosed unexpected AEs

Increased occurrence of extreme swelling of the face, hypersensitivity
reactions/anaphylaxis

Anticipated Adverse Effects: The following conditions are expected following injection, the data
in the table below is the adverse effect incidence in the Restylane studies (see Restylane
P020023b Table 1, Table 2). They will not be cause for early stopping of the study, unless the
AE rate is deemed too high during the weekly reviews, or they are severe, or unresolved:

Condition Anticipated rate of occurrence at 24 hours /14 days
Redness / Erythema 13.8% / 8.7 %
Swelling and / or edema 11.6% / 2.9%
Ecchymosis and / or bruising 510% /22%
Tenderness 152% /1.4 %
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Pain 21.0% / 0.0 %
Itching 8.0% / 0.0%
Other 51% / 0.7%

Unanticipated adverse events related to the injection will be evaluated as they occur by the
sponsor and physician (* these may include injection site adverse events not listed above, such as
Hyperpigmentation, Pruritus, Papule, Burning, Hypopigmentation, Injection Site Scab). These
events will be evaluated based on their severity and duration, and if deemed necessary, the study
will be stopped.

Any serious adverse event, and / or systemic response, or condition, that requires hospitalization
following injection, in particular those deemed related to the injection, will be evaluated based
on their severity and duration, and if deemed necessary, the study will be stopped.

All reported events will be reviewed on a weekly basis during the clinical study team meeting.

In addition, further recruitment in the study or at (a) particular site(s) may be stopped due to
insufficient compliance with the protocol, GCP, and/or other applicable regulatory requirements,
procedure-related problems, or the number of discontinuations for administrative reasons is too
high.

9 STATISTICAL METHODS

Prior to the database lock, a detailed, finalized Statistical Analysis Plan will be completed and
placed on file. The Statistical Analysis Plan will contain a more comprehensive explanation than
that provided here of the methodology used in the statistical analyses, as well as the rules and
data handling conventions used to perform the analyses and the procedure used to account for
missing data.

9.1 Analysis Populations
Three populations are defined for the analyses.

e Intent-to-treat (ITT) (safety population): All randomized subjects who received study
product.

e Modified intent-to-treat (mITT): All randomized subjects who met the
inclusion/exclusion criteria, were randomized, received both study products, and returned
for at least 1 post-injection assessment of WSRS score from both sides of the face.

e Per-protocol (PP): All randomized subjects who met all inclusion/exclusion criteria;
received both study products; completed Visit 6/Week 24 within the specified window,
had data on WSRS score from both sides of the face, and had no significant protocol
violations that would affect the treatment evaluation.

Efficacy analyses will be performed on the mITT and PP populations. Safety analyses will be
performed on the ITT population.
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9.2 General Considerations

Two-sided hypothesis testing will be conducted for all tests. Resulting p-values less than 0.05
will be considered statistically significant unless noted otherwise. No adjustments of p-values
for multiple comparisons will be made. SAS software (version 9.1.3) will be used for all data
analyses and tabulations.

Missing efficacy data will be imputed via the last observation carried forward (LOCF) method in
the mITT analysis. For the PP population, efficacy analysis will be performed using all the
available data without imputation for the missing values.

For demographic and baseline characteristics and the safety profile, each variable will be
analyzed using the existing data. Subjects with missing data will be excluded only from the
analyses for which data are not available.

9.3 Comparability of Subjects at Baseline (or Demographics, Medical History,
Baseline Characteristics, and Concomitant Medications)

Baseline and demographic characteristic variables (including date of birth, sex, race, ethnicity,
and Fitzpatrick skin type) will be tabulated using descriptive statistics. For each continuous
variable, the summary will include the mean, standard deviation, median, minimum and
maximum. For each categorical variable, the summary will include frequencies and percentages.

9.4 Efficacy Evaluations

The primary efficacy variable is change from Baseline to Week 6/Week 24 in WSRS score.
Summary statistics (mean, SD, minimum, median, maximum) and 95% confidence interval (CI)
will be presented for the changes scores for each treatment and for the difference in change
scores between the two treatment groups (Comparator minus Test product, i.e., Restylane minus
Revanesse). The 95% CI for difference between treatments will be constructed assuming a
normal distribution of the change scores. If the upper bound of this 95% Cl is less than the pre-
specified non-inferiority (NI) limit (i.e. 0.50), the Test product will be claimed to be non-inferior
to the Comparator product.

Secondary efficacy endpoints include the responder rate, i.e., the percentage of subjects with
treatment success (defined as at least a 1-grade improvement in WSRS from baseline to

Week 24), pGAI score at Visit 6/Week 24, and iGAI score at Visit 6/Week 24. For these
secondary variables, the null hypothesis to be tested is that there is no difference between the two
products. The variables responder rate, pGAI and iGAI scores at Visit 6/Week 24 will be
tabulated with frequencies and percentage and analyzed using the Wilcoxon matched-pairs
signed rank test.

Other efficacy variables include change in WSRS score, pGAI, and iGAI at Visit 2/Week 1, Visit
3/Week 2, Visit 4/Week 4, and Visit 5/Week 12. Treatment difference with respect to these
variables will be examined using descriptive summaries.

All efficacy analyses will be performed for both the PP and mITT populations. For the primary
endpoint, the results from PP are considered definitive and those from mITT supportive.

9.4.1 Interim Analysis

No formal interim analysis is planned.
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9.5 Safety Analyses

Adverse events will be coded using the Medical Dictionary for Regulatory Activities (MedDRA,
Version 15.1 or higher).

TEAEs are defined as events that appear subsequent to the first injection or that were present
prior to the first injection but worsened in intensity after the first injection. TEAEs may include,
but are not limited to, injection site bruising, injection site discoloration, injection site edema,
injection site erythema, injection site inflammation, injection site pain, and injection site
swelling.

Frequency and percent of subjects reporting TEAESs of injection site reactions will be tabulated
for each treatment by preferred terms, and further by severity. In summaries of severity, subjects
who reported more than one event in a treatment arm that are mapped to the same preferred term
will be counted only once in that treatment arm under the strongest severity.

For other AEs where an association with either treatment may not be clearly identified, including
systemic TEAESs, frequency and percent of subjects will be tabulated to treated subjects as one
group by preferred terms and system organ class, and further by severity and relationship to
study device. In summaries of severity and relationship, subjects who reported more than one
event that are mapped to the same preferred term will be counted only once under the strongest
severity and relationship.

Adverse events will be summarized using the ITT population.

SAEs will be discussed within the clinical study report. Data collected pertaining to SAEs will
be presented in data listings.

Concomitant medications will be classified according to the World Health Organization (WHO)
Drug Dictionary (March 2013 edition) and will be presented in data listings.

9.6 Sample Size Determination

In a previous Prollenium split-face study of Revanesse Ultra versus Restylane, following were
achieved with respect to the Investigator WSRS score:

N Revanesse (Mean + SD) Restylane (Mean = SD)
WSRS Before Injection 110 3.22+042 3.20+0.50
WSRS at Month 6 110 2.34+£0.79 2.41+0.81

From these statistics, the difference between Revanesse and Restylane (Restylane minus
Revanesse) in change from baseline WSRS to Month 6 is estimated to have a mean value of -
0.095 with an approximate standard deviation (SD) of 1.30.

Therefore, about 63 per-protocol (PP) subjects will supply a power of 85% with respect to
change from baseline to Month 6 in WSRS score based on the following:

e The non-inferiority limit is 0.50. If the upper bound of the 95% confidence interval (CI)
treatment difference (Comparator — Test) is less than 0.50 for the PP population, the Test
product will be claimed to be non-inferior to the Comparator product.
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e The difference between Comparator and Test (i.e., Comparator — Test) has a mean value
of 0, with a standard deviation of 1.30.

A total of 163 subjects will be enrolled into the study to provide adequate data for monitoring the
safety of the study product.

10 ETHICS
10.1 Informed Consent

The principles of informed consent, according to Food and Drug Administration (FDA)
regulations and International Conference on Harmonization (ICH) guidelines on GCP, will be
followed. A copy of the proposed ICF must be submitted with the protocol to the IRB/IEC for
approval.

The informed consent process must be conducted and the ICF must be signed before each subject
undergoes any Visit 1 procedures that are performed solely for the purpose of determining
eligibility for the study, in compliance with 21 CFR Part 50. Each subject’s signed ICF must be
kept on file by the investigator for inspection by regulatory authorities at any time. A copy of
the signed ICF will be given to the subject. A notation will be made in the subject’s medical
record indicating the date and time informed consent was obtained.

10.2 Institutional Review Board (IRB)/Independent Ethics Committee (IEC)

The study protocol and ICF must be approved in writing by an appropriate IRB/IEC as defined
by FDA regulations and other applicable requirements prior to enrollment of any study subjects.

Any changes to the protocol or a change of investigator approved by the sponsor must also be
approved by the site’s IRB/IEC and documentation of that approval provided to the sponsor or
designee. Records of the IRB/IEC review and approval of all documents pertaining to this study
must be kept on file by the investigator and are subject to inspection by regulatory authorities
during or after completion of the study. SAEs must also be reported to the IRB/IEC.

Periodic status reports must be submitted to the IRB/IEC at least annually, as well as notification
of completion of the study and a final report within 1 month of study completion or termination.
A copy of all reports submitted to the IRB/IEC must be sent to the sponsor or designee.

The investigator will ensure that an IRB/IEC that complies with the requirements set forth in
21 CFR Part 56 will be responsible for the initial and continuing review and approval of the
study.

10.3 Subject Confidentiality

All subject data will be identified only by a subject identification number and subject initials.
However, in compliance with federal guidelines regarding the monitoring of clinical studies and
in fulfillment of his/her obligations to the sponsor, the investigator must permit the study
monitor, sponsor representative or auditor, and/or FDA representative or other regulatory
authority to review the portion of the subject’s medical record that is directly related to the study.
This shall include all study-relevant documentation including medical history to verify
eligibility, admission/discharge summaries for hospital stays occurring while the subject is
enrolled in the study, and autopsy reports if a death occurs during the study.
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As part of the required content of informed consent, each subject must be informed that his or
her medical chart may be reviewed by the sponsor, the sponsor’s authorized representatives,
FDA or other regulatory authority. If access to the medical record requires a separate waiver or
authorization, it is the investigator’s responsibility to obtain such permission from the subject in
writing before the subject is entered into the study.

10.4 Study Registration

The study will be registered by the sponsor on an appropriate free public web site such as
clinicaltrials.gov, which is a service of the United States National Institutes of Health.

11 DATA HANDLING AND RECORDKEEPING

11.1 Site Regulatory Documents Required for Initiation

The sponsor or designee will receive the following documents prior to the initiation of the study:
e Completed, signed Form FDA 1572

e Current curricula vitae, signed and dated, for the principal investigator (PI) and
co-investigators named on Form FDA 1572

e Current license(s) of the PI and co-investigators named on Form FDA 1572

e Documentation of IRB/IEC approval of the study protocol, investigator, and ICF
e Current IRB/IEC membership list

e A copy of the protocol signature page signed by the PI

e Original Non-disclosure Agreements for the PI and co-investigators named on Form FDA
1572

e Debarment Certification for the PI and co-investigators named on Form FDA 1572
¢ Financial Disclosure Statement for all individuals named on Form FDA 1572

11.2 Maintenance and Retention of Records

The study will be conducted according to GCP as outlined in ICH guidelines by the FDA. It is
the responsibility of the investigator to maintain a comprehensive and centralized filing system
of all relevant documentation. Investigators will be instructed to retain all study records required
by the sponsor and the regulations in a secure and safe facility with limited access. Regulations
require retention for a period of at least 2 years after marketing approval and notification from
the sponsor. These regulatory documents should be retained for a longer period if required by
local regulatory authorities.

These records include documents pertaining to the receipt and return of drug supplies, IRB/IEC,
informed consent, source documents, and final signed CRFs. No documents shall be transferred
from the site or destroyed without first notifying the sponsor.

