




M er z N ort h A meri c a, I n c.  C LI NI C A L S T U D Y P R O T O C O L  
M 9 3 0 5 2 1 0 0 3  Versi o n 5 . 0, 1 0 -M A R -2 0 2 2 

C O N FI D E N T I A L  A N D P R O P RI E T A R Y  P a g e 3 of 1 0 7  

r ef err e d t o a n o p ht h al m ol o gist f or e v al u ati o n.   
  

C CI



Merz North America, Inc. CLINICAL STUDY PROTOCOL 
M930521003 Version 5.0, 10-MAR-2022 

CONFIDENTIAL AND PROPRIETARY Page i of ii 

2  SYNOPSIS 

Title of Study Prospective, multicenter, controlled, evaluator-blind, randomized study to 
investigate the effectiveness and safety of diluted RADIESSE® for 
treatment of décolleté wrinkles. 

Study Identifier M930521003 
Investigators, 
Study Sites 

This study will be conducted at up to ten study sites in the United States. 

Investigational 
Medical Device 

RADIESSE® 

Objectives Effectiveness 
• Confirm the effectiveness of treatment with diluted Radiesse for 

correction of moderate to severe décolleté wrinkles by demonstrating 
superiority versus untreated-control. 

Safety 
• Demonstrate the safety of repeat treatment with diluted Radiesse for 

correction of décolleté wrinkles. 

Effectiveness 
Evaluation 

Primary endpoint 
• Proportion of responders at Week 24 on Merz Aesthetic Scale (MAS) 

Décolleté Wrinkles-At Rest as assessed live by a blinded evaluator, 
where response is defined as at least 1-point improvement from 
baseline. 

Secondary endpoint 
• Proportion of responders at Week 24 on MAS Décolleté 

Wrinkles-Dynamic as assessed live by a blinded evaluator, where 
response is defined as at least 1-point improvement from baseline. 

• Proportion of subjects with any improvement, defined as a rating of + 
1, + 2 or + 3 on Subject Global Aesthetic Improvement Scale (GAIS) 
at Week 24. 

• Proportion of subjects with any improvement, defined as a rating of 
+ 1, + 2 or + 3 on Investigator GAIS at Week 24. 

Safety Evaluation Secondary endpoint 
• Incidence of treatment-emergent adverse events (TEAEs) related to 

treatment with diluted Radiesse, as reported by the treating investigator 
throughout the study. 

Study Design 
Overview, and 
Methodology 

This is a prospective, multicenter, randomized, evaluator-blinded, 
parallel-group study designed to evaluate the effectiveness and safety of 
diluted Radiesse in healthy adult females desiring correction of moderate to 
severe décolleté wrinkles. 
All eligible subjects will be randomized at a 3:1 ratio to treatment with 
diluted Radiesse (Group A) or to untreated control followed by delayed 
treatment with diluted Radiesse (Group B). 
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3 T A B L E O F C O N T E N T S  

1  TI T L E P A G E  ...................................................................................................... 1 

2  S Y N O P SI S  ............................................................................................................ i 

3  T A B L E O F C O N T E N T S ..................................................................................... 6 

4  LI S T O F A B B R E VI A TI O N S A N D D E FI N I TI O N S O F T E R M S  ..................... 1 0  

5  E T H I C S ............................................................................................................. 1 3  
5. 1  Et hic al C o n d u ct of t h e St u d y  ............................................................................ 1 3  

5. 2  I nf or m e d C o ns e nt  ............................................................................................ 1 3  
5. 3  S u bje ct Pri v a c y  ................................................................................................ 1 4  
5. 4  C o nfi d e ntia lit y of S u bje ct I nf or m ati o n  .............................................................. 1 4  

6  I N T R O D U C TI O N ............................................................................................. 1 6  
6. 1  B a c k gr o u n d  ..................................................................................................... 1 6  
6. 2  St u d y R ati o n a l e ................................................................................................ 1 7  

6. 3  P ot e ntial B e n efits a n d Ris ks  ............................................................................. 1 7  

7  S T U D Y O B J E C TI V E S A N D E N D P O I N T S  ...................................................... 2 0  
7. 1  O bje cti v e s ........................................................................................................ 2 0  
7. 2  E n d p oi nts  ........................................................................................................ 2 0  
7. 2. 1  Eff e cti v e n e s s E n d p oi nts .............................................................................. 2 0  
7. 2. 1. 1  Pri m a r y Eff e cti v e n e s s E n d p oi nt ............................................................ 2 0  

7. 2. 1. 2  S e c o n d a ry Eff e cti v e n e ss E n d p oi nt  ........................................................ 2 0  

