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Title Page 
Protocol Title: A Randomized, Multicenter, Evaluator-blind, Controlled Study to Evaluate 
the Safety and Effectiveness of JUVÉDERM VOLITE™ XC Injectable Gel for the 
Improvement in Cheek Skin Smoothness 

Protocol Number: 1867-701-008 Amendment 3 

Brief Protocol Title: JUVÉDERM VOLITE™ XC for cheek skin smoothness 

Product: JUVÉDERM VOLITE™ XC injectable gel 

Development Phase: IDE 

Sponsor Name and Legal Registered Address:  

Allergan  
2525 Dupont Drive 
Irvine, CA 92612 

Manufacturer: Allergan 

Regulatory Agency Identifying Number(s): IDE G180064 

Emergency Telephone Number: Refer to the Study Contacts page 

SAE Reporting Email/Fax Number: 

LC-Medical_Safety@Allergan.com or  
Fax +1-877-605-4524 or 
Back-up Fax +1-714-796-9567 

Names and contact information of sponsor study personnel are provided in the supplementary 
Study Contacts page.   

NCT03728309
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Sponsor Signatory and Investigator Signatory: 

Sponsor signature is provided on the last page of the protocol. The investigator signature page 
will be provided as a stand-alone document. The investigator is to retain the original in the site 
study files and return a copy to the sponsor for archiving in the trial master file. 
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Protocol Amendment Summary of Changes Table 

DOCUMENT HISTORY 

Document Date 
Amendment 3 see last page for approval date 
Amendment 2 3-July-2019 
Amendment 1 28-February-2019 
Original Protocol 19-September-2018 

 

Amendment 3 (November 2019) 

Overall Rationale for the Amendment: 

To allow for more complete follow-up of ISRs and SAEs. 

Section No. and Name Description of Change Brief Rationale 
8.1 Withdrawal from the Study, 9.4 Safety 
Assessments 

Added that ongoing ISRs will be 
followed until resolved or follow-up is 
no longer possible 

To better characterize 
safety profile 

9.5 Adverse Events Clarified that SAEs be followed until 
follow-up is no longer possible 

To better characterize 
safety profile 
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DIAGNOSIS AND CRITERIA FOR INCLUSION/EXCLUSION:   
Adults seeking improvement in cheek skin smoothness 

INCLUSION: 
1. Age 22 or over and in good general health 
2. Has an ACSS score of 2 for both cheeks or 3 for both cheeks on the 5-point Allergan cheek smoothness 

photonumeric scale (range: 0 to 4), as judged live by the EI 
OR 
has Fitzpatrick skin phototype V or VI and has an ACSS score of 1, 2, or 3 on both cheeks (the cheeks do 
not need to have the same score), as judged live by the EI (Fitzpatrick V/VI safety cohort) 

3. Has a FACE-Q Satisfaction with Skin Questionnaire sum score of 39 or less (sum score of 39 is 
equivalent to Rasch-transformed score of 69) unless enrolled as part of the Fitzpatrick V/VI safety cohort 

4. Ability to follow study instructions and likely to complete all required visits 
5. Written informed consent and data privacy consent have been obtained 

EXCLUSION: 
1. Requires more than 6 mL of product for optimal correction of both cheeks based on the TI’s clinical 

judgment 
2. Has undergone tissue augmentation with dermal fillers including HA, calcium hydroxylapatite, 

autologous fat, mesotherapy, or other cosmetic procedures (eg, face-lift, laser, photomodulation, intense 
pulsed light, radiofrequency, dermabrasion, chemical peel, or other ablative procedures) in the face within 
12 months before screening or is planning to undergo any such treatment during the study 

3. Has received any crosslinked HA filler in any anatomic area within 12 months of screening 
4. Has undergone treatment with botulinum toxin in the cheek area (including crow’s feet) within 6 months 

of screening or is planning to undergo such treatment during the study 
5. Has ever received semipermanent fillers or permanent facial implants (eg, poly-L-lactic acid, 

polymethylmethacrylate, silicone, expanded polytetrafluoroethylene) anywhere in the face or is planning 
to be implanted with any of these products at any time during the study 

6. Has facial tattoos, piercings, pigmentation, hair (ie, beard, mustache), or past trauma that would interfere 
with the visualization of the face for the effectiveness assessments 

7. Has undergone a dental procedure within 6 weeks before treatment or plans to undergo a dental procedure 
(other than prophylaxis or dental fillings) during the course of the study 

8. Has a tendency to develop hypertrophic scarring 
9. Has a history of allergy to lidocaine, HA products, and/or to gram-positive bacterial proteins as HA is 

produced by Streptococcus-type bacteria, or is planning to undergo desensitization therapy during the 
term of the study 

10. Has a history of anaphylactic shock 
11. Has current cutaneous inflammatory or infectious processes (eg, acne, herpes), abscess, an unhealed 

wound, or a cancerous or precancerous lesion on the face (injection may be delayed to allow subjects with 
a history of recurrent oral herpes to take prophylactic antiviral/herpes medication for 2 days) 

12. Is on an ongoing regimen of anticoagulation therapy (eg, warfarin) or is known to have a coagulation 
disorder 

13. Is on an ongoing regimen of medications (eg, aspirin, ibuprofen) or other substances (eg, herbal 
supplements with garlic, ginkgo biloba, or ginseng) known to increase coagulation time within 10 days of 
undergoing study device injection (study device injection may be delayed as necessary to accommodate 
this 10-day washout period) 

14. Has active autoimmune disease 
15. Has received any investigational product within 30 days before enrollment or is planning to participate in 

another investigation during the course of this study 
16. Has begun using any over-the-counter or prescription, oral or topical, anti-wrinkle products on the face 

within 30 days before enrollment or is planning to begin using such products during the study (subjects 
who have been on a regimen of such products for at least 30 days are eligible for the study if they intend 
to continue their regimen throughout the study) 
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17. Females who are pregnant, nursing, or planning a pregnancy during the study 
18. Is an employee (or a relative of an employee) of the PI/TI/EI/site, Allergan, or representative of Allergan 
19. Has a condition or is in a situation which, in the TI’s opinion, may put the subject at significant risk, may 

confound the study results, or may interfere significantly with the subject’s participation in the study 

STATISTICAL METHODS: 

Sample Size Calculation: 

A sample size of 112 subjects in the treatment group and 56 subjects in the control group will provide 
99.9% power to detect a difference of at least 40% in the responder rates on ACSS between the groups, based on 
a 2-sided Fisher’s exact test at the 5% level. The treatment group is assumed to have at least an 80% responder 
rate at Month 1, and the control group is assumed to have at most a 40% responder rate. The assumptions of 
responder rates are estimated from Allergan study V12-001.  