11.2.1 Case Report Forms (CRFs)

CRFs for individual subjects will be provided by Symbio. CRFs must be legible and complete.
CRFs for this study will be maintained in a study binder and data recorded on 2-part NCR paper.
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One copy will be kept by the investigator and the other copy will be collected by the study
monitor. All forms should be completed using a black ballpoint pen. Errors should be lined out,
but not obliterated, and the correction inserted, initialed, and dated by designated study
personnel. Further data corrections will be performed on special “data correction forms” (DCFs)
that will be provided to the investigator in case of erroneous or unclear data. The investigator
will make the correction on the DCF and sign the DCF. The original will be given to the study
monitor and a copy retained with the CRFs.

A CRF must be completed and signed by the investigator for each subject enrolled, including
those withdrawn from the study for any reason. The reason for withdrawal must be noted on a
subject’s study termination form.

CRFs must be kept current to reflect the subject’s status at each phase during the course of the
study. Subjects are not to be identified on CRFs by name; appropriately coded identification and
the subject’s initials must be used. The investigator must keep a separate log of the subjects’
names and addresses.

Source documents such as the clinic chart are to be maintained separately from the CRF to allow
data verification. Because of the potential for errors, inaccuracies, and illegibility in transcribing
data onto CRFs, originals of laboratory and other test results must be kept on file with the
subject’s CRF. CRFs, source documents, and copies of test results must be available at all times
for inspection by the study monitor. The following should also be available for review:

e Subject Screening Log, which should reflect the reason any subject screened for the study
was found to be ineligible

e Delegation of Authority Log, which will list all site personnel with their responsibilities
as delegated by the PI and their signatures. This log will be maintained at the site
throughout the study.

e Monitoring Log, which will list the date and purpose of all monitoring visits by the
sponsor or designee

e Enrollment Log, which will list subject initials and start and end dates for all enrolled
subjects

e Product Inventory/Packing Slip, which will list the total amount of study product shipped
to the site and received and signed for by the investigator

e Study Product Dispensing Log, which will list the lot number and total amount of study
product used for each NLF for each subject

e [CF which must be available for each subject and be verified for proper documentation
e All correspondence
11.2.2 Primary Source Documents

The investigator must maintain primary source documents supporting significant data for each
subject’s medical notes. These documents, which are considered “source data,” should include
documentation of:
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e Demographic information

e Evidence supporting the diagnosis/condition for which the subject is being studied
e (General information supporting the subject’s participation in the study

e General history and physical findings

e Hospitalization or Emergency Room records (if applicable)

e Each study visit by date, including any relevant findings/notes by the investigator(s),
occurrence (or lack) of AEs, and changes in medication usage

e Any additional visits during the study

e Any relevant telephone conversations with the subject regarding the study or possible
AEs

e An original, signed ICF for study participation

The investigator must also retain all subject-specific printouts/reports of tests and procedures
performed as a requirement of the study. During monitoring visits the monitor will validate CRF
entries against these sources of data.

11.3 Study Monitoring

Symbio will be responsible for monitoring the study according to GCP and applicable
regulations. The study will be monitored by a Clinical Research Associate (CRA) in compliance
with GCP, ICH guidelines, and applicable regulations. The investigator will be visited by a CRA
prior to the study and at regular intervals during the course of the study. These visits are to
verify adherence to the protocol. The CRA will review the ICFs and verify CRF entries by
comparing them with the source documents (hospital/clinic/office records) that will be made
available for this purpose. The CRA will review the maintenance of regulatory documentation
and product accountability. The monitor will review the progress of the study with the
investigator and other site personnel on a regular basis. CRFs may be collected during these
visits. At the end of the study, a closeout monitoring visit will be performed. Monitoring visits
will be arranged with site personnel in advance at a mutually acceptable time. Sufficient time
must be allowed by the site personnel for the monitoring of CRFs and relevant source
documents. The coordinator and/or investigator should be available to answer questions or
resolve data clarifications. Adequate time and space for these visits should be made available by
the investigator and study staff.

114 Audits and Inspections

During the course of the study and/or after it has been completed, 1 or more sites may be audited
by authorized representatives of the sponsor. The purpose of the audit is to determine whether or
not the study is being conducted and monitored in compliance with recognized GCP/ICH
guidelines and regulations.

Additionally, the study may be inspected by regulatory authorities. These inspections may take
place at any time during or after completion of the study and are based on local regulations.
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11.5 Modifications to the Protocol

The procedures defined in the protocol and CRFs will be carefully reviewed to ensure that all
parties involved with the study fully understand the protocol. To ensure the validity of the data,
no deviations from the protocol (with minimal exceptions) may be made unless the issue is broad
enough to warrant revision of the protocol. Such revisions must be submitted to and have
documented approval from the sponsor and IRB/IEC prior to implementation. The only
circumstance in which an amendment may be initiated without prior IRB/IEC approval is to
eliminate an apparent immediate hazard to a subject or subjects. In such a case, however, the
investigator must notify the sponsor immediately and the IRB/IEC within 5 working days after
implementation.

11.6 Completion of the Study

The investigator is required to forward CRFs and all other relevant data and records to Symbio.
The investigator will complete and report (submission of CRFs) his/her study in satisfactory
compliance with the protocol as soon as possible after the completion of the study.

The investigator must submit a final report to the IRB and the sponsor within 1 month of study
completion or early termination.

12 CONFIDENTIALITY, USE OF INFORMATION, AND PUBLICATION

All information related to this study that is supplied by the sponsor and not previously published
is considered confidential information. This information includes but is not limited to data,
materials (protocol, CRFs), equipment, experience (whether of a scientific, technical,
engineering, operational, or commercial nature), designs, specifications, know-how, product
uses, processes, formulae, costs, financial data, marketing plans and direct selling systems,
customer lists, and technical and commercial information relating to customers or business
projections used by the sponsor in its business. Any data, inventions, or discoveries collected or
developed as a result of this study are considered confidential. This confidential information
shall remain the sole property of the sponsor, shall not be disclosed to any unauthorized person
or used in any unauthorized manner without written consent of the sponsor, and shall not be used
except in the performance of the study.

The information developed during the course of this study is also considered confidential and
will be used by the sponsor in the development of the study product. The information may be
disclosed as deemed necessary by the sponsor. To allow the use of the information derived from
this study, the investigator is obliged to provide the sponsor with complete test results and all
data developed in the study. The information obtained during this study may be made available
to other investigators who are conducting similar studies.

The investigator shall not make any publication related to this study without the express written
permission of the sponsor. If the investigator wants to publish or present the results of this study,
he or she agrees to provide the sponsor with an abstract, manuscript, and/or presentation for
review 60 days prior to submission for publication or presentation. The sponsor retains the right
to delete confidential information and to object to suggested publication/presentation and/or its
timing (at the sponsor’s sole discretion).
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Restylane [package insert]. Scottsdale, AZ: Medicis Aesthetics Inc.; 2011.
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14 INVESTIGATOR AGREEMENT

Protocol Number: SYM 2014-02

Protocol Title: A Multicenter, Double-Blind, Randomized, Split-Face Study to Evaluate

the Safety and Efficacy of Revanesse”™ Ultra versus Restylane® for the
Correction of Nasolabial Folds

I have carefully read and understand the foregoing protocol and agree that it contains all the
necessary information for conducting this study safely. I will conduct this study in strict
accordance with this protocol, ICH guidelines for Good Clinical Practice, the Code of Federal
Regulations, the Health Insurance Portability and Accountability Act (HIPAA), and local
regulatory guidelines. I will attempt to complete the study within the time designated. I will
ensure that the rights, safety, and welfare of subjects under my care are protected. I will ensure
control of the drugs under investigation in this study. I will provide copies of the protocol and
all other study-related information supplied by the sponsor to all personnel responsible to me
who participate in the study. I will discuss this information with them to assure that they are
adequately informed regarding the drug and conduct of the study. I agree to keep records on all
subject information (case report forms, shipment and drug return forms, and all other information
collected during the study) and drug disposition in accordance with FDA regulations. I will not
enroll any subjects into this protocol until IRB approval and sponsor approval are obtained.

Investigator Name (Print)

Investigator Signature Date
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15.1 Package Insert for Revanesse Ultra

evanesse” Ul

COMPOSITION

Cross-linked hyalur:ldk acid (High Viscosity)
In
[Cross linked with Butandiol- dlghtldylethﬂ (BODEY

DESCRIPTION

Revanesse® Ultra Is a colorless, odorl and gel of synthetic origin. The gel
isstored ina pre-filled disposahle syringe. Each box contains two mi swinggsoﬂlmnm‘ Ultra
along with two sterilized need

APPLICATION RANGE / INDICATIONS

Revanesse® Ultra is a cross linked hyaluronic acid gel that is indicated for the filling of medium size
and deep wrinkles of the face by injection into the middle part of the dermis layer. Implantation life
is dependent on depth and location and averages 6-12 months.

ANTICIPATED SIDE EFFECTS

Physicians must inform patients that with every injection of Revanesse® Ultra there are potential
adverse reactions that may be delayed or occur immediately after the injection. These include but
are not limited to:

Injecﬂon-related reactions rnlght occur, such as transient erythema, swelling, pain, itching,
the injection site, These reactions may last for one week.

« Nodules or induration are also possible at the injection site,
+ Poor product performance due to improper injection technique.

Clahall ) Ak

necrosis, absc itivity have all been reported with
injections of hyaluronic acid products. it is important for physicians to take these reactions into
account on a case by case basis.

Reactions thought to be of itivity in have by d in less than one in every 1500
aa h

These have i of prolonged erytt swelling and ind implant site.
These reactions have started either shortly after injection or after a delay of 2 - 4 weeks and have
been described as mild or moderate, with an average duration of 2 weeks. Typically, this reaction
is self-limiting and resolves spontanecusly with time. However, it is imperative that patients with
hypersensitivity type reactions contact their physician immediately for assessment. Patients with
multiple allergic reactions should be excl

CONTRAINDICATIONS
+ Do nat Inject Revanesse® Ultra into eye contours (into the eye circle or eyelids).
«Pregnant women, or women during lactation should not be treated with Revanesse® Ultra,

» R * Ultra is only i fed fori | use and must not be injected into blood vessels.
This may occlude and could cause an embolism.

» Patients who develop hypertrophic scarming should not be treated with Revanesse® Ultra.

« Contains trace amounts of gram positive bacterial proteins, and is contraindicated for patients with a
history of allergles to such material.

+ Never use Revanesse® Ultra in conjuction with a laser, intense pulsed light, chemical peeling or
dermabrasion treatments.

+People under the age of 18 should not be treated with Revanesse® Ultra.

« Patients with acne and / or other inflammatory diseases of the skin should not be treated with
Revanesse® Ultra.

+ Patients with unattainable expectations.

« Patients with auto-immune disorders or under immunotherapy.

+ Patients with multiple severe allergies.

+ Patients with acute or chronic skin disease in or near the injection sites,
+ Coaqulation defects or under anti-coagulation therapy.

25ma/mi

from the treatment.

level of correction desired.

+Ifthe skin tums a white naorfuanmrngmemjecmnmm stopped immediately and the area
should be massaged until the skin returns to its normal color,

« Before Injecting, press on the plunger of the syringe until a small drop s visible at the tip of the needle
PRECAUTIONS
F;e:an?se'thraihouldnotbeinhmdlnwanmmatalmdycmtdnsanamerﬁlemmdunas
relsno
+ Revanesse® Ultra should not be injected into an area where there is a permanent filier or implant.

+ Hyaluronic acid products have a known incompatibility with quaternary ammaonium salts such as
benzalkonium chloride. Please ensure that Revanesse® Ultra never comes into contact with this
substance or medical instrumentation that has come into contact with this substance.

+ Revanesse® Ultra should never be used for breast enl, or for implantation into bone, tendon,
ligament or muscle,

« Avoid touching the treated area for 12 hours after injection and avoid prolonged exp ligh
UV, as well as extreme cold and heat.

