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Protocol Summary

Title Feasibility Study of the TruSculpt Radiofrequency Device

Objective To evaluate the safety and efficacy of the Cutera truSculpt
radiofrequency device for optimal delivery of thermal energy
to the skin.

Study Design A single-center, prospective, open-label study

Enrollment Up to 40 subjects

Primary Endpoint e Degree of improvement in the treatment area at 12 weeks

post-treatment as assessed by the Investigator.

Safety Endpoint Incidence and severity of adverse device effects during the
study perioc] I

Subject Population Female and male subjects, age 18 to 70 years, Fitzpatrick skin
type [-VI

Planned Schedule First subject enrolled: January 2017
Last subject last visit: January 2018
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1 PURPOSE

The purpose of this investigation is to evaluate the safety and efficacy of the truSculpt radiofrequency (RF)
device for optimal delivery of thermal energy to the skin.

2 BACKGROUND INFORMATION

Unwanted excess fat pockets/bulges have been among the top concerns expressed by patients in the
aesthetic field. Although surgical interventions produce the most definitive results with body contouring,
these invasive methods require significant recovery time and come with inherent risks.

As a non-invasive option, laser, intense pulsed light (IPL), RF, or a combination of these technologies have
been developed to reduce skin laxity or fat with minimal recovery time and risks [1]. The tightening effect
of the thermal energy generated by these devices has been used for reduction in laxity and fat in areas
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3 STUDY OBIJECTIVES

The objectives of this study are to evaluate efficacy and safety of treatment with the Cutera truSculpt RF
device for optimal delivery of thermal energy to the skin.

4 STUDY DESIGN

This is a single-center, prospective, open-label study in up to 40 subjects, age 18 to 70 years, who desire
RF treatment for tissue tightening and/or cellulite reduction. Subjects will receive 1 RF treatment and will
be followed at 8 weeks and 12 weeks post-treatment.

4.1  Study Endpoints
4.1.1 Efficacy Endpoints

4.1.1.1 Primary Efficacy Endpoint

e Degree of improvement in the treated area at 12 weeks post-treatment as assessed by the
Investigator.

4.1.2 Safety Endpoint

¢ Incidence and severity of adverse device effects during the study perio i NN EINGQGEGE

4.2 Study Duration

Subjects enrolled in this trial will be asked to participate for approximately 4 months and will complete 4
visits: 1 screening visit, 1 RF treatment visit, and 2 follow-up visits at 8 weeks (+ 2 weeks) and 12 weeks
(+ 2 weeks) post-treatment.
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4.3 Study Assessments

4.3.1 Effectiveness Assessment

4.3.1.1 Investigator Global Assessment of Improvement

The investigator will be asked to rate the degree of improvement of the treated area at 12 weeks post-
treatment as compared to the subject’s baseline photos using the Global Assessment of Improvement
Scale:

4 = Very Significant Improvement (> 75%)
3 =Significant Improvement (51 — 75%)

2 = Moderate Improvement (26 — 50%)

1 = Mild Improvement (5 — 25%)

0 = No Change (< 5%)
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43.2 Safety Assessments

4.3.2.1 Incidence and Severity of Adverse Events:

Following the first RF treatment, adverse device effects (ADEs) will be assessed post-treatment and at
each subsequent subject visit using the following scale:

1
2
3

mild: requires minimal or no treatment and does not interfere with the Subject’s daily activities.
moderate: may cause some interference with functioning.
severe: interrupts Subject’s usual daily activity and may require treatment.

4.4 Photographs
Standardized digital photographs will be taken of each subject’s treatment area. Photographs will be taken

prior to and post all RF treatments, and at each follow-up visit. ||| G

4.5 Study Discontinuation

The study sponsor has the right to terminate this study at any time. Reasons for terminating the study
may include, but are not limited to, unsatisfactory subject enrollment or the incidence or severity of
adverse events in this study, or other studies with the study device, indicates a potential health hazard to
subjects.

4.6 Investigator Selection

Investigators will be invited to participate in the study based on their medical specialty, experience
conducting clinical research studies and experience in the use of energy based devices for aesthetic
indications. The site’s access to potential study subjects and ability to cooperate with study requirements
will also be considered.