7. 2. 2  S af et y E n d p oi nts  ........................................................................................ 2 4  
7. 2. 2. 1  S e c o n d a ry S af et y E n d p oi nts  ................................................................. 2 4  

8  C LI N I C A L I N V E S TI G A TI O N P L A N .............................................................. 2 6  
8. 1  O v er vie w of St u d y D e si g n ................................................................................ 2 6  
8. 2  Dis c us s i o n of St u d y D e si g n, I n c l u di n g t h e C h oic e of C o ntr ol Gr o u ps  ................ 2 7  

9  S T U D Y P O P U L A TI O N ............................................ 2 8  
9. 1  N u m b er of S u bje cts a n d Sit e s  ........................................................................... 2 8  
9. 2  S ele cti o n of S u bje ct P o p ulati o n  ........................................................................ 2 8  
9. 2. 1  I n c l us i o n Cr it e r ia........................................................................................ 2 8  

9. 2. 2  E x c l us i o n Cr it e r ia  ...................................................................................... 2 9  

9. 2. 4  S u bje ct E nr oll m e nt a n d R a n d o mi z ati o n ....................................................... 3 2  
9. 2. 5  S cr e e n F ail ur e s ........................................................................................... 3 3  

9. 2. 6  R e m o v a l of S u bje cts fr o m T h er a p y or A s s e s s m e nt  ...................................... 3 3  
9. 2. 6. 1  Tr e at me nt Dis c o nti n u ati o n  ................................................................... 3 3  
9. 2. 6. 2  S u bj e ct Wit h d r a w al o r Dis c o nti n u ati o n  ................................................ 3 3  
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9. 2. 6. 3  Pr o visi o n of C a re f o r S u bj e cts aft e r St u d y Dis c o nti n u ati o n  ................... 3 4  
9. 2. 7  S us p e ns i o n or Pr e m at ur e T er mi n ati o n of a St u d y Sit e  .................................. 3 4  
9. 2. 8  S us p e ns i o n or Pr e m at ur e T er mi n ati o n of t h e St u d y ...................................... 3 5  
9. 2. 9  E n d of St u d y  .............................................................................................. 3 6  

1 0  S T U D Y D E VI C E A N D T R E A T M E N T O F S U B J E C T S ................................... 3 7  
1 0. 1  D e s cri pti o n of St u d y D e vic e  ............................................................................. 3 7  

1 0. 2  I nstr u cti o ns f or U s e a n d A d mi nistr ati o n  ............................................................ 3 7  
1 0. 3  M et h o ds of A s si g ni n g S u bje cts t o Tr e at m e nt Gr o u ps  ........................................ 3 7  
1 0. 4  Bli n di n g Pr o c e d ur e s  ......................................................................................... 3 8  
1 0. 5  St u d y Tr e at m e nt ............................................................................................... 3 8  

1 0. 5. 1  Pla n n e d Tr e at m e nt R e gi m e n  ....................................................................... 3 8  
1 0. 5. 1. 1  D é c oll eté Tr e at me nt Re g i o n  ................................................................. 3 8  
1 0. 5. 1. 2  I n str u cti o n s f o r Pre p a r ati o n ................................................................. 3 9  
1 0. 5. 1. 3  Tr e at me nt Ar e a .................................................................................... 4 1  

1 0. 5. 1. 4  Tr e at me nt A d mi nistr ati o n Pr o c e d u re  .................................................... 4 2  
1 0. 5. 1. 5  M a xi m u m I nj e cti o n V ol u me .................................................................. 4 2  
1 0. 5. 2  S ele cti o n a n d Ti mi n g of Tr e at m e nt f or E a c h S u bje ct  ................................... 4 3  
1 0. 6  Pri or a n d C o n c o mit a nt T h er a p y  ........................................................................ 4 3  

1 0. 7  St u d y S u p plie s a n d P a c k a gi n g of Tr e at m e nt S u p plie s  ........................................ 4 3  
1 0. 8  R e c ei pt, St or a g e , D is p e ns i n g, a n d R et ur n .......................................................... 4 4  
1 0. 9  D e vic e A c c o u nt a bilit y Pr o c e d ur e s  .................................................................... 4 5  
1 0. 1 0  Tr e at m e nt C o m plia n c e  ..................................................................................... 4 6  

1 0. 1 1  D ur ati o n of St u d y ............................................................................................. 4 6  

1 1  S T U D Y P R O C E D U R E S .................................................................................... 4 7  

1 1. 2  St u d y A s s e s s m e nts a n d D efi niti o ns ................................................................... 4 8  
1 1. 2. 1  Eff e cti v e n e s s A s s e s s m e nts .......................................................................... 4 8  