+ Until the initial swelling and redness have resolved, do not expose the treated area to intense heat
{e.g. solarium and sunbathing) of extreme cold,

« ifyou have previously suffered from facial cold sores, there is a risk that the needle punctures could
contribute to another eruption of cold sores.

+ If you are using aspirin, non idal anti-infl dications, St. John's Wort of High doses
of Vitamin E supp uranysumllafmeélcahonsbemr! that these may
increase bruising and bleedmg at lhein,ectmn site.

WARNINGS

Confirm that the seal on the box has not been broken and sterility has not been compromised. Confirm
that the product has not expired. Product is for single use only; do not re-use. if re-used, there is a risk of
infection or transmission of blood bom diseases,

SHELF LIFE & STORAGE

Expiry Is Indicated on each individual package. Stare
light and freezing.

MNOTE: The corect injection technique is cruclal to treatment success & patient satisfaction.
Revanesse® Ultra should only be injected by a practitioner qualified according to local laws and
standards,

2°-25° C, and protect from direct sun

The graduation on the syringe Is not precise and should be used as a guide only. The amount of
material to be injected is best determined by visual and tactile assessment by the user.

ol \JANUFACTURER

Prollenium Medical Technologies, Inc.

138 Industrial Parkway North, Aurora, ON
14G 403, Ganada

« Patients with sensitivity to hyaluronic acid. horized Furope
Emarga:
It is imperative that patients with adverse inflammatory reactions that persist for mere than one £c |rer e T2 S 20348 78 1 Syringe fluld path sterilized
week report this immediately to their physician, These conditions should be treated as 2pp I ] I mm’mmi e =N || using miﬂfg;t“‘
ije: cmicostemlds of anﬂhmtksw other iype;ac[ mof pm::ammsndﬂmuld be repol pa direcﬂym —
mily ucts and / or to Prollenium Mi Read uct
'redmotogleslncmrecﬂy Uﬂ et befre e Lot aumberibatch number
fle2re
ADMINISTRATION & DOSAGE o oy X DN
+Revanesse® Uitra should only be injected by or under the direct supervision of qualified physicians
who have been trained on the proper injection technique for filling facial wrinkles. ® . Iﬂ N G
Befote -patients ale trea‘led ﬂwyshould be Informed of the indications of the device as well as its
e ety Sterlized Using Radistion (Needies) [ve e
—Theamwbeheatedmbewmghlydkinfemdsemwln]mmundermle i
ifthe
+ Revanesse* Ultra and needles packaged with it are for single use only. Do not re-use. If re-used, there ﬁmm& ¥ Keep package dry
s a risk of infection or transmission of blood born diseases. @ T
«Keep the product at room temperature for 30 minutes prior to Injection. ’EY Protect from sunfight

«The amount of Revanesse® Ultra that Is injected will depend on the severity of the depression or the

PN 13505 RV 04
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15.2 Package Insert for Restylane

Restylane® Printer-Friendey Version”

Caulion: Federal Law restricts Tis device o saie by or on the
‘oner of 2 physician or Nizenssd practitionsr.

mhagum'mmumw

mmamwmhmm

‘zaling gt pH-7 and concentration of 20 mgmL

Indication

Restytane Is indiczited for mic-1o-deep derml Impiantztion or

fthe comection of moderaie in severe Tackl wrinkies nd foids,

‘SUCh &5 nasotabial toids.

Restytans Is indicated 1o submuCoss! impeantason o i

spmentation in patients mver the age of 21.

‘Coniraindications

= Resyiane 15 comiraindizaied for petients with ssvere
‘aflengles manit=sisd by & history of ansphytaxs of Fstory
o PEsence of multipl savers alani=s.

= Pesiyians contalns trece amounts of gram postive
beaciertal probeing, and s contraindicaled for patients with
& history of sllagies o sach materal

= Restyiane Is contraindleated for ptionts with
bieeing dsirders.

Hestytane for N
‘spaces oiner then the dermis of Butwmecies Impantation
for fip Bugmentstion.

Wamings

= Deler 58 0f Aesiytans Bt speciic sfi=a I which an actve
Inflammatory process (skin engptions such a5 cysts,
pimpies, rashes, o hives) or infaction 5 peesent unil the
[rncess has been controlied.

= Injection e reactions (2., swelling, redeess, fendemess,
0o peain to Rsfyian nave Deen obsarved 28 cOnsiang
meziriy of short-teem miner or moderate inflammatory
‘Fymptoms s{areng eary stier tresiment 3nd Wi Ess
fhan 7 days durslion In the nasolatial Toids and ke
Hhean 14 days duration s the lpe. Rare post-market
reports of immedtate post-infeciion rescions ncluded

= Based on LL5. cisical studles, patients should be Bmbed
0 6.0 mL per patent per freatment In wrinkies s foids
such 35 the nasotahial fokds 2nd 1.5 mL per Bpper
treziment The ssfety of injecting greater amounts has not
been estahishad.

= The safety or effectivencss of Reshine for the treatment

of anatomic regions: ciher than nasoiahial fokis of Nips hes

it heen estabitshed in comrolisd cinica shafies.

The sfisty and eMicacy of Aeshitans o I augmentation

P ot been sstabisned In pallents wnder the age of

21 years.

= Az wilh 5l transcutancos procedures, Restytans
Impéeniation camies & sk of infection. Standan
precautions ss=ncited with Injectatie matarats shoud
e foliowed.

The Exfisty 0f Resiylans for s during pregnancy. In
Dreastizading females of In pallents wnder 6 years bas
ot heen estabilshed.
= Formation of keblds may ccoor S dermal filer ineclions
Wicluding Aestptane, Keioid tormation was nof observed
In stutias involving 230 patients (inciing 151 African-
Kmericans and 37 oihes patients of Fizpatnick Skin Types
W, ¥ = V). For addiSonsl informadion please neler o
Shnden MA-1400-02, MA-1400-01, and 31GE0003 i the
Clinical Trisks Seclon.
= Aegtyisne njection may cause byperpigmentaton at
the Injeciion she. in 3 clnical shudy of 150 subjects
with pigmented siin {of African-Amerizn herfiage and
Fitzpatrick Skin Types I¥, ¥, 2nd Vi), the Incksence of
post-infammatony yperpigmentaiion was 8% {14150}
504% 0t thess events tasted L fo st weeks atter
it imptanistion.
= The efety profiiz for Restyiane Bp sugmentstion in persons
of color I based upon nformation from 38 and 3 subjects
with Fitzpairici Skin Types IV and V. respecively. Withia
tmis poputation, ihe incioence of Siverss events was
simiar tn the overall stusy popetaton, with the excapton
Hmmmmhpﬂmﬂm

extrame sweling of Ijs, the whoe tace and o
Iypersensitivity such as anaphytacic shock.

= Rashans must not be Impianed inin biood vessets.
Localired superfickal necrosis and searming may oezur
‘after infection In or nesr vessels, such a8 In the ips, nose,
o (eabear sres It I8 Mought to resut from the Injury,
‘odeticon, or compromise of biood vesssis.

= Delayed omset inflammtory fepules fave been rpored
tolowing the wee of dermal Miers. Infiemmeatony papdes
fiheat miay oeCUr ransly shoulkd be considensd & treated &5
50N Essue etection.

= Injections of greater than 1.5 mL per Ap jupper o lower) per
treztment sessin Signincanty ncreases the oecuTence of
fthe tota of moderate s severs injection she reactions. I
‘& volame of maoee than 3 mi i nesded in achisve optimal
corection, & Mlow-Up neatment session 15 recommendsd.

= Inzmete-analysts of 3 Resfsne Premarket Approval
‘Shuctis {iraf Inchoed 42 patients ander e 208 of 36 2nd
B0 patients over the age of 35), the ncidence of sweling
W RIgREr I younger palients (5] com pased in olcer
patients { 18%) and Incideness of contesion was higher In
mmmﬂmmmwpﬂuuﬂl
The majorty of ess events were mid

Precautions

= Pesiyiane Is packaged for dngle patient use. Do ot
resterie. Do not e f peckage i opened or demaged.

- e with caution In patients oa
Inn-mwuneﬂnm
* Brusing or bisecing may occur & Resfian: Injection stes.
mdymemnumnnmnpumrm
thecapy weth
mmumwegmmlemgam
= Atier ime, Eyringes and nesdes should be handlsd 28

= sty bs 8 clear, coloness gel witout particulates. In
ihe event that e coment of 2 syringe shows signs of
‘SepEration anatr SNEars cioudy, oo not s the syTinge
=il notity Medics Assinetics Inc. 51 1-B00-555-5115.
Etsss 18 subject o bresians Under 3 variety of unavokatie
conditions. Care shouid be {sken with the handing of the
glasa syringe and with dposing of bruken plass in amid
tsceration or ofher Injury.

= Pssiyians shout nof e miced witn otner procucts before
Impiantation of tne sevice.

Afverse EXperiencas

‘There were 5b¢ L5, shiias that reporisd Siverss Eerances.

Four of the s studles were condocied In sepport of the

Indication of mis-in-deep dermal implantztion for the

ocorection of moderaie {0 severs Tactsl wrinkies and foids,

such 25 rasoishisl foids, =nd two of T s studies were

conducied In sspport of e indicstion of ssmecossl

Impizntation for ip augmentston.

Sinlies conducied in modemte iy sovere fecial wrinkies

and s, secl as nasoiabial fokds

Three .5, sfadies (L., Shudy 31GEDDOI, MA-1400-01, and
‘Shuety MA-1400-07) imvoived 230 patients 2t 33 caniers.

I sty STGED003, 135 patients 8t & centers recetved
Restyians Injactioes In 1 side of the fane 50 2 hovine colagen
dermeal fler (Zyplast®) In the other side of the tace In Stegy
MA-1400-M, 150 patients were injectnd with Aeatplane on
e i of e face and Pertans® m the olher side of he
1ac8 I study MA-1400-02, 253 palents Were ranimired
0 recetve either Resfytans or Patsne injection oo b sites
0t the Tace. The adverss oaicomes reporied In patisnt dares
during 14 daya afier tresment in thess shadles ame resantad
I Tables 1-6. The piysiclan diagrosed adverse evenls
Mentied in studies MA-1400-01 and MA-M00-02 2t T2
hours after injection sre presentzd in Tabie 7. Teble B prasents
‘=il imvestigatnr-1ieniNlad SOWEFSE Sxperiennes recorosd

=1 shucty visits 2 wesks or more stier njection in shatkes
WA-18D0-01, MA-1400-02, and 31GE0003.

i the fourth LS. sty {MA-DO&-03) Imvobing 75 patients &t
3 cembers, awerss events reported by Resfyisne patents &
presesisd n Tabie 2. Patients In e study recebeg Aesiplans
Imjections In both nasotabial tolds & taselne, & B2COnd
tresiment In one nasotsbial fold 3t 4.5 moning s in the
contratsieral nasotabisl fold 3t § months.

Tahie 7 shows B mumber of sdverse experiences dentiied

by Investigtors st 72 hours SMer INjecon sor Studes.
MA-1800-01 and M- 1400-12. Some patients had mutipia

poiential blohsrans. Dispoesl shoukd ba
with accepied medical practics and spplicabl local, stale
and federsl requirements.

* The afity of Resiptans with concomitant dermal Serapies
such a5 epilstion, UN Imadiation, o laser, mecharnical or
ﬁmpﬂummmmmﬂmn
controiled clinical briss

- mmmmwh‘mmm
to eeeassive san, UN lamp exposwe and edreme cold
weather & ezt urtl smy initial swellng and redness
3 resoived.

= I laser trestment, chemica peding or ny other procedure
based on Scive derm:l FEsponse I8 consitered Ster
treatment with Resdyiane. then ie a pessibie risk of siciing
an Inflammiory reaction =t e mpiant sie. This aiso
appiles If Aestptans s soministened bafore the skin has
Dz compietely atter Such 3 procedun.