5 STUDY POPULATION

5.1 Study Subject Recruitment and Selection

Up to 40 male or female subjects, ages 18 to 70, with Fitzpatrick Skin Type 1-VI who desire RF treatment
will be studied. Subjects will be recruited to participate from those patients who present themselves to
the site requesting treatment, or from those patients who respond to advertisement. Only subjects who
meet all Inclusion and Exclusion Criteria and provide written informed consent will be enrolled into the
study.

Each subject will be evaluated by the Investigator to assess his/her suitability for entry into the study
according to the following inclusion and exclusion criteria.

5.1.1 Inclusion Criteria

To be included in the study, subjects must meet all of the following Inclusion Criteria:

| 1. | Male or Female, 18 to 70 years of age (inclusive)
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2. Fitzpatrick Skin Type | — VI (Appendix 3)

3. Has visible fat bulges,skin laxity, or cellulite in the treatment area

4, Non-smoking for at least 6 months and willing to refrain from smoking for the duration
of the study.

5. Subject must agree to not undergo any other procedure(s) in the treatment area during
the study period.

6. Subject must be able to read, understand and sign the Informed Consent Form.

7. Subject must adhere to the follow-up schedule and study instructions.

8. Willing to have digital photographs taken of the treatment area and agree to use of
photographs for presentation, educational or marketing purposes.

9. Post-menopausal or surgically sterilized, or using a medically acceptable form of birth
control at least 3 months prior to enrollment and during the entire course of the study,
and no plans to become pregnant.

5.1.2 Exclusion Criteria
Subjects will be excluded from the study if they meet any of the following Exclusion Criteria:

1. Participation in a clinical trial of another device or drug in the target area during the
study period.

2. Has a pacemaker, internal defibrillator, implantable cardioverter-defibrillator, nerve
stimulator implant, cochlear implant or any other electronically, magnetically or
mechanically activated implant.

3. Has metal implant(s) within the body that is local to the treatment area, such as surgical
clips, plates and screws, intrauterine device (IUD), artificial heart valves or artificial
joints.

4, Significant concurrent illness, such as diabetes mellitus, cardiovascular disease,
peripheral vascular disease or pertinent neurological disorders.

5. Diagnosed or documented immune system disorders.

6. History of any disease or condition that could impair wound healing.

7. History of diseases stimulated by heat, such as recurrent herpes zoster in the treatment
area, unless treatment is conducted following a prophylactic regimen.

8. Infection, dermatitis, rash or other skin abnormality in the target area.

9. Currently undergoing systemic chemotherapy or radiation treatment for cancer, or
history of treatment in the target area within 3 months of study participation.

10. Pregnant or currently breastfeeding.

11. As per the Investigator’s discretion, any physical or mental condition which might make
it unsafe for the subject to participate in this study.

5.2 Subject Numbering

Each enrolled subject will be assigned a subject ID number, comprised of the sequential number assigned
for each subject treated and the subject initials. The subject initials will be comprised of the first letter of
the first and last name.

Confidential and Proprietary Page 10 of 28 Version 2.0, 05 Jan 2017



Cutera, Inc.
Protocol # C-16-TS12
“Feasibility Study of the TruSculpt Radiofrequency Device”

5.3 Subject Discontinuation Criteria

If possible, every subject should remain in the study until completion of the required follow-up period.
However, participation in this study is completely voluntary and a subject can choose to withdraw from
the study at any time. In addition, a subject can be discontinued for any of the following reasons: the
Principal Investigator decides that continuing in the study would not be in the subject’s best interest, a
subject is noncompliant with the protocol, a subject has a serious reaction to the treatment, or the study
is stopped. In addition, subjects may be discontinued from the study if s/he develops any of the exclusion
criteria during the study period. A subject will be considered lost to follow-up only after three
unsuccessful, documented attempts to contact the subject have been made. Withdrawn subjects will not
be replaced.

6 STUDY PROCEDURES
A summary of all required study procedures and assessments can be found in Appendix 1.

6.1 Measurement Tools

Measurement tool(s) may be used by a representative of the Sponsor during the subject’s treatment
visit to collect data in the subject’s RF treatment area. These measurement tools include, but are not
limited to:

The subject must provide written content prior to any measurement tool(s) being used, and will be
obtained and collected on a separate, measurement tool specific consent form(s), as applicable. All
measurement tools will be used in accordance with their Instructions for Use (IFUs).