1 2  S A F E T Y D E FI N I TI O N S A N D R E P O R TI N G R E Q U I R E M E N T S  .................. 6 0  
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1 2. 1  D efi niti o n of a n A d v ers e E v e nt ( A E)  ................................................................ 6 0  
1 2. 1. 1  D et ails of a n A E  ......................................................................................... 6 0  
1 2. 1. 2  R e p orti n g a n d H a n dli n g of a n A E  ............................................................... 6 0  
1 2. 1. 3  S e v erit y Gr a di n g f or a n A E  ........................................................................ 6 1  

1 2. 1. 4  C a us al R elati o ns hi p of a n A E wit h a n I n v e sti g ati o n al M e dic al D e vic e  ......... 6 1  
1 2. 1. 5  O ut c o m e C at e g orie s f or a n A E  ................................................................... 6 2  
1 2. 2  D efi niti o n of a S eri o us A d v ers e E v e nt ( S A E) .................................................... 6 2  
1 2. 2. 1  D et ails of a n S A E ....................................................................................... 6 2  

1 2. 2. 2  R e p orti n g a n d H a n dli n g of a n S A E  ............................................................. 6 3  
1 2. 3  D efi niti o n of a n A d v ers e D e vic e Eff e ct ( A D E)  ................................................. 6 4  
1 2. 4  D efi niti o n of a S eri o us A d v ers e D e vic e Eff e ct ( S A D E)  ..................................... 6 4  
1 2. 4. 1  D efi niti o n of a n A ntici p at e d S eri o us A d v ers e D e vic e Eff e ct ( A S A D E)  ........ 6 4  

1 2. 4. 2  D efi niti o n of a n U n a ntici p at e d A d v ers e D e vic e Eff e ct ( U A D E)  ................... 6 4  
1 2. 5  D efi niti o n of D e vic e D eficie n c y  ....................................................................... 6 5  
1 2. 6  D e fi n it i o n of T e c h n ic a l C o  m p la i nt .................................................................... 6 5  
1 2. 6. 1  R e p orti n g  a n d H a n dli n g  of D e vic e D eficie n cie s  a n d T e c h nic al 

C o m p la i nts ................................................................................................. 6 5  
1 2. 7  Vis u a l D ist ur b a n c e s a n d Ot h er E v e nts of I nt er e st  .............................................. 6 6  

1 2. 9  R e p orti n g of Pr e g n a n c y  .................................................................................... 6 7  

1 3  S T A TI S TI C A L M E T H O D S  .............................................................................. 6 8  
1 3. 1  Esti m ati o n of S a  m ple Si z e ................................................................................ 6 8  

1 3. 2  R a n d o mi z ati o n ................................................................................................. 7 0  
1 3. 3  P o p ulati o ns f or A n a l ys is ................................................................................... 7 0  
1 3. 4  A n al ys is of St u d y D at a ..................................................................................... 7 0  
1 3. 4. 1  Eff e cti v e n e s s A n al ys e s  ............................................................................... 7 1  

1 3. 4. 1. 1  Pri m a r y Eff e cti v e n e s s E n d p oi nt ............................................................ 7 1  
1 3. 4. 1. 2  S e c o n d a ry Eff e cti v e n e ss E n d p oi nt  ........................................................ 7 3  

1 3. 4. 2  S af et y A n al ys e s .......................................................................................... 7 5  

1 3. 4. 2. 1  S e c o n d a ry S af et y E n d p oi nts  ................................................................. 7 5  

1 3 . 4. 3 Ot h er S u bje ct D at a  ..................................................................................... 7 7  
1 3. 5  S p e c ia l St a t ist ic a l/ A n a l yt ic a l Is s u e s  ................................................................. 7 7  

1 3. 5. 1  S u bje ct D is c o nti n u ati o n a n d Mis s i n g D at a  .................................................. 7 7  
1 3. 5. 2  E x a mi n ati o n of S u b gr o u ps .......................................................................... 7 8  
1 3. 5. 3  P o oli n g of Sit e s  .......................................................................................... 7 9  

1 4  A D M I N I S T R A TI V E P R O C E D U R E S ............................................................... 8 0  
1 4. 1  St u d y M o nit ori n g  ............................................................................................. 8 0  
1 4. 2  D at a Q u alit y A s s ur a n c e  .................................................................................... 8 0  

1 4. 2. 1  St a n d ar di z ati o n Pr o c e d ur e s ......................................................................... 8 1  
1 4. 2. 2  D at a M a n a g e m e nt  ...................................................................................... 8 1  
1 4. 2. 3  D at a R e vie w a n d Clarific ati o n Pr o c e d ur e s ................................................... 8 1  
1 4. 2. 4  A u diti n g ..................................................................................................... 8 2  