* Injection of Restyiens Inio patiznis with 3 history of
mmmmhmﬁ

ANEEE v headl the E3ME SIVErSE sxparence
2 multiple Infaction sftes. Ko SVErse BXPErEnCas wWere of
s (miensty.

Tahie & preseris the number of petients and per pafiend
nckience of 5 adverss Experences inentined by ivestigaiors
i vislis corurming two or more weeks sfter injection.

Ina clinical siudy [FRGED003) In which satety was folowed
1or 12 moning with repeat anminisiration of Resiyane

at 5be o ke mornths foilowing e intisl comection, e
Inciience and severty of aiverse Experiencas were sknller
In natere and duration fo those recoeded during the inittsl
‘restment sessioes.

Confidential

Page 76 of 88



Prollenium Medical Technologies Inc.

SYM 2014-02
Revanesse® Ultra

Page 47 of 58
Version: 4.0 Amendment 03
28 October 2015

I al three strdles, investigators reported the following
local and Systemic events that were judged unrelted b
fresiment and cocumed 5 an oversl nckence of ke
fean 2%, L acne: arihrsighs; foolh dsonders (.g., pain,
Infecion, abscess, irachere); dermatis (2.9, rosacea,

The majority of texhare snd firmness assesam ents showed
il sbnormelties and lasted for lees than 4 wesks. Sisen
subjects reportad sevens asgmmetry (Mitlesencs - 2mmy
past-ireatment, which 2/l resotved within 4 wesks. EAIS
assegEments by Tese 16 subjects wese ried as at least
Improved dering those vists

mmmmmmnnaHaamm
depression, pneumontz, renal $4nes, Ny InconEneace,
‘and ulering Rhrokss.

Tabie & pregents the number of patients and per atiest
Incidence and savertty of Injection sfie adverse events
Wenittied by the nvestigator.

Two subjects had adverse events that wers severs, one
subfact with bilzieral tactsl brusing and one subject with
Infecion at the Injection site. These everts Wers consteed
probsbiy or possily reiaied and boti subjects hed thelr
‘evenis resobve In epprozimatsly 3 weeks.

Stuties congucted for subiwmucosal implamiation fr
{ip augmentstion

I the LS. phrotsl sy (MA-1300-15) ksvatving 180 subjects
5 12 cenfers, ihe soverse ouicomes reporisd n subject
dharless are prasenisd In Tabies 10 and 1. Physkclan rporied
freaiment emesgent adverse events e presenied in Tabie 12.
A bassine, Bbjects Were ranaomized o raceive Aasine
Injections In the ips or oo trestment (st group. At 6
months, 8l subjects were sgibs i receive trestment or
re-iresiment In the lips with Aeatpans.

04 & 180 subjecis enrolied In ihe shay, 172 subiects
recahved their first treatment with Restydme o eher baseine'
Day O or 2t § months, 393 subjects Feceived 3 Bcond
fresiment at & months. There were & subjects envciled in
‘e sharty that were never ireated The number of evarts
‘and sutiects reporting TEAES decreased between B frst
‘= sacond fremiments. 57% of subjects recaving ey

Tiest reatment reported 2 totsl of 795 TEAES while 5% of
subjiects that recetved 8 second treatment reporied & folsl of
25T TEAES. Furihermore, an of these
TEAES were mild in Intessity {ET2/705, 85%; and 2641267,
O9%; Trst and sscond irestment respectively), snd were
ransient in natre, Tesoving in Eppraimately 15 days of s,
The: shaty resalis showesd injection of greater than 1.5 mL
per fip (upper or lower), per restment session increased
‘he pecarmence of the total of modersie and savere injecion
‘st reactions. The incidencs was 43% [33/76) for sabjects
recving mans tham 3.0 ML of Resfytans and H% (V06 for
‘subjects recehing less than 3.0 mL of Resiane In 3 dngle
‘trestment session. When optimal comection requines gresber
‘itean 1.5 mL per upper or kower B, subsequent treatmert:
Lsing addionz] procucd & recommenced.

7% of the subjacts reported af lesst one event ol sweling,
Tecness, lEndEmess, of pain in ihelr diaries. Thess ware
mezinty ehor-berm events, which nocurmed Immediately sfer
‘resiment and resoived within 14 days. 15% of Be subjects
reporied adverse everts (ypically swedling and fendemess)
‘st taste longer then 15 days In their diary. 455 of subjects
raporied at least one evenl &5 “fiecting thelr daily acthity™
o “dszbing.”

Ancttioea) Eshaty sssesaments n fhe study inciuded B iexduee,

Temness, symmetry, movement, function, senssSon, mass
oemeation, and prodect peipabiy, which were evelusted 2

‘Epproprizie & e screening vishs and = follow-up visits.

ants made by e traked bhesth cam peovider

‘showed 52% of subjacts had peoduct paipatiity 3t wesk s,
and 1% & week 24 The majorty of papations wess rstsd =

“expecizd feal " 3% of the subjects reperied “unexpectzd jeal”

auring the study, 3 0d which were resoived with masssging.
10ne satiert reporisd one mass fomtion {mecocsiE) during
e study The mucnesle was dralned and resohved by the
next vislt.

B oiver Bp satety smsEsEmants showed no rEmarkable
findings.

In e ot Sty MA-£300-138, 20 Bbjects were enrolied
at 1 canier and received Resfyne for By sugmentation.
Subjects were followed up hroagh 24 wesks. Seven atverse
EVENE WEE Feporisd. Two of he seven avents, which wees
miks bnutsing, were retated f0 Infection procadure. The
aiiverse peicomes reporied In sebject diaries are presented
InTable 13,

‘Table 12 presants commonly reporied (= 5%) frestment
emesgent aiverse events (TEAES) by treatment group.

For sty MA-1300-13K, saven trestment mengent adverse
evenits Were Eparincad by tour ssbects. Two of Tese
everts, mild brulsing, were conskiered retaied fo reaiment

[Post-Marketing Survelllance
The SollTwing BOVErSE SVENts Were Feceived irom post-

bean observed with sweling, redeess, isndemess, Induration
and rerely acnetonm papulss 3t ihe Injection ste with onsst
35 jong] &5 several weeks after the nittal trestment. Average
duration of Sese efects Is two weeks.

Impéant 3nd injecSon s reactions, mostty non-senes
events, have sz been reporied. These inclede: discoloration,
brutsing, eweling, mass formalon, erythema, pain, scaming
and Echamiz. Mogt Instances of discolorstion Includng
yperpigmentztion, somesmes described 28 3 biLe o b
‘enior and ranging from mild fo severe, Bave cceumed within
{he same day ax frestment et have atso occumed wp o B
monits post-reatment. These events typicaily resolve within
2 few dys but with some infrequent Instences tsting up o
+8 mionihs. imptant 2ndior infection ste brusng, sweiing.
enythema snd pain generally DcouTed on the same day
25 tresstment ususily resoiving within 1 fo & wesks. Some
oecumeEnces have persisiad for up io B months. Sevestly for
these avents ks gencrally mid i moderaie Sfough some
cases have been savere. M {n moderste mass formations
[hypically deserited &5 MRS of DUMES) have also been seen
rEnging I orset from 1 day o & monihs post-mptantation.
Barely, evants of this type have been ohserved for sp o 13
monihs. These everis usually rescived within 1 to 5 monihs.
Ml 0 mioerate SeErming was ranely obesrved. Onset of
rangad from post toup
01 year fubowing imptantation. Symplom resoiion was
appemmalety 3 weeks with 1 nstance iasting up o 3 years.
Maost Ischemic avents have occurad mmediately oliowing
Impiantation and ranged I saverty from moderals o severe.
Events wers resniving 38 eary a8 2 deys =nd up o 8 weeks
post-tremtment.

‘Sympioms assockted with herpetic sruptions which Included
aweling, pen, witteheass, vesices and have bean
reported and commonly zcumed within 2 days o 1 month
‘foilowing Impiantstion. Severtty ranged from mikd to moderste
=l rezoetion of symploms ranged from 1 o 15 wesks.

Telangiectastss and capiary dsoniers, commonty
characterized as broken capliaries, bave been reporied
=i necamed wilh =n onset of 1 day io 7 weeka. Most events
ranged In severtty from mild o moderaie w2 tew ssvere
Imstances. Duration of events ranged from 2 wesks up be

13 monthe.

Wery rerely, Instances of moderate bo seves biopsy confimed
graneloma were otsenved. Onset ranged from 3 weeks f0 4
months with resoletion betwesn & weeis fo 11 monbe.

Evwents of miid io moderzte bypoassthesta hawe occumad
ranging in onset from 1 cay fo 1 week. Derstion and
resalation DCoumad betwean 1 day and §0 weeks.

‘Sorious atverse events have heen resely reported. The most
commonly reporied serims adverss avents [y MedDRRA
PrifesTed e were hypersamstivity, and imptant andtr
Injection stie swedling. lschemiz and decoioration. 01 these
Infrequently reported serious events, only e folowing
DCoarTed In & requency of 5 or greger:
= Hypersensithvity reactions renglag from modersis in sesere
miostly cccursed within 1 0 2 days of Imptantation and
up b 3 weaks. Reparisd sympioms Included sweling:
ciiing On chest B baCk: puty, DTN, webery, and
ey exes; and shoriness of bresth. Treatments nciuded
sizmids, dpherisy
mmwamm“mmmm
palients wha reported potental yperserslihity reactions
it not demonstrate sny evidente of IgE or cell medelsd

e extrame sweling of ips =nd the whois tsce. Two
of thess [estients bad sympioms of bypersensthty and

s pestienst meperiencad anzphytacic shock and presented
‘Wiih Shortness of reat, heatache, RElzes and Vomiting.
‘Thess petients fad o be admitted i the emengency mom
or were hospiaized for immediste medics interventions.

Detsyed - Twn patisnts devlop:
of bypersensitivity 7-10 days afier Injection. One atient
Experienced savere erythemsa end sweling n he ips and
‘3l ower hes tace o the point tht her syes were sht and
‘he other had sweling of the Ips accompanied by dyspnes,
lympEatenopainy, periphers! and larngeal edema.

= VRSCULEr ACCAIANS And RECTSLE: N 5 patients, s
discaloration, brukdng, 2nd bianching was sesn
immeditety post injection due b vascelar sceldents.
The lesions kaies fumed it necrusls Snd N some cases
TEM BN 5 SCATING OF dArk Spots. ONe SXAmpie Was 8
pafient who fad 3 “mustache-IlE" maricabove her Ips,
even afier recehing restments. Lster, one patisnt in this
group developed ard bumis in her upgs lips il incked
The “granuiomas
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= infectiondibacess: Serious sbecess formations The fellowing non-eerioes events, extnasion of device,
rznging from: moderate b sevess oczumed In sleven Ischemizmecross, 3nd device disiocsion, were S50 reporied
peatients. Onset ranged from 3 days i one wesk Wil In 2 frequency of 5 or mone. These svents were considered
57 Jverage durstion of sppecimatety one monih fo non-serious & they did not meet ssrousness criteria,
TBsoiation. Symploms inciuded sweiling, Fedness, pain #awerse reaciions shoukd be reporisd io Medicts Aesthetics:

and e nodules. Five pafierts required hospiltration e,
for Incislon nd deainage {IAD) and Infravenous {1V) Mol 1w T

sitiotic inerugy. Cuftores tor 38 pabents ranged om Clinical Trils

Fam postive saphyiccoccal, gram negaive cals, The satety and eftaciveness of Resytans In e testmant
sgathogen strepiococe, gram positive cocel Inection, o tactsd Toids and wrinkles (nasotsital oids and orsl
POy pAenUCEST NEUTpHIES (PMM) W0 Dacleria and oMM ISSLINes) Were svalad In Sree proapscive
positive proprioribaciariem malsssazta The remalning Femlomized controlled cinlesl stadles Invoiving 430

cultures weoe sifer negatie or not reported. Tregimerd Restpans-{reated subjpct.