6.2 Screening and Enrollment Visit Procedures

The following screening procedures will be performed:

Informed Consent process.

Review of subject medical history.
Assessment of treatment area.
Assessment of concomitant medications.

vk wnN e

6. Take digital photographs of the Subject’s target area (see Section 4.5)

6.3 RF Treatment Visit

The RF Treatment Visit may be performed on the same day as the Screening and Enroliment Visit as long
as all of Section 6.2 have been completed prior to treatment. The following procedures will be performed
at the RF Treatment Visit:
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1. If needed, cleanse subject’s treatment area with a mild cleanser to remove any cosmetics,

perfume or lotions and then dry the area.
2. Prior to performing RF treatment, the Investigator should confirm the subject continues to

meet the study eligibility criteria,

=
o

11. Investigator will assess and record any immediate post-treatment adverse device effects.
12. The “Before and After Treatment Instructions” will be explained and provided to the subject

(see Appendix 4).
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6.4 8-week and 12-week Follow-Up Visits

The follow-up visits will occur at 8 weeks (+ 2 week) and 12 weeks (+ 2 weeks) post-treatment. The
following procedures will be performed at each follow-up visit:

1. Review of subject medical history.

2. Assess and record any additions, changes and/or deletions in prescription and nonprescription
concomitant medications since the previous study visit.

4. Record severity and duration of any adverse device effects following RF treatment and assess

for any new adverse device effects.
5. Take digital photographs of the Subject’s target area (see Section 4.5).

- OO0
|
7 ADVERSE DEVICE EFFECTS

7.1 Definitions

7.1.1 Adverse Device Effect (ADE)

An adverse device effect (ADE) is defined as any untoward medical occurrence, unintended disease or
injury, or untoward clinical signs (including abnormal laboratory findings) in subjects, device users or other
persons, related to the investigational medical device (Figure 1). ADEs may be previously identified in
nature, incidence, severity or outcome in the study protocol, informed consent document, device
operator manual, other risk analysis documentation or regulatory application.

7.1.2 Serious Adverse Device Effect (SADE)

A serious adverse device effect (SADE) is any adverse device effect, related to the use of an investigational
device or clinical study device, that:

e ledto adeath;
e |ed to a serious deterioration in the health of the subject that:
e resulted in a life-threatening iliness or injury;
e resulted in a permanent impairment of a body structure or body function;
e required in-patient hospitalization or prolongation of existing hospitalization;
e resulted in medical or surgical intervention to prevent permanent impairment to a body
structure or a body function
e |ed to fetal distress, fetal death or a congenital abnormality or birth defect.

7.1.3 Anticipated Serious Adverse Device Effect (ASADE)

An anticipated serious adverse device effect (ASADE) is any SADE on health or safety or any life-
threatening problem or death caused by, or associated with the device, if that effect, problem, or death
was previously identified in nature, severity, or degree of incidence in the investigational plan, informed
consent, operator manual, other risk analysis documentation or regulatory application; or any other
serious problem associated with a device that relates to the rights, safety, or welfare of subjects.
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Figure 1. Flowchart for classification of adverse device effects [19]

Adverse Event Occurrence
(i.e., Untoward Medical Occurrence)

Is it device,
comparator or

procedure
related?

Adverse Device Event (ADE)

- Reported on Visit CRF

- Examples: erythema, edema, bruise, 1°* and 2™
degree burn

Does it meet
seriousness
criteria?

Serious Adverse Device
Effect (SADE)

Unanticipated Serious Adverse Device Effect
(USADE/UADE)

- Reported on Cutera SADE Form

- Reported on ADE CRF

- Examples: seizure, event leading to death

Isit
anticipated?

~

Anticipated Serious Adverse Device Effect
(ASADE)

- Reported on Cutera SADE Form

- Reported on ADE CRF

- Examples: 3™ degree burn, eye damage from

laser
/
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7.1.4 Unanticipated Serious Adverse Device Effect (USADE/UADE)

An unanticipated serious adverse device effect (USADE) is any SADE on health or safety or any life-
threatening problem or death caused by, or associated with the device, if that effect, problem, or death
was_not previously identified in nature, severity, or degree of incidence in the investigational plan,
informed consent, operator manual, other risk analysis documentation, or regulatory application; or any
other unanticipated serious problem associated with a device that relates to the rights, safety, or welfare
of subjects.