At least 135 subjects with a baseline AFLS score of 2 on both cheeks or 3 on both cheeks are expected to enroll. 
The number of subjects with baseline AFLS score of 0, 1, or 4 on either cheek, or 2 on one cheek and 3 on the 
other cheek is not expected to exceed 75. Assuming at least 65% of subjects will have baseline AFLS score of 
2 on both cheeks or 3 on both cheeks, 72 subjects in treatment group and 36 subjects in control group will 
provide 94.4% power to detect a difference of at least 35% in the responder rates on AFLS between the 
treatment groups, based on a 2-sided Fisher’s exact test at the 5% level. The treatment group is assumed to have 
at least an 80% responder rate at Month 1, and the control group is assumed to have at most a 45% responder 
rate. The assumptions of responder rates are estimated from Allergan study V12-001.  

Accounting for subject attrition of 20% during the study, 210 subjects will be randomized at a 2:1 ratio to 
treatment group and control group. Randomization will be within each study site. 

Assuming 119 subjects from the treatment group and 28 subjects from the control group will be treated, a total 
of 147 treated subjects will provide 95% power to detect an AE related to treatment with an incidence rate of 2% 
in the population using a 1-sided exact binomial test at the 2.5% level. The safety calculation used an inequality 
test for 1 proportion. 

Effectiveness: 

The primary effectiveness measure is the EI’s assessment of cheek skin smoothness using the ACSS. The 
primary effectiveness analysis is the ACSS responder rate at Month 1. A responder is defined as a subject who 
shows at least a 1-point improvement from baseline on the ACSS on both cheeks. The responder rate and 
corresponding 95% confidence interval will be summarized. A 2-sided, Fisher’s exact test at the 5% level will be 
used to test whether the ACSS responder rate at Month 1 in the treatment group is significantly greater than that 
in the control group at Month 1 in the control period. The primary effectiveness endpoint will be met if the 
responder rate for the treatment group is statistically greater than that for the control group at Month 1. 

The secondary effectiveness variables are 1) subject responses on the FACE-Q Satisfaction with Skin 
questionnaire, and 2) EI’s assessment of fine lines on the cheeks on the AFLS. The secondary effectiveness 
analyses include change from baseline in FACE-Q scale score at Month 1 and the AFLS responder rate at 
Month 1. The responses to the 12 FACE-Q items will be summed and converted to a scale score that ranges 
from 0 to 100 (higher score indicates more satisfaction) using the algorithm developed by the FACE-Q scale 
developers. An AFLS responder is defined as a subject who shows at least a 1-point improvement from baseline 
on the AFLS scale on both cheeks. The AFLS responder rate will be analyzed in the same manner as the ACSS 
responder rate. Only subjects with baseline AFLS score of 2 on both cheeks or 3 on both cheeks will be included 
in the analysis. 

Safety: 

AEs will be summarized by primary system organ class, preferred term, and severity. Treatment-related AEs, 
AEs leading to discontinuation, serious adverse events, and deaths will be listed or tabulated. ISRs will be 
summarized using descriptive statistics, by symptom, maximum reported severity, and duration for initial, 
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touch-up, and repeat treatments, separately. Frequency distributions or descriptive summaries of procedural pain 
and results of FACE-Q Recovery Early Life Impact questionnaire will be provided. Snellen visual acuity, 
confrontation visual fields, and ocular motility assessments performed by the TI (or designee) will be 
summarized descriptively. 
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3. Has received any crosslinked HA filler in any anatomic area within 12 months of 
screening 

4. Has undergone treatment with botulinum toxin in the cheek area (including crow’s feet) 
within 6 months of screening or is planning to undergo such treatment during the study 

5. Has ever received semipermanent fillers or permanent facial implants (eg, poly-L-lactic 
acid, polymethylmethacrylate, silicone, expanded polytetrafluoroethylene) anywhere in 
the face or is planning to be implanted with any of these products at any time during the 
study 

6. Has facial tattoos, piercings, pigmentation, hair (ie, beard, mustache), or past trauma that 
would interfere with the visualization of the face for the effectiveness assessments 

7. Has undergone a dental procedure within 6 weeks before treatment or plans to undergo a 
dental procedure (other than prophylaxis or dental fillings) during the course of the study 

8. Has a tendency to develop hypertrophic scarring 
9. Has a history of allergy to lidocaine, HA products, and/or to gram-positive bacterial 

proteins as HA is produced by Streptococcus-type bacteria, or is planning to undergo 
desensitization therapy during the term of the study 

10. Has a history of anaphylactic shock 
11. Has current cutaneous inflammatory or infectious processes (eg, acne, herpes), abscess, 

an unhealed wound, or a cancerous or precancerous lesion on the face (injection may be 
delayed to allow subjects with a history of recurrent oral herpes to take prophylactic 
antiviral/herpes medication for 2 days) 

12. Is on an ongoing regimen of anticoagulation therapy (eg, warfarin) or is known to have a 
coagulation disorder 

13. Is on an ongoing regimen of medications (eg, aspirin, ibuprofen) or other substances 
(eg, herbal supplements with garlic, ginkgo biloba, or ginseng) known to increase 
coagulation time within 10 days of undergoing study device injection (study device 
injection may be delayed as necessary to accommodate this 10-day washout period) 