Inciued varkous amitiotics and sieroids iR BOME CESEE. ‘Aestyans was shows i be effective when comgared fo
cssinkad coltagen snd crossinksd hyskeoelc ackd dema
MiBers with respect o the corection of modersie in severe:
Tactal folds and wrinkizs, such 25 nasolsbisl foids.

Table 1. Maximum inbensity of Symptoms after inftial Treabment for the Masolahisl Foid indcalion, Patient Diary {Shedy 31GE0003)

Fesiytweside | fypiss side Festymesis yplasi ik

Wy | k- Nme i) Modarsia SEEE MNone MK MOGBEE Seare

e ] W T ) M 0K nE n%) g

[Erusng T2zow | Gr(seew | cIpeew | mparw | spaey | spew | esmow | sapiow | sperw | 1pw
Patmes: s | nigew | ey | seposwy | seperg | reamy | rpzaw | e | wpsew | sEew
[Swering woEmy | ey | epomy | stpeng | sperw | spew | meamm | espnw | e | zoem
Pain ragiow) | sapaoe | sspeowy | dopace | sapeewy | spew | meew | sspaom | wpmg | 2pem
Tenmess | 107 (175% | BO(pASE) | 7 (05% | GOpMAEE | A3@ioN) | 4B | 4S[0Ew | MOpEATW | U(RsE | 208
licing CE0A%) | JAEa0w | sIEsaw | 1pesw | U E0W | OpDW | 00 [7ase | ZT086% | GAd% | Opow
[other SAPARN) | 33(30% | BOMETA%) | (0 | 15)09%) | SEE% | MEatw | 0045% | 002 | apmw

TEVENES % (o0 0 55 DU CVeriE: DECaLS: of 1he Ceskyn Sy 1508 Of Tie i, Catsaity of 12 SySIEM BINGTSE Ve G| be Gasgied.

Table 2. Duration of fuverse Events after infEal Treatment for the Masotabisl Fold indicalion, Pstient Diary [Sudy 315E0003)

Resyeneion | Zypiast s et S Typlast sioe
Tots patients | Total patents Kumber of e Number of s
rEporing Ry 1 FE] [EE " 1 27 (X5 M

Symploms 0 (%) | symptomen (% | aw) 0% % & 0K n % n% n{%
[Brusing repzew | erpseyy | v | sepnew | spay apow | rew | mpiawy | spey | ozpay
Famess i Eaes | nrpeey | wney | epemy | epamy | wzerw | wpeew | Eeey | speees | s
[sweibng 10 Em | weraes | wmew | spoey | wmee | azew | e | meomsw | wmes | o2naw
Fan TaEiz%) | sepoow | sopuow | dspamw | zieg oo | npEem | mpew | 1w | s
rengernass | worprew | sapasw | nipsew | mEesm | spaw MR EEEETTIETE 2(14%)
icting epowy | sy | npoy | speny | spew ooy | sEey | mpssy | apsy | op
[other upiew | mpoy | rem | maoemy | apoy 1omy | wopew | sposy | epaey 2 (1.4%)

“Tabie 3. MIXU Iisnsity of SYMpIomE Sfr Infttal TrESimant for the Nasolsbial Foid Ing , Deary {Study MA-1400-02)
Restime Patsng Restytans Patents Pertme Patients

T?:WW:;‘ T“m‘ hane Tokaraiee mmf Desting Nane ol | ATECRALEN | peyne

sy 0 %) | sympiom n (%) ™ O] OC] 0] Oc] el %) O
Erusing TR | 02EGHY | BE0E | E2E0%) | capame) | 10 | (2o | orjmek) | M0Tos) | 1o
[Fadess TM[E0TE | TBEAT | 5% | cepatwe | (T[22 | 107% | 20519 | 055 | L2E6% | 100w
[Sweibng rpnsy | wspory | veey [wegaey | mpesy | ey | npoy [ wrpmy | vz | o2pam
Pan eEE | vaposw | mipeow) | sapenw | wporg | rprw | mpew | ey | wesm | opw
renernazs | tzageey | womeem | emism [ wegeem | veey | rpem | omsw | iopoey | wmemm | oopw
izing Gpize | gy | pEpey | spew | oo opw | serew | snjmeew | apmw | zoaw
otner® Inm 1 [0rE [ KA [m WA A [ A A

TWizEing values aie nol reporied.
* prospective definiions for: iolershie, sftectad daily 2civty and dhssbing were not provided In the dary or prolocal.

Twn palients reportad pimpies fone Peransione Aeslytane); one fAealytans psdan rapartd 3 sore throal; ohe Aestytme ptient raportad 8 rumy nose, degre of disabily

was not repartad for any of Ihe four events.
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‘Tabie 4. Duraiion of Adverse Events afber infitsl Trestment for Be Kasotsbisl Foid Indcalion, Patiznt Déary {5 tudy MA-1400-02

i Pt Resytane Fatients PP
ooy, | 1 7 n.m:‘m ] 1 = uﬁf’u ]
IHN mﬁﬁﬂm %) n % n n (%) 0 n % ni%

[Brusing 787 | 1Ees | opi% | coEesw | (W | apry | Gpow | mEees | mpow | rEm
Fedness mpoay | vemars) | siprowy | npesy | opowy | apey | wpewy | srpomg | ospew | apesy
e 127 pasn] | 1mpomsy | wEew | opeey | wpeey | apey | spy [oogeang | arpam | spey

Fan 18|7arg | napooy | arpaow) | eopasy | 2w T T [
rengernass | wapeew | womeowy | 2pimg | ez | opmw | g | sapesw | eepasy | wpemy | 1pem
licting erpies | aspow | mpoew | mperw | spow | tpsg | wieew | mpm | apmw [T
otner 3R 10T 3{100%) [T 0 (o) [ I {100%) [ 0 (%) [
TMEssing valLes e T peparied
* (st 31 cumuaied 1 ) b0 four irfection sies par patiant W sariss! snd Istes! B poin for Sy FEGCtion providsd.
T patients reporied pimpias {one Pertsne/one Rastytane; one Restysne patient raporied 3 sore fical; one Rasiyians atien rporied 3 runny nose: dagree of clsshity wss nol
ROz« v 3Ty of e UF avents.
TEb 5.
Festydane [ Resiytane Patints Feriane Patients
Toksl pallents | Tetal patiedta o | Aacied ey Aiveciad aly
i Vi N Toera® | | Desbing e Tl | | eing
gymploms n (%) | sy n % [ e ] AE O] e A i

[Erusing TOMETE | FA(400%) | Topaw | GOMAIN | 4R T T R 0j0%)
Feess Brpay | se@iow | Geeewy | Bipaawy | ey oo | 5TER3% | BsET | T@Tw) 0jo%)

[sweibng 12sipany | wipory | mpersy [wepmem | upew | oopow | e [oepes | npaw | ozpow
Fan ey | waparw | sopaew | sapeewy | npey | vprw | sspooewy | opoaw | weew | 1piw
rengernass | ezl | vmogsmg | zrpem | vogams | vy [ ovpew [ owness [ooepem | aes | rpw
icting sapedy) | sepamw | semasew) | sspmmew | 4pTw ops | orEimg | sapeoy | e [T
[othert 3PN 1% M 3{100%) [) [ M 31008 o) [T

" Wiszing values re nol reporiad.

* Eyenls 7E peporied 35 s events: bacauss ol ihe design (SpE-ece) of the Shisy, caussiity of the Systamic SVirse svanis cannol e assigned.
* Pruspectve deAniSons ior- ks, stectad daily scivty and disabiing wers not provied In the dary of prolca

4 Two patients: rapories mik Fansient headsche and one patisn reporad mik *twilching”™; mmrmusmmmmswn&mm

Taibie 6 Duwation 0f Adverse Events sfer inittsl Treatment for the Nasoésbial Fold ndication, Palent Disry [SRuy Ma-1400-01)

o Prrine
Restyim bt Fesiytne Paiants Perane Fatlents
Tolsd palinis | Totd palinis Ve f iy Wumber o ey
reportng g 1 7 S Ty T T (=K [
sympions 0 %) | srplomandi ] oo o [ % o [ % 0% & %)
Erusng mpere | mpnaw | apemy | siew | opew | omw | zapuw | seposm | sEmy | 1w
Feme: W) | wmlow | 33w | s2penw | 2iEow | 0w | S(Loe | wpiaN | ipeW | Op
En WhEIDN | 121 E0TN | 364N | B(TR | 20 | 106N | 2[at% | miues | NEm | e
Fan RN | W0ars | Enty | G | Tpme | oW | mELw | GTEes | Tnmw | 20w
Tendernass | 12EiT | 10gEers | mpmy | ey | TEIW | O | sopoeg | oo | OHENW | AR
licfing BIpET | SBpATW | sriew | 2rE0ow | A | opw | oemowm | sepamw | opdw | 1w
[airert ] =] 3 (100 00%) 0 i nmR | ap0ow | omw ] [

L3z 3 ol 1
* Events S TEOE S5 3 EvRrRS: DaCAs of the cRsgn fSpik-150%) Of e udy, Caussty of (e SYSIEm: OVErSE vars Cnnol be Sssged.
* st arm comukaled from op i bwo injaclion slies per palient Wit earieet and latas! fime poiT for any raction provded.
*Two pabints reported mikd rnsient headsche and ons patient feportad mid “wikching nefther caukd be ssancisied with 8 parlicasr product.

Taile 7.AN Investgsio- dentfied Adverse Experiancas (T2 Hours)

Mumber of Events per Patient per Study for Te Hasotabial Foid Indicaton

MA-H00-01 A 140002
Sy Tem Harber of Eveils Narher of Evens Kumber f Evenls Numier of Events
Aestetmns (H=150) Patng (=150 Reziytsns N=142) FEtEne (N=141)
[EcnmeE E] 0 ] 7]
Edema 4 4 B il
Erytema iE] ] E] 5
TendeTes ] ] T 5
PN H 2 ] F
3 [1] 1
[ Prurttiz 1 1 [1]
E 2 ]
Burming ]
T 1
Irjectinn ee scah a
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‘Tabie  Investigator-identified Adversa 2 Weeks or More After implenitation) (Number of Patients]
[Restytana . Specifisd Active Controls—ll Stusies for the Hasolsblal Foid Indication)
MA-1400-01 MA-1400-01 MA140002 | MA-a00-02 HGEDD0S 1GE0002
Sy Term Restytane Fertang A Parns Restytans 2yt
m-eoyy | pewnp | opam | opeanm | op-mam | p-ssm
Ecchymeets AT TEg D] T8 [0E%) B % {0
Etlem 0 [0} 0% 210w I 1% 1B 1101
Eryilens 7 [L0% I THT% (1A% TELTR | o [268 %
TEndRmass 0 (%) 1 (0.7 0[0%) 10.7% 855 10 [7.7%)
Fan I (0P 0 %) 7% 0% [ TR %
P 1IT%) 0% 2 (14 1[0 & [AE% 13 8%
Fruiis THT%) 0% TI0.7%) 0% [ [
s ] T T 0% [T TRT% TS
Vi T 0% THTY T 0 [T 105 00
Tngacion g1z 30 TR 0% 0 [0% [T [ [
EOE ) 0 [0%) 0 (0% 0% [T [T 0%

Table 0. MiA-004-03 Adverse Events Reporied by Restplane Patients Treated in the Nasolablsl Feids