1 4. 3  R e c or d R et e nti o n  ............................................................................................. 8 3  
1 4. 4  P u blic ati o n P olic y  ............................................................................................ 8 4  
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I E C I n d e p e n d e nt et hic s c o m mitt e e 

I F U I nstr u cti o ns  f or us e 

i G AI S I n v e sti g at or  Gl o b al  A e st h etic I m pr o v e m e nt S c ale  

I M D I n v e sti g ati o n al  m e dic al d e vic e 

I R B I nstit uti o n al  R e vie w B o ar d 

I T T I nt e nt-t o-tr e at 

I T T-O C  I T T o bs er v e d c a s e s  

M A S  M er z A e st h etic S c ale  

M e d D R A  M e dic al Dicti o n ar y  f or  R e g ulat or y  A cti vitie s  

MI  M ulti ple  I m p ut ati o n  ( S A S  Pr o c e d ur e)  

N S AI D  N o n -st er oi d al  a nti-i nfla m m at or y  dr u g 

P HI  Pr ot e ct e d h e alt h i nf or m ati o n 

P P S  P er pr ot o c ol  s et  

P T  Pr ef err e d t er m  

S A D E  S eri o us  a d v ers e d e vic e  eff e ct  

S A E  S eri o us  a d v ers e e v e nt  

S A P  St a tistic a l  a n a l ysis  pla n  

S A R S -C o V - 2 S e v er e  a c ut e  r e s pir at or y  s y n dr o m e  c or o n a vir us  2  

S A S  St a tistic a l  A n a l ysis  S yst e  m  

S E S  S af et y e v al u ati o n  s et  

s G AI S S u bje ct Gl o b al A e st h etic  I m pr o v e m e nt S c ale  

S O C  S yst e m or g a n cla s s  

S O P  St a n d ar d o p er ati n g pr o c e d ur e  

T E A E  Tr e at m e nt -e m er g e nt a d v ers e e v e nt  

T E S A E  Tr e at m e nt -e m er g e nt s eri o us a d v ers e e v e nt  

T x  Tr e at m e nt  
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UADE Unanticipated adverse device effect 

UDI Unique device identifier 

US United States 

UV Ultraviolet 
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5 ETHICS 

5.1 Ethical Conduct of the Study 

This study will be performed in accordance with the principles outlined in the Declaration 
of Helsinki and in compliance with the International Council for Harmonisation of 
Technical Requirements for Pharmaceuticals for Human Use’s Good Clinical Practice 
(ICH-GCP), EN ISO 14155, the Code of Federal Regulations (CFR), and any applicable 
regional or national laws and regulations. The study will adhere to all applicable subject 
privacy requirements. 

All required approvals, favorable opinions, or additional requirements of the appropriate 
Independent Ethics Committee (IEC), Institutional Review Board (IRB), or other 
regulatory authority will be obtained prior to initiation of the trial. 

The investigator and all study personnel will conduct the study in compliance with this 
protocol. The investigator will ensure that all personnel involved in the conduct of this 
study are qualified to perform the assigned study responsibilities. Investigators will adhere 
to all applicable study reporting requirements. 

In the event of a pandemic disease outbreak (e.g., new COVID-19 public health 
emergency) procedures that prioritize the reporting of protocol deviations that could impact 
subject safety will be defined and communicated to the appropriate IEC/IRB. In addition, 
changes in protocol conduct necessary to promptly ensure subject safety, such as 
conducting telephone or virtual visits for safety monitoring rather than on-site visits, can 
be implemented immediately with subsequent communication and review by the 
appropriate IEC/IRB and notification to regulatory authorities. 

5.2 Informed Consent 

Verbal and written informed consent must be obtained from every subject prior to the 
initiation of any screening or study procedures. The investigator will follow a standard 
process for obtaining consent that complies with all applicable regulatory requirements. 
If applicable, a certified, local-language translation of the informed consent form (ICF) 
will be provided. 

If the ICF is amended during the study, the investigator must follow all applicable 
regulatory requirements pertaining to approval of the amended ICF by the IEC/IRB and 
use of the amended form. Ongoing subjects will be required to re-confirm consent by 
signing the amended form. 

The original and any amended signed and dated ICF(s) must be retained at the study site, 
and a copy of the signed and dated ICF(s) must be given to the subject. 