In subjects, the ADEs/SADEs include the effects related to the investigational medical device (clinical study
device), the comparator or the procedures involved. For device users or other persons (other clinical staff
in the treatment room) ADE/SADE is restricted to the effects related to investigational medical devices.
ADEs/SADEs may include the effects (1) resulting from insufficient or inadequate instructions for use,
deployment, installation, or operation, or any malfunction of the investigational medical device; or (2)
resulting from user error or from intentional misuse of the investigational medical device.

7.2 Recording Adverse Device Effects

All potential ADEs will be evaluated and must be recorded in the subject’s medical chart and in the study
case report forms. ADEs will be monitored and tracked from the time of the first RF treatment.

At each contact with the subject, the Investigator will seek information on ADEs by specific questioning
and, as appropriate, by examination. ADEs may be observed by the Investigator and/or clinical research
staff, elicited from the subject and/or family member or volunteered by the subject. All observed and
volunteered adverse signs and symptoms (both expected and unexpected), regardless of severity or
frequency, will be recorded in the case histories (medical chart and CRFs). Included in the description
should be the nature of the sign or symptom, the date of onset, date of resolution (duration), the severity,
whether the event was expected or unexpected (anticipated or unanticipated), the relationship to study
treatment or other therapy, the action taken (if any), and the outcome.

All SADEs and UADEs must be reported according to Cutera and IRB requirements.

7.3 Follow-up of Subjects after ADEs

All reported ADEs should be followed until resolution or until the subject’s participation in the study ends.
Resolutions of such events are to be documented on the appropriate CRF pages. All ADEs that result in
permanent discontinuation from this clinical trial, whether serious or not, will also be reported on the
Subject Non-Completion of Study Form.

8 POTENTIAL RISKS / BENEFITS

8.1 Potential Risks

The known risks and adverse device effects associated with the study device or treatment procedure are
shown in Table 3.
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Table 3. Potential Study Risks

Potential Study Risks or ADEs/SADEs

Confidential and Proprietary Page 16 of 28 Version 2.0, 05 Jan 2017




Cutera, Inc.
Protocol # C-16-TS12
“Feasibility Study of the TruSculpt Radiofrequency Device”

8.2 Potential Benefits

The subjects may or may not benefit from the treatment. Potential benefits include improved appearance
of the treated area. There is no guarantee of success.

8.3 Risk Management

The Investigator chosen for this study will have extensive and safe experience with the use of RF systems
in dermatology applications. This is the most critical element in managing subject risk. In addition, the
Investigators will be trained on the use of the Cutera RF device and any investigational handpieces.

9 DATA ANALYSIS PLAN

9.1 Sample Size
Up to 40 subjects will be enrolled in this feasibility study.

9.2 Analysis Sets

The efficacy analysis set will include all enrolled subjects who complete the RF treatment session using
the study device.

The safety analysis set will include all subjects enrolled in the study who start the RF treatment session
using the study device.

Missing data will not be imputed for efficacy or safety endpoints.
9.3 Analysis of Efficacy Endpoints

9.3.1 Primary Endpoint Analysis
Formal hypothesis testing and statistical analysis are not planned for this study. The primary efficacy

endpoint data will be summarized descriptively ||| | G

The primary efficacy endpoint is:

e Degree of improvement in the treated area at 12 weeks post-treatment as assessed by the
Investigator.
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9.4 Safety Analyses
Device-related and procedure-related adverse effects (AEs) and subjects who prematurely terminate from

the study due to an adverse device effect, _will be tabulated
and analyzed. For a given AE term, counting will be done by subject, not by event, i.e. for a subject
reporting the same AE more than once, the event will be counted only once, at the most severe and
longest duration. The number and percentage of subjects experiencing each AE Term will be descriptively

summarize. |
10 SUBIJECT PAYMENT

11 STUDY MANAGEMENT AND ADMINISTRATIVE PROCEDURES

11.1 Training and Monitoring

The investigators and site research staff will be trained on the study procedures. Sponsor representative(s)
may be present at the site during the treatments to ensure that all procedures and documentation are in
place.