14. Has active autoimmune disease 
15. Has received any investigational product within 30 days before enrollment or is planning 

to participate in another investigation during the course of this study 
16. Has begun using any over-the-counter or prescription, oral or topical, anti-wrinkle 

products on the face within 30 days before enrollment or is planning to begin using such 
products during the study (subjects who have been on a regimen of such products for at 
least 30 days are eligible for the study if they intend to continue their regimen throughout 
the study) 

17. Females who are pregnant, nursing, or planning a pregnancy during the study 
18. Is an employee (or a relative of an employee) of the PI/EI/TI/site, Allergan, or 

representative of Allergan 
19. Has a condition or is in a situation which, in the TI’s opinion, may put the subject at 

significant risk, may confound the study results, or may interfere significantly with the 
subject’s participation in the study 
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photomodulation, intense pulsed light, radiofrequency, dermabrasion, chemical peel, or 
other ablative procedures) in the face 

• Undergo treatment with botulinum toxin in the cheek area (including crow’s feet) 

• Undergo treatment with semipermanent fillers or permanent facial implants 
(eg, poly-L-lactic acid, polymethylmethacrylate, silicone, expanded 
polytetrafluoroethylene) anywhere in the face 

• Undergo a dental procedure (other than prophylaxis or dental fillings) 

• Be on a regimen of medications (eg, aspirin, ibuprofen) or other substances (eg, herbal 
supplements with garlic, ginkgo biloba, or ginseng) known to increase coagulation time 
for 3 days after each study treatment 

• Receive any other investigational product 

• Use any over-the-counter or prescription, oral or topical, anti-wrinkle products on the 
face that were not a stable regimen for at least 30 days prior to study enrollment 

• The use of hyaluronidase for aesthetic purposes is not permitted. If hyaluronidase is used, 
the subject will be followed for safety only from that point on. 

The decision to administer a prohibited medication/treatment during the study period is done 
with the safety of the study subject as the primary consideration. When possible, sponsor is to be 
notified before the prohibited medication/treatment is administered.  

7.3.2 Permitted Treatments 

Any medication/treatment or vaccine (including over-the-counter or prescription medicines, 
vitamins, and/or herbal supplements) that the subject is receiving at the time of enrollment or 
receives during the study must be recorded along with: 

• Indication 

• Dates of administration including start and end dates 

• Dosage information including dose and frequency 

Therapy considered necessary for the subject’s welfare may be given at the discretion of the TI.  

It is recommended that the sponsor (or designee) be contacted if there are any questions 
regarding concomitant or prior therapy or the permissibility of a specific medication/treatment. 
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9.3.3 Other Effectiveness Measures 

Other effectiveness measures include: 

• Subject responses on the validated FACE-Q Appraisal of Lines-Overall questionnaire 
(Klassen 2016; 10 items scored in the same manner as the first secondary effectiveness 
measure) 

• Subject assessment of the natural look of the cheek skin on an 11-point scale ranging 
from 0 (unnatural looking) to 10 (natural looking) 

• Subject assessment of the natural feel of the cheek skin on an 11-point scale ranging from 
0 (unnatural feeling) to 10 (natural feeling) 

• Subject assessment of the global aesthetic improvement of the cheek skin on the 5-point 
GAIS (Table 9-3) 

Table 9-3 Global Aesthetic Improvement Scale 

Score Grade 
2 Much Improved 
1 Improved 
0 No Change 
-1 Worse 
-2 Much Worse 

• Skin hydration measured by MoistureMeter® D instrument (Delfin Technologies) on the 
zygoma at the upper cheek, at the point where a vertical line from the lateral canthus 
intersects with the most prominent portion of the zygoma  

MoistureMeter® D instrument generates a high-frequency electromagnetic wave that penetrates 
perpendicularly into the skin. The resulting reflected wave is recorded, and the dielectric 
constant obtained is proportional to the quantity of fluids in the cutaneous area studied. 
Depending on the captor chosen, it is thus possible to measure the water content at different 
depths of the dermis and hypodermis. In this study, we will use the XS5 probe (depth of effective 
measurement: 0.5 mm) to measure the water content in the dermis. Prior to initiating enrollment, 
the EIs will be trained in the use of the MoistureMeter® D. 
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possible. After the final visit, the subject will resume receiving the standard medical care 
according to the standard care of the clinic. 

The following is a list of known potential AEs: 

• Redness, swelling, or a rash, which may be associated with itching, pain on pressure, 
after the injection 

• Pain at injection site 

• Bruising 

• Lump/bump/mass or nodule at the injection site 

• Discoloration of the injection site 

• Rare cases of allergy, severe sensitivity, localized inflammation and abscesses 

• Very occasionally, delayed side effects can occur many months after the treatment. These 
side effects may appear as red lumps showing up underneath the skin, or intermittent 
episodes of swelling. 

• In rare circumstances, facial fillers have been injected into blood vessels causing 
blockage and embolization which can result in skin necrosis, ulceration, or vision 
changes. Risks to vision include complete blindness, partial blindness, blurred vision, 
double vision, loss of peripheral vision, loss of a portion of the visual field or anterior 
segment ischemia (characterized by decreased vision and pain). These effects can be 
temporary or permanent but are rare. 

• Swelling or edema around the eye following an injection can result in a temporary 
decrease of vision. 

• In rare circumstances, facial fillers have been associated with granulomas, which are 
small inflammatory nodules under the skin. 

Unforeseeable risks or results are also a possibility. The risk of developing a serious 
complication is small. If a complication occurs, subjects will be advised to contact the TI who 
will use his/her medical judgment to do whatever is necessary to treat the subject. In the event of 
vision loss, the subject must also be referred to a retinal specialist for evaluation and appropriate 
care. 