: ‘st Treatment wih Peshie 21y Tk il Restlane
Mt5) | metrm | sz H=t5) N=172) N-33)
Sbpcts | Swess | Swpds At Aiecks Al
pagorting | reporing | reporting | nore |moesbe| ay |Desng| none |toeste| paw |ossmng] o |voesoe| oy | oesen
sympone | Sympkms | Sypioms icihty selhty selnty
Wi Sevarty Reparien ko any iy AE
Teperand
werips| 2 W7 B || e | o o | 20w esmen|ez e v ook 1 |eo e pew) 4
Comtined
ning
Upper amd 108 [
wwerips| 2 wr s |orm| 2w | o 0 |ezpaw 10w 5w |5 aowm|e | o 1
Comtined i
Fethess
Trperard
iowerlgs| 1 m I T T o | vy | o |opmlEry| 2ew | 3
Comtined
B
Lppec amt m J [ ’
wwrigs| o 156 i 0 [ o | 3w oo mo|ss pes| 1w | 1w |ee |2z o) 3
Comtined (R
[Fai (incdes cuming]
and
iwerigs| 1 e 2 |mprel 1y | o o |l men 27 exy| B | o] 5 | 1 e | 3o
Comtined
TENIRTTREE
Teperar
iowerlgs| 1 164 TR ) (BT o | g feo ol anpe| 2 pm | opog | pow| s i 20w
Comtined
g
Upper andt n . )
werigs| o 5 n 0 [ o jeprfsipm| spx | o |omslzesy| 1| o
Comtined
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Table 11. MA-1300-16 Duwration of Adverse Event, Subject Ditary jor fhe Lip Angmentation indcation Study
¥in Trasfment at Rassling (M-45)
humber ol Cisye

BruEng A7 Bon ' e e T 1%
Redness T30 [T6%) 70 [15%) B [B0%, 73 (1% 1i<T%)
Cweling o0 (ST Tiow [ 0 | BT

Pl [Incices Buming 146 (B 35 M%) 5 [B5% 14 10/} 2 (1)

pang [

Appsr an LOwe Lip Combinzd

BNy ] EE] 40 60 HED T

Fndness B0 5% 1657w 38 [E3%) B (3% 17%)

el B0 o o[ 54 [B1%] 71 ] T[E%)

Pain [Incsuces Buming T2(TTE| 21 {30%) 43 [E0% 5 (1%l (4%

TenaEmess Bl sm] BT ] 165 (2] B (0%
[

cond Treatment with F

N-53
bvans

Pain

‘Swaling 1 0 ] 100 525 g a?[:'m
Tendemess ] 0 5O I8 {77 ] 16 [17%)
Wasmphanmgiis a 7 %) [ 0= B 7 %)
Cont=mn prusng! ] 1] 0 131 TE [14%) 1 76 [26%)
Heamcn ] TH%) w 12 (7% 3 H)
Erythena 1] 0 57 78 [17%) 10 0 (T1%]
"5 Dxiolaion 1] 0 H] T (o) 7 HE]

“InCIdES SoUjNn] of 18 S, Paeing, asuamalion, and SUperical fesquanaion

Tedd 13, MA-1200-12K Maximem Inteasity of Symptoms sfes intlal Tr=atment,
Subject Diary tor the Lip Augmeniation Indicaton Pt Study
Tutsl sutjects poring

Rection [N-20) pomE b e
BruEng 17 (%) 3[15%) 13 [B5%| 4 [20r%) ]
Tedness EALE el ] T T Lidii]
Eweiing 19 ([0 1 %) 12 Ji0%) 7 [35%) 010%
Pan T7 ooh kgl T e i) ek
TengEmess 19 D5 1% 18 {80%) 1(5% 0%
Jicing 2{10%) 15 A% 2 (10%) [ 0 0%
M3 Formaaon’ & [90%) 2 (0% 17 B T[5% O10%,
T Documentalion of s Mrmalion wes e sl of & MEcommuNiCIim Wi T8 SIECts. SUDECts WarE specincally INETCeed I e any

I
procuct aipaiiy as mass lormation In el dsry. whethar or not the palpshiEty wes the inlsndsd fesl of e product
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LS. Clindcal Studies

“HEEDDD3: e, Elinded, Clnical Shdy

(WA 400-02: Elinded, Clinical Shudy

D

11 randomized, prospective stady at & U.5. casters, which compased the ssfeby
and effectivenses of Aestane and Zypiast In 3 “withis-patent~ control modsl of
augmentation comection of biateral nasal ks, usng Rastytans on the rndom ed
sz kabial Soid 2nd e contrl treatment on e oppostis nassl ishisl fold. Patients
\were pariially masked: avalusting physicians were Independent and masked; treging
phrysictans were LEmasked.

Etfecivensss was shafiad wilh B-montt folow-up. Sslety was studied with 2-moni
b -,

Dendgn

1:1 randomized prospective sludy = 17 LLS. canters, which comparad the sdely and
eMectivenass of Aesytans and Ferase oliowing treatment tn beseline condiion. Patiznts
weee ranoomized {n efther Restyisne or Perians restment. A fouch-up was aiowed 2
wiescis stier inittal beatment. Patients were parttally measked: evalising physicens were
Independent and masked: ireating physicians were unmasked.

Etteciiveness was siuded with & months follow-up. Safety was stusied wih & months
oilow-up.

pre—

Endpsints

Qubcaimes

Effecivensss

Primary:

The itterence In ffact of Asstytans and Zypéast oo the visesl seventy of the rasolabisl
Ik, =5 assessed by = Evsusting investigstor 3t 6 monins s assime.

secondary:

Wirinikle Severity Aiating Sesle {WSRS) score assessed at other folow-up pairts by the
pesiusing Imvestigator and by the sshject.

intzal Assthietc Improvern en (GAIJ: Very mic IMprovad / mach IMproved ¢ improved /

o change | warse, assassed 21 2, 4, € months by e evalusting vestigaor and by
the sucject

[Number of trestment sesskons in achieve 0pBmal coamasts.

The primary evaluston parameter was the 5-point WSS Score. A change I WERS-1
was considerad tn be clnkcsly sigaificant during folow-up. Baseing was defned in baghn|
al the folow-up demonstrating that optmal cormection had besn sustaled for 2 wesks.
(OpEmal correction was defined fo be the best cosmeti: resulf obisinable, as determined
by the evalusting pysician. A specific, obiective scone or goal for corection was not
nefned; 2 injectahie SEEEHNG WETE SpeciEd.

Erdpoint

mmmnmummmmmMWMmmm
sewertty of the nasoiabial folds, 28 3ssessed by De Binded Evalain.

The primary stucy endpoint vz wiinkie saverty 12 weeks sier optimal comecton wes
[schiewed. Wrinie saverity was evalusted on 3 five-sisp veildsted Wrinkie Severity Ratng
Seals (WSAS) (LE. none, mid, moderale, severs, extrem) by 3 Ive ealustor tinged 1o
tresiment. Patient mecass was defied 28 least 3 one poind impe

on the WERE at 12 wesks sfier optimal corection was achived. The percent of patient
(successes were caicatshed for sach tresiment geoup. E2ch gmup was compered fo e
v sseling, WIS N0 cmpartson of Resfytans fo Perane.

Secoadary:

Weinkle Severty Raling Scale (WSRS) assessed 2 other tollow-Up polsts (2, 6, 24
weeks atter optimal corection) by the Binded Evahutor, the invesSgstor and the patient
anid compared fo baseline score by ihe same evalusior. Deration of effect was defined
& & monte or tme point, 1 earfier, 3t which les than S0% of pelents had & essi
1-rae MESpONEE FEMENIRg = Dot nasoisbial fokds (NLF).

Bafiehy assessments ncuded: collection of patient symploms In 3 14-day diry;

Demograpiies:
The stusy enruiled a popdation of predomisaisly healtry, runue,mmnm
[smakers wiih fistory of prior tacksl sesthetc p

of acverse xp at 72 hoers, and =1 2. 6, 12, and 34 weels;
development of humoral or cell-meckated Imemunety; and he rebshorsp of adverse
2 injection techrigue.

There were Tew men of oihes racielethels groups; nmwmm
ExtBnsive s Bposure.

= Gander * Tobacoo use

Mak: T Won-smokers 118 [BEA)
Femal: 128 (2IAW}  Smoker: 10 [120%)
= Emnichy * 50 Exposre

Cocsm: 12 [BO0GE Nane B3 [BOEW
Black: 2 [ Mohesd Sun- 52 [IB.0%)
Aslan: 7 (5% Arilcab I
Hispanie: o Ry

EMectiveness.

Primary-

B:zszd on the per patient eveiuston, the WSAS scores st & monihs by the eveiusing
Imvestigaior demonsirated that WSAS for

syt was owr (Detter) than Controt: 0 78 patients
Resiytane was pqual Io Contrel: In 46 patients
estytane was Nigher (warse ihen Commt I 13 patents

Fux the enire conort, howswer, the Mean of the WSRS Store by svaksting kvesSgior
emorstrated et while T wes essentaly no diference befween Aesiiane and

(Controt-raatad conort sites s pre-treatment (0,02 enits WSAS) and baseine {0.01 units
WSS), for e cohort of 134 patients, thers was & diference of 058 units of WSRS
at & monts.

Tabi= 14 Eﬂrl‘}‘l‘l Evalutor Mesan Wrinide 3 HWII] Soores

Demographics:

The sty enwoilerd 283 {Le., 142 Bestpansand 141 Pedans | patients with moderais fn
seveee NLF wrinides, The patients wees precominanty hesittry chverss lamaks |
Blatersl NLFS 3nd orzl commissLres 'Were cormeciad with 2.1 mi 4o 5.2 miL of Besfyars.
The greatest amount used In 2ny patient wes 8.8 mL

G miter — Female: 266 [B4%]; Mak: 17 (B%)

[Enictty - Wiihe: 226 [B0%; Hisparks or Lafing: 31 {17%); Axican
 American: 23 (e, Astan 3 {1%)

[EMficacy:

The resuliz of the biinded evalustor assessment of KLF wrinkle severfty for Aesfpansznd
contmi {Pertans| are prasanted In Table 1. In the primary sMeciheness assessment at
12 weeks, 77% of he Aesiyiane snd 57% of T conini patients fad maistsined 5t east
& 1-fooint Improvement over basedne.

Taibia 15. Bfinded Evalsion Wrinkds Ssverfy Rasponse Sces

Tmepont | Mo of Aesyine]  No. of Restans
Patiants | Pl malisining =

1 Ut

ot

NLF o WERS

[ WeSSE 136 113 BTN
12 Wass 'I-iﬂ A06 {7 ]’
G [TA%l"

'HlpﬂHcDDﬂﬂ1Mm1MWbmm

Antibody Testing:

150142 {10.6% sabjects dispiayed a pre-trestment aniibody response against Resfane
rtich weas believed tn e retsied o co-purifying Seninencors capsule anfigens]. One
| subject also deveinped measurabiz incresse in antibody titer sfter Aespiane Injection.
721 [33.3%j patients with antibodes agsinsd Restytans fad adverse experiences 3t the
Wnjection ste, which was SimEsr o the jocal aoverse avent rale obssned In Te enfire
Resfytane popuiation (12, 53/142 [37%). Mo severe events wese noid and the subject
Wi deveioped an Enhody responss stier Assiyians Njscion dd not experence any

| atverse event at the injection stie. ‘type sidn testing st mo
patient deveiope igE 1o Restyéme Post-sposure hisiopathology of skin blopsies of
an implant stte on ssch patient demonstrated St no patisnt deveioped call-medatag

immuniy i Aesfpans
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SAA-1400-01: Blinded, Clinical Shudy

1:1 rancomized, prospective study st $0 LS. centers, which compared the eatsty and
efiectiveness of Resfyiane and Padane following irestment io basaline condltion n 150
patizntz with pigmented skin and predominantty African-Amesizan ethricty. Patents
were randomized in Restisne or Periane restment in 2 “within-patient™ model of
sugmentsion comecon of bisteral rasctabisl foids (NLFS) and oral commissures with
one trestment assigned 10 one side and the other treziment fo the otner side. A fouch-up
weas aliowed 2 weess Stter inifial rastment. Pafients and trealing physicians wers
parialy masked. Evalustions were performed by Ive imrestigsbor assessment for the
primry ansiyss.