Investigator will allow sponsor representatives to periodically review the study documentation.
Monitoring of the site will occur at regular intervals to evaluate the progress of the study, verify the
accuracy and completeness of CRFs against subject source documentation, assure that all protocol
requirements, applicable FDA regulations and the investigator’s obligations are being fulfilled and resolve
any inconsistencies in the study records.

11.2 Informed Consent

The investigator is responsible for ensuring that written informed consent, using an Institutional Review
Board (IRB) approved informed consent document, is obtained from each subject before the performance
of any protocol procedures, including administration of the study device. The informed consent document
must comply with all essential elements as defined in 21 CFR 50.25 “Elements of Informed Consent” and
must contain a statement that consent is freely given, the study involves research, the subject is aware of
the risks and benefits of entering the study, and that the subject is free to withdraw from the study at any
time. An evaluation of each candidate will be conducted by the investigator. Upon determining a subject’s
eligibility status, the subject will be offered the opportunity to participate in the study.

The investigator or the investigator’s designee will inform all subjects regarding the purpose of the study
and expected duration, as well as the potential risks and benefits that may result from participation. The
subjects shall be informed by the investigator or investigator’'s designee that they are free to refuse
participation in this clinical study. If they elect to participate, it will be made clear that they may withdraw
from the study at any time without prejudicing further care.

The subjects will also be informed of alternative methods of treatment should they not wish to participate
in the study.

The subjects will be given the opportunity to discuss the procedure, risks, benefits, alternative therapies,
and the study requirements with the investigator and have any and all questions answered to the subjects’
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satisfaction. A signed and dated informed consent form must be obtained from the subject by the
Investigator or the Investigator’s designee prior to a subject’s involvement in the study.

The acquisition of informed consent will be documented in the subject’s medical records, as required by
21 CFR 812.140. A copy of the consent form will be given to the subject. The original consent forms will
be kept in the CRF binder by the investigator and will be subject to review by Cutera or a representative
of Cutera, and by appropriate regulatory bodies.

11.3 Protocol Compliance
The principal investigator must comply with all terms of the protocol.

11.3.1 Protocol Amendments

Neither the principal investigator nor the sponsor will modify or alter this protocol without first obtaining
the concurrence of the other party (with the exception of amendments which involves mitigating a
medical emergency or immediate health risk to the subject). The party initiating an amendment must
confirm it clearly in writing and it must be signed and dated by the sponsor and the principal investigator.
IRB approval must be obtained before implementation of an amendment.

11.3.2 Protocol Deviations

All protocol deviations must be clearly described on the case report form (i.e., Cutera Protocol Deviation
Form). Deviations from the protocol may include but are not limited to subject’s failure to attend
scheduled visit during a visit window, use of out of range treatment parameters and incomplete or
incorrect study procedures. Any medical emergency or immediate health risk to the subject which results
in a protocol deviation and must be reported to the sponsor within 5 working days

Significant protocol deviations must be reported to IRB according to their policies.

11.4 Study Personnel

Prior to the start of the study, the investigator must supply the sponsor with a list of the names and
curricula vitae that describe the professional backgrounds of the clinically responsible study investigators
(principal, sub-investigators), research nurses, and other possible participants (e.g. medical doctor, nurse,
etc.).

11.5 Disclosure of Financial Interest

Each investigator [principal and sub-investigator(s)] is required to disclose sufficient accurate financial
information to the sponsor, to allow sponsor to submit complete and accurate certification or disclosure
statements.

11.6 Data Collection, Record Keeping and Storage

The principal investigator is responsible for assuring that all study records including case report forms
(CRFs), informed consent forms, device accountability records, source documents (e.g., medical records,
histology reports etc.) and other study records are complete, accurate and recorded in a timely manner.