9.5.1 Time Period and Frequency for Collecting AE/ADE and 
SAE/SADE Information 

All SAEs/SADEs from the signing of the ICF until the last follow-up visit will be collected at the 
timepoints specified in the schedule of activities (Section 2), and as observed or reported 
spontaneously by study subjects. 
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All AEs/ADEs from the signing of the ICF until the last follow-up visit will be collected at the 
timepoints specified in the schedule of activities (Section 2), and as observed or reported 
spontaneously by study subjects. 

Medical occurrences that begin before the start of study treatment but after obtaining IC will be 
recorded in the AE section of the eCRF and will be considered pretreatment AEs. 

All SAEs/SADEs will be recorded and reported to the sponsor or designee within 24 hours, as 
indicated in Appendix 12.3. The PI/TI will submit any updated SAE data to the sponsor within 
24 hours of it being available. 

PIs/TIs are not obligated to actively seek AE or SAE information in former study subjects. 
However, if the PI/TI learns of any SAE, including a death, at any time after a subject has been 
discharged from the study, and he/she considers the event to be reasonably related to the study 
treatment or study participation, the PI/TI must promptly notify the sponsor. 

Safety data collection and reporting guidelines are summarized in Table 9-4. The method of 
recording, evaluating, and assessing causality of AEs/ADEs and SAEs/SADEs and the 
procedures for completing and transmitting SAE/SADE reports are provided in Appendix 12.3. 

Table 9-4 Safety Data Collecting and Reporting Guidelines 

AE Type Reporting to Sponsor (upon awareness) Start 
Collection 

End 
Collection 

AE, ADE Record on AE eCRF for review by the Monitor Immediately 
after ICF 

signed 

Last subject 
visit 

AESI Record on appropriate eCRF & report via fax/email to 
sponsor within 24 hours of awareness 

Immediately 
after ICF 

signed 

Last subject 
visit 

SAE, SADE Record on SAE form & report via fax/email to sponsor 
within 24 hours of awareness 

Immediately 
after ICF 

signed 

Last subject 
visit 

Medical device 
incident 

Record on the appropriate form & report via fax/email to 
sponsor within 24 hours of awareness 

Immediately 
after ICF 

signed 

Last subject 
visit 

Device deficiency Record on the appropriate form & report via fax/email to 
sponsor within 24 hours of awareness 

Immediately 
after ICF 

signed 

Last subject 
visit 

 

9.5.2 Method of Detecting AEs/ADEs and SAEs/SADEs 

Care will be taken not to introduce bias when detecting AEs/ADEs and/or SAEs/SADEs. Open-
ended and non-leading verbal questioning of the subject is the preferred method to inquire about 
AE occurrences. 
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9.5.3 Follow-up of AEs/ADEs and SAEs/SADEs 

After the initial report, the PI/TI is required to proactively follow each subject at subsequent 
visits/contacts. All AEs/ADEs/SAEs/SADEs and AESIs as defined in Section 9.5.5 will be 
followed until resolution, stabilization, until the event is otherwise explained, or the subject is 
lost to follow-up (as defined in Section 8.2). For subjects who complete the study with an 
ongoing treatment-related AE or withdraw from the study with an ongoing treatment-related AE, 
the PI/TI will attempt to follow the subject until the AE has been resolved or follow-up is no 
longer possible. The PI/TI will ask for the subject’s permission to follow his/her status/condition 
outside the study. 

The PI/TI is obligated to perform or arrange for the conduct of supplemental measurements 
and/or evaluations as medically indicated or as requested by the Allergan Medical Safety 
Physician to elucidate the nature and/or causality of the AE/ADE or SAE/SADE as fully as 
possible. This may include additional laboratory tests or investigations, histopathological 
examinations, or consultation with other health care professionals.  

If a subject dies during participation in the study, the PI/TI will provide the Allergan Medical 
Safety Physician with a copy of any postmortem findings including histopathology.  

New or updated information will be recorded on the originally completed eCRF.  

The PI/TI will submit any updated SAE/SADE data to the sponsor within 24 hours of receipt of 
the information. 

9.5.4 Regulatory Reporting Requirements for SAEs and SADEs 

• Prompt notification by the PI to the sponsor of an SAE/SADE is essential so that legal 
obligations and ethical responsibilities towards the safety of subjects and the safety of a 
study treatment under clinical investigation are met.  

• The sponsor has a legal responsibility to notify both the local regulatory authority and 
other regulatory agencies about the safety of a study treatment under clinical 
investigation. The sponsor will comply with country-specific regulatory requirements 
relating to safety reporting to the regulatory authority, IRBs, and PIs.  

• A PI who receives an investigator safety report describing a SAE/SADE or other specific 
safety information (eg, summary or listing of SAEs/SADEs) from the sponsor will review 
and then file it and will notify the IRB, if appropriate according to local requirements. 

9.5.5 Adverse Events of Special Interest 

An AESI is defined as any vision-related AE. See Section 9.5.1 for procedures for reporting an 
AESI. 
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9.5.6 Pregnancy 

If a female becomes pregnant during the study, the PI/TI (or designee) will notify the sponsor 
immediately after the pregnancy is confirmed. The PI/TI shall (1) instruct the subject to notify 
her physician of the presence of the investigational device and (2) follow the pregnancy to term 
or termination. Best practices are to be followed in order to ensure the welfare of the subject and 
the fetus. The Allergan Medical Safety Physician will contact the PI/TI to obtain information 
about the pregnancy outcome. The subject will continue to be followed, and the pregnancy will 
be documented as a protocol deviation. 

Pregnancy by itself will not be considered an AE or SAE.  Hospitalization for a normal delivery 
or elective abortion of a normal fetus does not constitute an SAE. However, the occurrence of an 
adverse pregnancy outcome for the mother or child may constitute an AE or SAE, and these are 
to be reported as described in Appendix 12.3. 

9.5.7 Medical Device Incidents (Including Malfunctions) 

Incidents fulfilling the definition of an AE/ADE/SAE/SADE will follow the processes outlined 
in Section 9.5.3 and Appendix 12.3. 