Eflectiveness was studled with & months Soliow-up. Safety was stoded with & mongs
Tollow-up.

i

Efiectiveness

Primary:

The diffierence In etfect of Restptene = week 12 versus bassing condfion on the visusl
severity of the NLFs.

mmwsﬁmm@-ﬁmmmummmmm

Wrinklz severtty was evailisied wiih 3 five-siep valisied Wrinkle Severly
mmmum mikd, moderale, savers, exirane) by an on-sfie bindsd
evaimior. Patient success was defined as maitsiniyg o least 3 one polet Impeovement
on ihe WSRS =t 12 weelts atter opimal comaction was achisved. The percent of patient
SUCCERSES WES calcuiEied Tor esch group. Each reaiment group was compsred i s own
basedng, wih no Comparison of Assytne o Fetane.
Secoetary:
Wrinkle Severity Riing Scale (WSAS) was ssassed = other tollow-up points (2, €, and
24 weeks atter optimal eormecon] by the Investigator and e patien and compared i
baseine scoce by the E2me evaiusion A phologrephic assessment of patiznt cetcomes
weas alsn pertormed. Durslon of etlect was defined a5 & monihe or time poir, If earler, i
wihich kess fitan 50% of pafiants had st least 3 1-grace responss 5t bolh rasokbel foids.
Saiehy ssseazments inciuded: collection of patint symploms in 3 14-ay dary;

of adverse T2 howrs, and a1 2, B, 12, and 24 weels;

deveinpmant of humoral or cell-mediated mmurnity; snd the retslonship of ateerss
experiences ba injecton tachmiqee.

Demographics:

The stucy enrolied 150 patients with moderats 4 severe NLF wrinkiss. The patints were
predominantty healthy Atrican-American lemales.

Gendes — Famale: 180150 93%k Male $0/150 (T%)

Ethnicaty — Witte: 2 (1.9); Hispanic o Lating: @ (5%, ANcan-Ameican: 137 (3195
American indn: 2 {1.9%)

Fitzpatrick Skin Type - 1o It 0 (096 I 44 [20%]; V. 68 {45%); W1: 38 (25

EMkcxcy:
The restits of the v binded evalusior asseesment of winide saverty for Aesfiineand
ol [Perisne are preseniad In Table 15 =nd are tassd on the Intent-4o-Treat snalysks.
In ihe primary effectivensss assessment af 12 wesks, 03% of the Resiyane-treaied and
9% of the Perans-tresied NLF maltzined st least 3 1-point improvement ver besedine.

B0-00%
S n:r-si"r.

TR mm;.cnmm sdm Hmlwannmunmmnm

Antibody Testing:
9150 (B%) subjects dispiayed 3 pre-Treatm et oty responss againe] Restian:
{wihich was befleved fo be relsied fo co-purttying Stepbcorsus capsale antigens). No
subjects deveioped & messursbie ncresss i anthody ther atter Aesftans injsclion.

A6 [17%] patients with sntibodles sgainst Resiylane hod acverse experiences at the
Injection sl as comparsd fo the local adverse event raie observed In the ere Aeckians
popuistion (L., 28/150 {18.7%[). Al ihe acverse epenizncas In the patients win 3

UM CrE responss againat Restytans were mid In sevarty Immeadiaie fype sn ieing
demonsirted that no patient developed IgE to Restyiane. Post-sxposure Hstopathology of
skin biopsies: of 2n mptant siie on each patient demonstrated Sat no patient deveioped
call-medisted immentty fo Restpiane.
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MA-84-003

The draiiom of etfecitvenass of Aestyians for coracion of nasotabisl Tuids NLF) was svalaiad
In = ranoomized, evalshor-tinged, muts-camier study, Resfyians was sown fo have an overal
eration of enactveness of 1 Mostns from baseing foilowing re-tresiment ot 4.5 or & montns.

MA-D4-003: Ranoomized Clinical Sy

Desgn

Rancomizsd, svakstor-bined sty af 3 US. centers, which compssed ihe safety
and effectvensss of esttsns siag twa re-iresiment schacuiss. Inftaly Asstysns
was Injectad In both nasolsbisl foids {NLF). Subsaquenty, one NLF was re-trested
4.5 months aiter the Inttsl regtment. The contralsteral NLF was trested with Aestians
and re-treqled af & monS:s 4+ 1 week). The Binded Evaiushors were binded o the
e-tregtment scheduie while paients snd tresfing physicians wese nol.

Effecavensss was shatied 3t 18 months sfer the inittal Infection {Le., sither 8.0r 13.5
monihe =her the second frestment).

Endpaints

Effecivensss

The difference In effect of Aesfiane Injecied 4.5 or @ monts after the inffal trestment
N e visusl severtty of e nasotabisl foids was assesssd by 2n Evatusting Investigator
al 18 mostts atter the bessine treatment. The primary shety endpoa was the propor-
tiom of subjects with at least o grade Improvemert in the Wrinkle Saverty Rsting Seaie
[WSRS} from hassine as assessed by the Blinded Bralsior at the 18 menth visi.
Secontary:

The Wirinkie Savarity Rafing Scake (WSRS) s00re wes ssesmed by e evalssting
Investigaioe 21 aE foilow-up vists prioe o the 18 montn vk 2nd st =l vk by sutjects
and Indapendsnt phalngraptis reviewers.

ol Assthatic Improvem ent Sesle (GAIS) comparing the pre-restment appearance
at sl iofiow-up visits ep io 18 monins, was dstermined by the fresing imvestigstor

and paient, The GAIS b5 5-paint scals for assessing gt sesthetic improvemant:
“very much Improves  much improved | Improved / o change | worse.”

Sataty
Saverity and duration of Injection sits reachons and atverse events wess fecorded.

Duteomes

Demographics:
The study enralied an adut poputstion of peedominsiely Caucsstan, hesithy, non-smoking

olums (md) of Restytans Treatment Ussd by Visit

™ Sige Aasigned 0 Re-Teaimen | Sice Assigned 1o Re-trastment al
al 45 Mondis S Morihs
H [i-] i
Mzan + 50 L1 = 01 1.1+ 0L6E
1.0 10

Miimum [IX] 02

Mzdmum 25 28

The resutts of the binded evaiator sssassment of NLF WTikde ssvertty for sutjects
ireate af bassline, 4.5 or & morihs ks presenled In the Figars below for subject
butcomes at 4.5, 9, 12, 15 and 18 menths ates Infila esiment.

Biinded Evaluator
WERS

-
.
femains. E P -
Nember of =
N GEntE Hace " sk vt o 4
Subpcts * f! o e
e
% |Mensso|samena| wee i wie | ¥
= = [5.7% [BE.7%) I =
m 3 i
Maschen e HEEh 3. 7% e A 0% NS Mok Mowk iz Mok b5 e e
) Vst
Muimum | 26 Hepent | g o
PR R— At 16 manins after ihe inttial ireaimen, the bilnded evaleror determised Sat 97% of
the MLFs re-rested at 4.5 menths dspiayed = leas! 1 WSRS grae Improvem et over
e g beseiine, With 3 mean change Iy wrinkis severtly 5coe of 1.7 units. A% 16 months atier
D"_“Fm Hisiory of Tobacon Use | History of S Bxposue e inieal irestment the biinced evaiusior deleemined ihat S5% of the NLFs re-treated
at 3 months dieplayed af least | WSRS grade Impeovement over baseing, with @ mean
e mgm W |ssiramg| W |epeoy ChaEnge In wrinkie: seventty scove of 1.6 Ude.
Elinded Evaluator
Ko 19:3!1 v [20p6Tw) 12 {16:0%) Wane
1] a
'I i as
= 8 T
[ Tl of SOt enied and oaerved & 4.5, 5. 12, 1o and T8 nmie E o1y
SCRU | I F 5T o o - o s
i w2 |mas| me | wiz | ms | MiB ] [prmbrmyra—
o g e
Enmied ™ w|m|m|m|m|m® E oo
= oA
Winire Coneent. | 1 = P i T 5 ! n:
M Mosth 45 Morha Mook 1 Mooh S Moslh I8
Lost io Folow-1p 1] ] 2 | a A 4 'l [
Mizsnd Vit 0 2 1 [] 1 1 1
Actug 7| 40 | 72 | 67 | 65 | oBa| B4 | B2
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MA-1308-15
The satety and efiectivensss of Resytans tor iy Nuiness ssgmentation was eeauated In 2
randomized, evaliaion binded, no trestment controfied study.

BLA-1300-15: Randosrized Clinlcal S tudy

“This Was & ranaomized, svalsstor bined, no esment 35 3 contrl stugy of 180
‘satjects who wese Besiing lip ulness a1z centors. A1
ity of the study, sebjects were randomized In 2 3:1 rao o (1) Flestylsne tresiment
or (2o reatment. The sty recrufied & misimam of 30 Ssbjscts wih carer skin
fyps basad on ctassmestion of Fitzpsirick sian fypes IV, ¥, o ¥L. Each ip qusinsg

by MLFS 50O Was ansiyzed for effecivenass and i IS were ansiyred 1o sgiey.
‘Sutyjacts rancomizsd fo freatmest: st ts=ine wers re-ireated st & monins and stjscts

7T

& Monf Treatment
Ko Treatment Ko Treatment  Bestylane

fmsemm: [ 5 - (1t Tresf- (@ Treat-
{upper and lower i) men] ment]
s M-5) (W13

efective I Il segmentation fhan no freatment. Thes was determined by the bindsd

evaleior snsessment of Bp fullnees at 8 weeks ater the first resiment a5 compared o
e mssine Iy the trealing imvesfgator, sepzrately n the upper and lower
56 {CO-primary endpoinis), using separste 5-(Face MC LIp Fuliness Scales (MLFS)
with pholngales tor ach jone B3 for Epper AP and one Scale tor lower ). Treatment
suzcass was defined a5 5 least 5 one grace Improvement In the MLFS for the binged
evalesior assessmants 51 Week & (35 compered fo the tresing Imestigalors baseie

amsessmest of the MLFS) for ot the epper and lower Is.

“The primary Exfisty ctyecive was {0 cefine the Incience of s SOVMES Svents: Incisang
‘sucject comgpisints reportad during the fist fourtsen tays stier tresiment 35 Fecoeed

n the subject diary; salety sssassmants at the 72 hour visis; treating isvestigator
assessments at 2, 4, 8, 12, 16, 20, 24 wesks 28 well 25 2 and 4 weeks sfier o § monih
rmatmen: and any mported oF obeerved atvers svrts.

Endponts

Sacondary:

‘Sscondary effectvencss cbjectves Induded:

» Assessment of i fislness sugmentation after irestment with Aestisne = compared
to/ne reatment, as measured by the biiaded evsiistor, treating ivestigator, s PR
8t post-tassins fime points 25 comzred fo the basaine asssssment. AEspons: was
teterminess by st kst one grade Improvement from hasslise In the upper and kwer
ips EEing e MLFS.

» Identification of & Improvemest at each time polat afier trestment with Aestylane 35
compared o mo frestment using the GAIS by e treating investigalor and the sshjsct.
FESpOnse I OEINE 5 3 GAIS Matng of “mproved” or bettar In the mpper o Iower ips.

“The secontary estety objecives Inciues asssesment of &p baxters, Trmnsss, symmetry,

product paipsbilty, mass fomsion, By movement, hancion, and sensation.

Demographics:
“The stusy enmbiad an adist poputation of predominately Cacastan hesihy fences.

eencomized fn no trestment &t basaline recelved their Arst tregiment & & monthe. The n e 135 ar 5]
saiety of 5l subjects wes fen monitored Sor one morth after the & mond freatment. Memn B0 = 7853 0.084) | 2.387 13m0y | 1780 Az
EMecivensss Whiadian 5= 2000 2.750 1.700
Primary. Winimum = .60 0.ED 003
The primary etfecivencas objective was io identily wheler Resfyisns was more Marimm - BB B0 B0

Dhuikiz) s

The purpase of this study wes o evaliate the satsty and eftactiveness of Reslytans for
5ot fissue augmentation of the lips. The recults confirm that Aestyime s highly effecive
tor acding haliness to beth the upper and lower s for at lest & monins.