CRFs should not be the only record of a patient’s participation in the study and will be used for transcribing
data from source documents which are the point of first entry of data collected for each subject (with the
exception of documents listed under B). The investigator or research staff at the site will ensure that:
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A. Source documentation thoroughly and adequately documented:

1. That patient is participating in a clinical study and has been properly informed and consented
prior to participation in the study,

Medical history,

Concomitant medications,

Patient’s condition upon entering and during the course of the study,

Any adverse event(s) that might have occurred (in addition to the Visit CRFs and/or Adverse
Device Effect CRF and/or Cutera SADE form completed),

6. Results of any diagnostic tests/histology conducted during the study.

vk wN

B. The following data will be recorded directly onto CRFs:

7. Patient meets study inclusion and exclusion criteria,

8. Arecord of the treatment parameters, including the date of each RF treatment and any other
adjunct therapy,

9. Any protocol deviations,

11. Study related improvement assessments by the investigator or investigator’s designee,

C. The following documents will be maintained in the study records:

13. The Investigator or the research staff will check signed informed consent for accuracy and will
always keep the original copy of the sighed informed consent in the CRF binder.

14. All correspondence with an Institutional Review Board (IRB), the sponsor, or FDA including
required reports will also be retained in the study records.

15. Records of receipt, use or disposition of the investigational device.

All data entries on the CRFs will be recorded completely, promptly, and legibly using blue or black indelible
ink pen and accuracy will be ensured. The corrections on CRFs will be made only by the investigator or the
documented investigator’s designee. To make a correction to an entry, the data will be crossed through
with a single line (the original entry should be visible) and then will be initialed and dated by the person
making the correction.

The study records will be maintained in a secure location throughout the duration of the study. Upon
study completion or termination, records will be kept at a secure location until at least 2 years after the
last approval of a marketing application and until there are no pending or contemplated marketing
applications or at least 2 years have elapsed since the formal discontinuation of clinical development of
the investigational product.

11.7 Subject Confidentiality

This study preserves the confidentiality of all subjects under the Health Insurance Portability and
Accountability Act of 1996 (HIPAA) Privacy Rule. The following safeguards will be in place to protect the
privacy of the individuals who are the subjects of the health information to be used in the research and
the confidentiality of that information:
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The subjects will be informed by the investigator or the investigator’s designee that their medical records
will be kept as confidential as possible but may be subject to review by: (1) Cutera, or its representative;
(2) reviewing IRB; and/or (3) by appropriate regulatory bodies (e.g. the US Food and Drug Administration
(FDA), Department of Health and Human Services (DHHS) agencies).

Only pieces of personal information required for purposes of the study will be collected. The personal
information will be collected and used to ensure subject eligibility for study participation, to conduct the
study and to assess the results of the study as required and permitted by law. Subjects have the right to
see and copy any of the information gathered about them and request changes if the information is not
correct, until it is no longer kept by the investigator. Permission to use or disclose personal information,
except for that has been collected and relied on may be cancelled by the subject by written notice. If the
subject is withdrawn from the study, the information collected to that time may still be used to preserve
the scientific integrity of the study. There is no expiration date to this authorization.

Subjects’ identities will be kept confidential. Subjects will be assigned a unique study code that will not
reveal the subjects’ identity, and this code will be used on all study documents. To protect subject identity
with regards to the photographs taken of the treatment areas, care will be taken to cover areas of
photographs to protect identity. Techniques such as covering of eyes on full face photographs, cropping
off portions of the face in close-up photos will be used to obscure identifying characteristics in
photographs. The results of research, including photographs, may be published in scientific journals,
presented at medical meetings, and used in training and marketing materials but subject identities will
not be disclosed.

11.8 Publication Policy

The investigator shall have the right to publish the results of the study. Unless mutually agreed upon in
writing, prior to submission for publication of any manuscript, poster, presentation, abstract or other
written or oral material describing the results of the study, the investigator shall allow sponsor to review
manuscript, poster presentation, abstract or other written or oral material which describes the results of
the study for the purpose only of determining if any patentable information is disclosed. At the sponsor’s
request, the investigator shall withhold any publication or presentation to permit sponsor to seek patent
protection and to remove any confidential information from all publications.

The International Committee of Medical Journal Editors (ICMJE) member journals have adopted a trials
registration policy as a condition for publication. This policy requires that all clinical trials be registered in
a public trials registry such as ClinicalTrials.gov, which is sponsored by the National Library of Medicine. It
is the responsibility of the sponsor to register this trial in ClinicalTrials.gov. Any clinical trial starting
enrollment after September 27, 2007 must be registered either on or before the onset of patient
enrollment.
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Appendix 3: Fitzpatrick Skin Type Classification
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Appendix 4: Before and After Treatment Instructions

Before Treatment Instructions:

After Treatment Care Instructions:
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