In order to fulfill regulatory reporting obligations worldwide, the PI is responsible for the 
detection and documentation of events meeting the definitions of incident, malfunction, or 
deficiency that occur during the study with such devices.  

The definition of a medical device incident and a device deficiency can be found in 
Appendix 12.4. 

9.5.7.1 Time Period for Detecting Medical Device Incidents  

• Medical device incidents, deficiencies, or malfunctions of the device that result in an 
incident will be detected, documented, and reported during all periods of the study in 
which the medical device is used.  

• If the PI (or designee) learns of any incident at any time after a subject has been 
discharged from the study, and such incident is considered reasonably related to a 
medical device provided for the study, the PI (or designee) will promptly notify the 
sponsor.  

• The method of documenting medical device incidents is provided in Appendix 12.4, and 
reporting information is provided in Section 9.5.7.3. 
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• Change from baseline in subject responses to FACE-Q Appraisal of Lines-Overall 
questionnaire  

• Subject assessment of the natural look of the cheek skin on an 11-point scale ranging 
from 0 (unnatural looking) to 10 (natural looking) 

• Subject assessment of the natural feel of the cheek skin on an 11-point scale ranging from 
0 (unnatural feeling) to 10 (natural feeling) 

• Subject assessment of the global aesthetic improvement of the cheek skin on the 5-point 
GAIS 

• Change from baseline in cheek skin hydration measurements obtained via the 
MoistureMeter® D instrument 

Exploratory effectiveness endpoint: 

• Composite responder status responder status on ACSS and FACE-Q Satisfaction with 
Skin questionnaire 

Effectiveness analyses other than those for primary and secondary endpoints will be defined in 
the SAP. 

10.3.1.2 Primary Endpoint Analysis 

The primary effectiveness variable is the EI’s assessment of cheek skin smoothness on the 
ACSS. The primary effectiveness analysis is the ACSS responder rate at Month 1. A responder is 
defined as a subject who shows at least a 1-point improvement from baseline on the ACSS scale 
on both cheeks. The responder rate and corresponding 95% confidence interval will be 
summarized. A 2-sided, Fisher’s exact test at the 5% level will be used to test whether the ACSS 
responder rate at Month 1 in the treatment group is significantly greater than that in the control 
group at Month 1 in the control period.  

The primary effectiveness analysis will test for superiority of JUVÉDERM VOLITE XC 
treatment group over no treatment in the difference in ACSS responder rate based on the EI’s 
assessment at Month 1. Month 1 refers to 1 month after the last treatment (initial or touch-up) for 
subjects in the JUVÉDERM VOLITE XC treatment group and 1 month after randomization for 
subjects in the no-treatment control group. 
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The null hypothesis is that the responder rate for the JUVÉDERM VOLITE XC treatment group 
is equal to the responder rate for the no-treatment control group. The alternative hypothesis is 
that the responder rates are not equal for the treatment group and the no-treatment control group. 
These hypotheses are stated as: 

Ηo: Pv – Pc = 0 
Ηa: Pv – Pc > 0 or Pv – Pc < 0 

where Pv and Pc denote the responder rates for the JUVÉDERM VOLITE XC group at Month 1 
after last treatment (initial or touch-up) and for the no-treatment control group at Month 1 after 
randomization, respectively. Two-sided Fisher’s exact test with 5% significance level will be 
used to compare treatment effects between JUVÉDERM VOLITE XC and the no-treatment 
control group. If the 2-sided p-value is less than 0.05 and the responder rate is greater for 
JUVÉDERM VOLITE XC than for the no-treatment control group, then JUVÉDERM 
VOLITE XC will be considered superior to the no-treatment control group. 

For primary analysis, subjects with missing data at the primary timepoint (ie, Month 1) will be 
analyzed as non-responders. Details will be described in the SAP. 

10.3.1.3 Secondary Endpoint Analysis 

The first secondary effectiveness variable is subject responses on the FACE-Q Satisfaction with 
Skin questionnaire. The responses to the 12 items will be summed and converted to a scale score 
that ranges from 0 to 100 (higher score indicates more satisfaction) using the algorithm 
developed by the FACE-Q scale developers. The secondary effectiveness analysis is mean 
change from baseline in FACE-Q scale score at Month 1.  

The other secondary effectiveness variable is the EI’s assessment of fine lines on the cheeks on 
the AFLS. The AFLS responder rate at Month 1 will be analyzed in the same manner as the 
ACSS responder rate. Only subjects with baseline AFLS score of 2 on both cheeks or 3 on both 
cheeks will be included in the analysis. 

10.3.2 Safety Analyses 

The following safety categories will be summarized as appropriate for the safety population and 
will be fully defined in the SAP. 

• FACE-Q Recovery Early Life Impact questionnaire 

• Subject assessment of procedural pain 

• ISRs 

• AEs 
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• Snellen visual acuity, confrontational visual fields, and ocular motility assessments 

FACE-Q Recovery Early Life Impact questionnaire and procedural pain will be summarized by 
frequency distributions or descriptive statistics. 

ISRs reported by subjects will be summarized using descriptive statistics, by symptom, 
maximum reported severity, and duration for initial, touch-up, and repeat treatments, separately. 

Incidence of AEs will be summarized by primary system organ class, preferred term, and 
severity. Additionally, a summary will be tabulated by onset, duration, severity, action taken, 
relationship to treatment, and outcome.  The summary will include incidence rate as well as total 
number of events. 

Treatment-related AEs, SAEs, AEs leading to study discontinuations, and deaths will be listed or 
tabulated. All pre-treatment AEs will be listed but not summarized. 

Snellen visual acuity, confrontational visual fields, and ocular motility assessments will be 
summarized descriptively. 

10.3.3 Other Analyses 

10.3.3.1 Demographics and Baseline Characteristics Analyses 

Subject demographics, baseline characteristics, and height and weight will be summarized with 
descriptive statistics. Urine pregnancy test results and vital signs will be listed but not 
summarized. 