The resuiis of the binded evalusinr MLFS sssessments of Bp fullness ane presasied in the
figure below for subjecd eulromes 8, 12, 16, 20, and 28 weeks.

Propertion (%} of MLFS FESpoUSTs Measured by the Binded Evalusior

BEE

WeEkE | Week | Wedk | Weekr | Week
12 1B 20 o]

W _Roshtane Tregmen| (%) @6 | 901 | 842 | 750 | 6eE
Mo Trestmert (%) 780 | %8 | =8 | 133 | %64
pvaLe « 0001 o time poiris

Satjects sssassad B Improvement 3t esch ims point stes trestment wit a 7-poil
-l GaALS. WREN Epper and lower ip DUSCOM<s were combines, the fofowing
percentage of Resfisne subjects assessed themseives s Improved or bettar from
Baseline: 7 T% [Week 7], 00 2% (Week 4], 35 7% [Week B, 31.7% (Week 12), B5.0%
(W 1), 7B.1% (Wessk 200, 2 74.7% (Wiek 243 o pabients n the No Treztmet group
amseesed themseves & improved from Baseline at sy vl

S0 of 1he eigibie Rubjects ciected io recave re-tregtment 3 Week 24 which suggests
il subjects believed that e safety concems associaled wih Resfytans I njections
were less than the aesihefic vaie provided by the device.

Chamcterisies  Toml | Crarsctenstics Totad {N=180)
[N=180)
Amarcan Nabve 2(1%)
MesnE0) | 476105 Bl AlTcen furericsn 7 (1%)
#|[Cseden 500 Heihve Hawalsn/Pachlc Bnder 1%
& [ 18 atn [
H = Wik 760 A%]
Gender Dher [T
[ 1 (<t | | Emnikaty
Famsa 170 0] Wk Hispsric o Laing 161 [B0%
ek o Laing 1811
Rt Skin
LILandll [ET
WV a1 (7%
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MA-1200-13K
[ prospectve, open tsbal, Snge cantsr, binded evalisior siudy in 20 subjects

The effeciveness evalustion parametsr was the Clobel Agsthetic Improvement Scale (SAIS]

T assess the INcioence and severty of A0VErse Sspariencas irom Assfpans when U5ed
In he lps

A fokal of 20:subjects (2 male, 18 femal) wees anviled and 19 SutiEcts compieisd ie
studty. Onz BO yesr oid satjsct e during the stusy aus to canti-respiratory amest.
Miag e was 52,8 years okt Savenisen Satjects were wiits,

At 12 waeks, 7710 [37%) sujects were ratad = Improved on thair GAIS assessmant by
the Blinged Evalusior. Al 12 weeks, al {100°%) subjects rated themseives & inproved on

Endgmins | DEgn

thekr AIS assessment.
SbgECE
with Ly
Paramels N | n | mpiovement | peceat | sowc | poveee
Lp Improvement Using
e Emo Bvmiors |20 |1 T 3% | s, 058 | 0620
hespssment!

Lip Improvement Using
e Treatng investigaiors | 20 | 10 18 100% | (085, 1.00) | <000y
Mesassment

'Smmm':“'r‘t!m 1 B w 00% | (@84, 1.00) | <000t
5 | "2 10 he protocol ceviamon, e Ive Dinged evalualors assessment was =
E | phoiDassassmant
E
=3
Velume af Infecten i)
Upger N E)
Wean [5.0,) 062 (0.30)
Mackn 73
M M 006, 140
Lower [ El
Mean [5.01] .68 [0L37)
Nedkn [T
T 005, 180
Tol [ El
Mean (5.0 168 (0E2)
Madkan 150
Wi, M 013,320
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|HOW SUPPLIED

Restytane I¥ suppiled In 3 disposable glass gyringe wih 2
Lies-Lk® Nitang. Aesfitsne Is co-packed with sterized
neecleds) as Indeated on the carion, effher 30 G x k" or
e

Apatient record label |5 8 part of the syringe kabel. Remove It
by puiiing the fiap marked with Sree smeal amows. This label
& i be attached o petient records A0 ensure tracestilty of
‘the progect.

The conienis of the syringe e strle.

The wolume IR 23 Syringe snd neede gaUge | 5 Balsd on
the syringe kabed and on ihe carioe.

‘SHELF LIFE AND STORAGE

Resiytans must be ussd prior to the epiration dsie printed om
the package.

‘Siore t & femperators of up fo 25° C (77 F). Do not resre.,
Proiect trom sunight. RetigersSon & no requied.

Do met resferiize Aesiyians as this meay temage o ster the
product

Do rok use I the packsge is demaged.
Immeataizty retum the damaged product to

Meiizts Aesinetics Inc.

Heonw

LS. PATENT 5,827,837
Mamtaches for
Medicis Aestnstics Inc.
7720 N. Dotsm Ra
Scuttsdale, A7 B5256

‘RestyEne s Pertane are ragislesed rademanks of HA North
American Saiss AR

Al nither tredemarks am the property of thelr
Tespectie mwmess.

" NOTE: This prinier-friendly verslon has been modified io

prit om letier paper. The formatting, stre, and location

of tmet, diagrams, and isbies may be diferent from the P it 201
packege insert. AHATE
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HRECTIONS FOR ASSEMELY
ASSFMELY OF 30 & NEEDLE TO SYRMGE
For eafe use of Aestytane. 1 1 Important il
‘e needie ks properly assembled. improper
‘meambty may resait in Baparston of the
nesdle and EyTinge dering Impeantasion.

‘See plctores A trough £

1. Unscrew the tip csp (E) of the syringe
carehuly.

2 Grasp the namow part of the neadie shisid
loasely: mourt the needie o the LuerLok
{C) by turning 1 clockoise entl you Tesl
COURTETpressuTe.

3. Grasp the wider part of the neadle
hieid Srmiy (D

4 Press and tum the needie shistd 07
{2 quarter harri,.

da The quarier tum ks necassary io jock the
neede mabo the syringe.

5. Riemove e patieat racond lsbel marked
Wiin s small amows () sad ttach t

PRE-TREATMENT GUMIELIMES

Prior i freatment, ihe patient should avd

{EING &SN, nonstErisal ant-ntEmmatory

medicatons, St Joha's Wort, or high doses

of Vitamin E suppiemants. These agents

mazy Increase brosing snd hiseding & Se

Injecion she.

TREATMENT PROGEIURE

1. # iz necessary i courssd the patient and
itsouss ihe appropriale Indlcation, ks,
benefits and expected respanses i the
Restytans trestment

Atvise the patient of Be necessany
precastions belore commencing
fhe procadare.

2. Assees the patients need Tor appropriais
anesthesc reaiment for manzging
comiort, Lo fopical snesetic, local or
mene block.

3. The patient's face shiwid be washed
wiih B0ap 2nd water and drisd wiih
3 ciaan fowel. Cleanse the srea io be
fresfted with alcofol or another suftable
antisepic solution.

4. Sterfie ghoves 3re rcommanded while
Injcing

5. Befiore Injecting, press rod carshuly ull
2 small deoplet s vislbie = the tp ol
fthe neadie.

£ Resfytane Is admisistered esing a thin
AU neae (306 & W7 o 29 B X 7).
The needle 15 Inseried & 2n pprmate
angie of 30° parailel fo the langihof Se
wrinke, Told, or Bp. For the nasoisiial
toks, Resiytans should be injected I the
mitl-io-teep denmis. For lip sgmentation,
Restytans shouid b= injecisd o ihe
submucnsal iyer; care should be taken o

¥ Restytane

(ASSFMELY OF 20 & NEEDLE TO SYRNGE
Lse the thumb 2 foestinger o hold Srmiy
around bioth e glsss ByTings barl andthe
Lier-L ok adapter. Grasp the nende shiskd
‘with tie oiber hand_ To faciliale proper
amsambly, bath push snd rotss Amily.

(W

avold Injection
s Infected foo superficially s may resut
In wtsibie lUmps: Sn0/0r blstsh SEcolraton.

7. Inject Restyians applying even pressure
on the punger red. | s Important et
the Injection ks stopped Just before the
neadle Is pulled out of e skin o prevent
mestertal from lesidng ot or sieg p oo
supernictaly I 2 skn.

& Oniy comect io 100% of the desked
woilme etfect. Do not overcomect.

'With eutaneous deformities the best
resuits are obiained I the detect can be
manuzly sireiched to the pont whers 1t
s eimisated. The degres and duration of
the comection depend on the characier of
fihe defect trestnd, e Sssue sivess ot the
Impiart stie, the depth of Se Implant in the
fizsue and the Inection techrigue.

9. Typheal usage for each freatmest ssssion
s specific toihe sie 38 well s wrnkie
severiiy. In & prospecthie study of midiace
wiinile cosreciion, the median fotzl
dose 'was 3.0 mi. Based on LS. clnical
studies, the maximem recommended dose
peer remtment 126.0 mL for the nesolsbisl
foids &nd 1.5 miL per ip per ireatment.

LIECTION TECHMIGUES

1. Resfyiane can be iejected by 8 number
of difterent techniques St depesd on
e tresting piysician's experienca snd
prefierence, and patient charactenistics.

f8y Insaring the needa Into e midde
of the witrisle or foid snd injecting the
Tller along e track 5.3 “Bread ™
Abough threading ls most commony
practiced atter e needie has bees fuly

neadle [“push-shead” achrique). To
enhance the vermilion of the lp, the

Fetmyrass inzar ihmsdng techique &
the most arivisatie.

4. Sertal Sreading ks a fecholgee that utilzes
lements of both approeches.

5 Gross-hatching H] consists of 3 serles
of pacailel Inear threeds Injecied &
Iniervals of v in fien mim followed by
anew series of threas injacted af igat
anghes fo e frst set b form 3 grid.

This technique Is particutarty uset in

£ Watel The commect injection Ischnbque
s crcisl for the Rnal resull of e
treatmest.

Dissacion of the plang
Wit Izizral movement of e neede, rapid
Tiows [>0.3 i fmin, rEpid Injecon or
Bigh volemes mey resaitIn @ Inerease In
short-iem epizodes of bratsing, sweling,
Fedness, pan, of lendemess at the
Injection she.

Ween e Injsction & completed, fe
treated sfie should be gently massaged
50 Tt | conforms bo the contowr of the
SurTounding fissees. It 2n mEmaTEction
Pz ncoaTed, massage the srea frmy
Detween your ingers, or against the
ndertng area o obtain optimal resuts.

~

EL If o calied “bisnching” ks obseved, Le,
e oventying skin furms 2 waitish color, the
Injecion should be Sopped immadsisty
3 e =rea maszaged unil i refums to &
ol ool

. I the wrinide or Iips need further
freatment, e same rocacue shosd
e repasted Unll & sstistaciony resul
Is nitsiner. Additional trestment with
Restytane may be necessary In achieve
e desired comection.

0.1 the frested srea s swolen directly afier
e njection, 2n ke pack cam be appld
on he sHe for 2 short period. ice should be
szt wilth camtion 1 the ares b stll numb
frum anesthetic in avold thermal injury.

1. Patients may have mild to moderaia
Injeciinn s reaclions, which typicaly
FEs0ive In lees fian 7 days i ine
masniabial lokis and less than 14 days In
Felp

STERILE HEEILE(S}

= Follow nationsl, local or insifsSonsl
gaidelines tor 52 and disposal of
madical sharp devicas. Dotzin prompt
mizdicad sHendon I Injury Decurs.

= To bk avold eedle bresioge, do not
atiempt o siraighten & bent neede.
Discsrd I snd compite the procedure
‘Wit 3 repiacament neade.

= Do niot reshisld s reades. Recspping
Iy Band 15 & bazsroous pracice and
should be amkiad.

Ordering information

Maris Asshetics Inc. 3 i dstribtor,
MicKesson Spectsity, 378 your only Sources
for FIV-2pprved Assfpans. Purchasing trom
any oier agent is Megal

o order c2l B77-520-1500.
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