10.3.3.2 Treatment Administration Analyses 

Treatment characteristics will be summarized with descriptive statistics for anesthesia usage, 
needle length, injection volume, injection spacing, and injection plane. 

10.3.3.3 Subgroup Analyses 

Analysis of the primary effectiveness endpoint, ACSS responder status at Month 1, will be done 
descriptively for the following subgroups:  

• Baseline ACSS score:  2 versus 3 

• Fitzpatrick skin phototype:  I/II, III/IV, and V/VI 

• Volume injected:  < median versus > median 

The median total volume injected (initial plus touch-up) for both cheeks is used for this analysis. 
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10.3.4 Interim Analyses 

No interim analysis is planned for this study. After the first 30 treated subjects complete 1-month 
follow-up, a safety update including descriptions of AEs and associated treatment parameters for 
these subjects will be provided to the FDA. An analysis of the primary and secondary endpoints 
may be conducted once all subjects have passed the primary timepoint (Month 1). If such an 
analysis is conducted, the details of the analysis will be described a priori in other study 
documents. 
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Informed Consent Process 

• The PI or his/her representative will explain the nature of the study to the subject or 
his/her legally authorized representative and answer all questions regarding the study.  

• Subjects must be informed that their participation is voluntary. Subjects will be required 
to sign a statement of IC that meets the requirements of 21 CFR 50, local regulations, 
ICH guidelines, HIPAA requirements, where applicable, and the IRB or study center.  

• The medical record must include a statement that written IC was obtained before the 
subject was enrolled in the study and the date the written consent was obtained. The 
authorized person obtaining the IC must also sign the ICF. 

• Subjects must be re-consented to the most current version of the ICF during their 
participation in the study.  

• A copy of the ICF must be provided to the subject.  

Informed Consent and Subject Privacy 

The purpose, procedures, risks, benefits, and alternatives to study participation will be discussed 
with each potential subject. The subject must also give Authorization for Use and Release of 
Health and Research Study Information and other written documentation in accordance with the 
relevant country and local privacy requirements (where applicable) prior to any study-related 
procedures or change in treatment. 

The PI or his/her authorized designee conducts the IC discussion and will document in the 
subject’s medical records the acquisition of IC and the subject’s agreement or refusal to notify 
his/her primary care physician about the study. The IC shall include all aspects of the study that 
are relevant to the subject’s decision to participate throughout the study. The IC process is to 
avoid any coercion or undue influence on, or inducement of, the subject to participate.  The 
subject is to personally sign and date the IC. The PI will retain the original copy of the signed 
form, and the subject will receive a copy. Upon signing the IC form, the subject is considered to 
be enrolled in the study and receives a subject number that will be used on all documentation for 
the subject throughout the study. Subject numbers will be assigned in ascending order, and 
numbers will not be omitted or reused. The subject number is coupled with the site identification 
number for unique identification of each subject. The PI (or designee) is to ensure important new 
information is provided to new or existing subjects throughout the study.  

Data Protection 

• Subjects will be assigned a unique identifier by the sponsor. Any subject records or 
datasets that are transferred to the sponsor will contain the identifier only; subject names 
or any information which would make the subject identifiable will not be transferred.  
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• The subject must be informed that his/her personal study-related data will be used by the 
sponsor in accordance with local data protection law. The level of disclosure must also be 
explained to the subject.  

• The subject must be informed that his/her medical records may be examined by Clinical 
Quality Assurance auditors or other authorized personnel appointed by the sponsor, by 
appropriate IRB members, and by inspectors from regulatory authorities. 

Publication Policy 

• The sponsor has proprietary interest in this study. Authorship and manuscript composition 
will reflect joint cooperation between multiple investigators and sites and sponsor 
personnel. Authorship will be established prior to the writing of the manuscript. As this 
study involves multiple centers, no individual publications will be allowed prior to 
completion of the final report of the multicenter study except as agreed with the sponsor. 

• The sponsor will comply with the requirements for publication of study results. In 
accordance with standard editorial and ethical practice, the sponsor will generally support 
publication of multicenter studies only in their entirety and not as individual site data.  

• Authorship will be determined by mutual agreement and in line with International 
Committee of Medical Journal Editors authorship requirements.  

Dissemination of Clinical Study Data 

• Study data and information may be published in nonpromotional, peer-reviewed 
publications either by or on behalf of the sponsor. 

• Clinical study reports, safety updates, and annual reports will be provided to regulatory 
authorities as required. 

• Study data will be posted on www.clinicaltrials.gov as required.  

Data Quality Assurance 

• All subject data relating to the study will be recorded on printed or electronic CRFs 
unless transmitted to the sponsor or designee electronically (eg, laboratory data). The PI 
is responsible for verifying that data entries are accurate and correct by physically or 
electronically signing the CRF. 

• The PI must maintain accurate documentation (source data) that supports the information 
entered in the CRF. 

• The PI must permit study-related monitoring, audits, IRB review, and regulatory agency 
inspections and provide direct access to source data documents. 
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• The sponsor or designee is responsible for the data management of this study including 
quality checking of the data. 

• Study monitors will perform ongoing source data verification to confirm that data entered 
into the CRF by authorized site personnel are accurate, complete, and verifiable from 
source documents; that the safety and rights of subjects are being protected; and that the 
study is being conducted in accordance with the currently approved protocol and any 
other study agreements, ICH GCP, and all applicable regulatory requirements. 

• Records and documents, including signed ICFs, pertaining to the conduct of this study 
must be retained by the PI for 2 years after study completion unless local regulations or 
institutional policies require a longer retention period. No records may be destroyed 
during the retention period without the written approval of the sponsor. No records may 
be transferred to another location or party without written notification to the sponsor. 

Source Documents 

• Source documents provide evidence for the existence of the subject and substantiate the 
integrity of the data collected. Source documents are filed at the PI’s site. 

• Data reported on the CRF or entered in the eCRF that are transcribed from source 
documents must be consistent with the source documents or the discrepancies must be 
explained. The PI may need to request previous medical records or transfer records, 
depending on the study. Also, current medical records must be available. 

• Definition of what constitutes source data can be found in Section 4.0 of ICH E6, Good 
Clinical Practice: Consolidated Guidance and must follow ALCOA (ie, records must be 
attributable, legible, contemporaneous, original, and accurate). 

Study and Site Closure 

The sponsor designee reserves the right to close the study site or terminate the study at any time 
for any reason at the sole discretion of the sponsor. Study sites will be closed upon study 
completion. A study site is considered closed when all required documents and study supplies 
have been collected and a study-site closure visit has been performed. 

The PI may initiate study-site closure at any time, provided there is reasonable cause and 
sufficient notice is given in advance of the intended termination. 

Reasons for the early closure of a study site by the sponsor or PI may include but are not limited 
to: 

• Failure of the PI to comply with the protocol, the requirements of the IRB or local health 
authorities, the sponsor’s procedures, or GCP guidelines 
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• Inadequate recruitment of subjects by the PI 

• Discontinuation of further study treatment development 

• If a vascular embolic AE leading to skin necrosis, vision loss, or stroke occurs, all 
treatments at the investigational site will be suspended while the circumstances of the 
event are investigated. If the event is confirmed to be a vascular embolic event and 
related to JUVÉDERM VOLITE XC treatment, Allergan will suspend any further 
enrollment and treatments at the investigational site while performing a root cause 
analysis. If the AE is a result of deviation from the injection procedure, the TI may be 
retrained and allowed to continue enrolling subjects. If the event is not a result of 
deviation from the injection procedure, all enrollment and treatments at all investigational 
sites will be halted until the event can be characterized, and a strategy to avoid further 
AEs can be developed. 

Per ISO 14155, if a study is prematurely terminated or suspended due to safety issues, the 
sponsor shall inform all PIs and the regulatory authorities of the termination or suspension and 
the reason(s) for the termination or suspension. The IRB is also to be informed promptly and 
provided the reason(s) for the termination or suspension by the sponsor or by the PI, as specified 
by the applicable regulatory requirements. If a premature termination or suspension occurs, the 
sponsor shall remain responsible for providing resources to fulfill the protocol obligations and 
existing agreements for follow-up of subjects enrolled in the study, and each PI or authorized 
designee shall promptly inform enrolled subjects, if applicable. 

Compliance with Protocol 

The PI is responsible for compliance with the protocol at the investigational site. A representative 
of the sponsor will make frequent contact with the PI and his/her research staff and will conduct 
regular monitoring visits at the site to review subject and device accountability records for 
compliance with the protocol. Any protocol deviations will be discussed with the PI upon 
identification. The use of the data collected for the subject will be discussed to determine if the 
data are to be included in the analysis. The PI will enter data that may be excluded from analysis 
as defined by the protocol deviation specifications. All protocol deviations will be reported to the 
IRB according to the IRB’s reporting requirements. 
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• Exacerbation of a chronic or intermittent pre-existing condition including either an 
increase in frequency and/or intensity of the condition 

• New condition detected or diagnosed after study treatment administration even though it 
may have been present before the start of the study 

• Signs, symptoms, or the clinical sequelae of a suspected overdose of a concomitant 
medication. Overdose per se will not be reported as an AE/SAE unless it is an intentional 
overdose taken with possible suicidal/self-harming intent. Such overdoses are to be 
reported regardless of sequelae. 

• Lack of effectiveness or failure of expected medical device results per se will not be 
reported as an AE or SAE. Such instances will be captured in the effectiveness 
assessments. However, the signs, symptoms, and/or clinical sequelae resulting from lack 
of effectiveness will be reported as AE or SAE if they fulfill the definition of an AE or 
SAE. 

Events Not Meeting the AE/ADE Definition 

• Medical or surgical procedure (eg, endoscopy, appendectomy): the condition that leads to 
the procedure is the AE 

• Situations in which an untoward medical occurrence did not occur (social and/or 
convenience admission to a hospital) 

• Anticipated day-to-day fluctuations of pre-existing disease(s) or condition(s) present or 
detected at the start of the study that do not worsen 

SAE Definition 

An SAE is defined in accordance with ISO 14155 as an AE that: 

a) led to death, 

b) led to serious deterioration in the health of the subject, that either resulted in 

1. A life-threatening illness or injury, or 

2. a permanent impairment of a body structure or a body function, or 

3. in-patient or prolonged hospitalization, or 

4. medical or surgical intervention to prevent life-threatening illness or injury 
or permanent impairment to a body structure or a body function, 

c) led to fetal distress, fetal death or a congenital abnormality or birth defect 
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NOTE: Planned hospitalization for a pre-existing condition, or a procedure required by the 
protocol, without serious deterioration in health, is not considered an SAE. 

All cancers that occur during a study are considered SAEs and will be documented and reported 
per Appendix 12.3. 

 

Serious Adverse Device Effect 

An SADE is defined in accordance with ISO 14155 as “an adverse device effect that has resulted 
in any of the consequences characteristic of a serious adverse event.” 

Unanticipated Adverse Device Effect  

A UADE is defined in accordance with 21 CFR 812.3 as “any serious adverse effect on health or 
safety or any life-threatening problem or death caused by, or associated with, a device, if that 
effect, problem, or death was not previously identified in nature, severity, or degree of incidence 
in the investigational plan or application (including a supplementary plan or application), or any 
other unanticipated serious problem associated with a device that relates to the rights, safety, or 
welfare of subjects.” 

Assessment of Severity 

Severity is a clinical determination of the intensity of an AE. The severity assessment for a 
clinical AE is to be completed using the following definitions as guidelines: 

Mild A type of AE that is usually transient and may require only minimal treatment 
or therapeutic intervention. The event does not generally interfere with usual 
activities of daily living. 

Moderate A type of AE that is usually alleviated with additional specific therapeutic 
intervention. The event interferes with usual activities of daily living, causing 
discomfort but poses no significant or permanent risk of harm to the research 
subject. 

Severe A type of AE that interrupts usual activities of daily living, or significantly 
affects clinical status, or may require intensive therapeutic intervention. 

An event is defined as serious when it meets at least one of the predefined outcomes as described 
in the definition of an SAE/SADE, NOT when it is rated as severe. 

Relationship to Treatment 

Relationship to treatment refers to a determination of the relationship (if any) between an AE and 
the device or treatment procedure. A causal relationship is present if the PI determines that there 
is a reasonable possibility that the AE may have been caused by the device or is associated with 
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the procedure, such as an event that can be attributed to other products, surgical techniques, or 
medications required specifically for the procedure. Relationship to the device or procedure must 
be determined by the PI and cannot be delegated to other study staff. 

• Recording AEs/ADEs and/or SAEs/SADEs When an AE/ADE or SAE/SADE occurs, it 
is the responsibility of the PI to review all documentation (eg, hospital progress notes, 
laboratory reports, and diagnostics reports) related to the event. 

• The PI will then record all relevant AE/ADE or SAE/SADE information in the CRF. 

• It is not acceptable for the PI to send photocopies of the subject’s medical records to the 
Allergan Medical Safety Physician in lieu of completion of the AE/ADE/SAE/SADE 
eCRF page. 

• There may be instances when copies of medical records for certain cases are requested by 
the Allergan Medical Safety Physician. In this case, all subject identifiers, with the 
exception of the subject number, will be redacted on the copies of the medical records 
before submission to the Allergan Medical Safety Physician. 

• The PI will attempt to establish a diagnosis of the event based on signs, symptoms, and/or 
other clinical information. Whenever possible, the diagnosis (not the individual 
signs/symptoms) will be documented as the event. 

Procedures for Reporting an AE or ADE 

All AEs/ADEs occurring during the study period (beginning with signing ICF) are to be recorded 
on the appropriate CRF. For any treatment-related AE/ADE that is ongoing at the exit, the PI/TI 
will attempt to follow the subject until the AE/ADE has been resolved or follow-up is no longer 
possible. 

AEs/ADEs that start after the study follow-up period has ended will be considered outside the 
scope of the study but will be captured.  

Procedures for Reporting an SAE or SADE 

All SAEs and SADEs occurring during the study period (beginning with signing ICF) are to be 
immediately reported to a sponsor representative at a fax number/email address listed on the 
cover page and recorded on the appropriate CRFs. All subjects with an SAE/SADE must be 
followed up and the outcomes reported. The PI is to supply the sponsor and the IRB with any 
additional requested information (eg, hospital discharge summary, autopsy reports, and terminal 
medical reports). The sponsor will evaluate all SADEs and determine and document in writing 
whether they meet the definition of UADE. These shall be reported to all participating PIs, the 
regulatory authorities, and IRBs as required by national regulations. 

In the event of an SAE/SADE, the PI must: 
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• Notify the sponsor immediately by fax/email using the SAE/SADE reporting forms. For 
the SAE/SADE fax number/email address, see the front page of the protocol. 

• Obtain and maintain in his/her files all pertinent medical records, information, and 
medical judgments from colleagues who assisted in the treatment and follow-up of the 
subject. 

• Provide the sponsor with a complete, written case history which includes a statement as to 
whether the event was or was not related to the use of the investigational device. 

• Promptly inform the governing IRB of the event, if it is treatment-related. For other SAEs, 
notify the governing IRB as required by the IRB, local regulations, and the governing 
health authorities. 
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Device Deficiency 

A device deficiency is defined in accordance with ISO 14155 as “inadequacy of a medical device 
with respect to its identity, quality, durability, reliability, safety, or performance.” Device 
deficiencies include malfunctions, use errors, and inadequate labeling. 

If a device deficiency occurs, the PI/TI or designee will notify the sponsor using the fax number 
or email on the front page of the protocol. Device deficiencies shall be documented throughout 
the study and appropriately managed by the sponsor. The sponsor shall review all device 
deficiencies and determine and document in writing whether they could have led to an SADE. 
These shall be reported to the regulatory authorities and IRBs as required by national regulations. 
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Treatments Investigational Therapy or 
Treatment JUVÉDERM VOLITE™ XC Injectable Gel 

 Intervention Type Device 

 Pharmacological Class of Invest. 
Therapy 

N/A 

 Dose per Administration Up to 4 mL (initial and repeat); up to 2 mL 
(touch-up)

 Dose Units mL 

 Treatment Frequency Initial, touch-up, and repeat (treatment group 
only) treatments 

 Route of Administration Injection 

 Current Therapy or Treatment N/A 

 Added on to Existing Treatments No 

 Control Type No-treatment control 

 Comparative Treatment Name None 

Trial design Study Type Interventional 

 Intervention Model Parallel 

 Planned Number of Arms 2 

 Study is Randomized Yes 

 Randomization Quotient 2:1 

 Study Blinding/Masking Schema Single blind 

 Stratification Factor None 

 Adaptive Design No 

 Study Stop Rules Yes 
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Procedures timing of procedures
Table 2-4 Control Group 
Procedures 

Clarified the order of procedures and removed 
skin hydration assessment at initial treatment for 
control group since it is already assessed at 
Month 1 in no-treatment period 

To clarify the order and 
timing of procedures and 
remove redundant 
assessment 

9. Study Assessments and 
Procedures 

Clarified that ACSS and FACE-Q are only to be 
performed on day of randomization if 
randomization occurs on a different day than 
screening 

To clarify procedures 

9.3.1 Primary Effectiveness 
Measure 

Added detail about ACSS features To better describe the 
primary effectiveness 
measure 

9.5.1 Time Period and 
Frequency for Collecting 
AE/ADE and SAE/SADE 
Information 

Revised 1 sentence to align with current protocol 
template 

To align with current 
protocol template 

12.3 Appendix 3: Adverse 
Events 

Deleted 1 sentence to align with current protocol 
template 

To align with current 
protocol template 

 

 

   