During the study, the subject will be informed if information becomes available that may 
be relevant to the subject’s willingness to continue participation in the study. Each ICF will 
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include contact information (with a phone number) the subject should use to communicate 
any medical concerns 24 hours a day. The subject, however, is free to withdraw consent at 
any time and for any reason, whether expressed or not. 

In the event of a pandemic disease outbreak (e.g., new COVID-19 public health 
emergency), if re-confirming subjects’ consent is deemed necessary due to significant 
changes made to the protocol and/or monitoring plan that could impact subjects, then: 

• Alternative ways of obtaining consent will be defined as subjects should not visit sites 
for the sole purpose of re-confirming consent. For example, subjects will be contacted 
via phone or video calls and verbal consent will be obtained, supplemented with written 
confirmation (e.g., via e-mail). 

• IEC/IRB approved updated subject information sheets and ICFs will be provided to 
subjects by e-mail, mail or courier when re-confirming consent. 

• All instances of re-confirming consent that are obtained through alternative ways will 
be documented. 

The subjects’ consent will be re-confirmed through regular consent procedures at the 
earliest opportunity once/if the subjects are able to return to the sites, if applicable. 

5.3 Subject Privacy 

The subject will be informed of procedures to protect subject privacy. Under U.S. federal 
law (the Privacy Rule) any protected health information (PHI) that is created or obtained 
during this study cannot be used or disclosed without permission. The currently designated 
statistical CRO processes subject data in accordance with the data-protection provisions 
set forth in the German Federal Data Protection Act (Bundesdatenschutzgesetz), 
specifically in the version applicable as of 25-MAY-2018, and in the European-focused 
General Data Protection Regulation law (GDPR). Informed consent on data processing will 
be obtained in writing directly from the subject before recording of any data. Authorization 
to use and disclose PHI will be obtained in writing directly from the subject before 
recording of any data. Recorded data will be pseudonymized before transferring to 
authorized individuals. The investigator will maintain source documents that link unique 
subject numbers with subject names (e.g., in case of emergencies). 

At the conclusion of the study, subject photographs will be stored and archived 
electronically by the sponsor and the study site. Photographs allowing identification of the 
subject will be published only if the subject has given written permission. 

5.4 Confidentiality of Subject Information 

Subject pseudo-anonymity is to be maintained during the study. Subjects will be identified 
by a unique subject number on all study documentation. Health information that could 
identify the subject (i.e., PHI) must be maintained in strict confidence by the investigator 
to the extent permitted by applicable laws and regulations. Subjects must sign an 
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authorization to allow PHI to be disclosed to the sponsor and anyone working on behalf of 
the sponsor, the IRB/IEC, or regulatory authorities. 

Confidentiality will also be maintained for any medical information obtained from the 
subject during study participation. At a subject’s request, the subject’s medical information 
may be provided to the subject’s personal physician or other appropriate medical personnel. 

If the results of the investigation are published, the subject’s identity will remain 
confidential. 
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6 INTRODUCTION 

6.1 Background 

Many factors contribute to the natural aging process during which an individual’s skin 
gradually loses its youthful appearance. Aging skin is characterized by loss of volume, 
decreased elasticity, and increased laxity. Various aesthetic techniques are used in an 
attempt to reverse or slow the aging process. As such, individuals are increasingly 
undergoing rejuvenation procedures of the face. After facial procedures, they often notice 
that the improved appearance of the face is discordant with that of the untreated aging neck 
and chest. The chest and neck are exposed to substantial ultraviolet (UV) radiation and 
both regions tend to demonstrate photoaging. Additionally, the chest skin of females is 
vulnerable to the mechanical stress of the weight and movement of breasts.[1] 
Moreover, women are more prone to aging in this area as a result of hormonal changes 
relating to menopause and estrogen deficiency. These changes result in an accelerated 
breakdown of collagen and elastin, leading to skin thinning and laxity, and worsening of 
lines and wrinkles.[1] Aging of the skin in the décolleté region manifests as atrophy, laxity, 
wrinkles, and dyspigmentation. 

Special anatomic considerations exist when treating the skin of the décolleté. The skin in 
this area is thinner than some areas of the face [2] as well as the arms and legs.[1] 
Additionally, there are over 13 times fewer hair follicles on the chest than on the lateral 
forehead.[3] This difference in pilosebaceous units contributes to slower healing and 
increased risk of scarring after aesthetic treatments of the décolleté region, particularly with 
ablative treatments.[4] Modalities used to treat signs of aging in the décolleté region 
include neurotoxins, fillers, chemical peels, intense pulsed light, non-ablative and ablative 
lasers[4] and microfocused ultrasound with visualization.[5] 

Physicians use a variety of topical cosmeceuticals, energy-based devices, and injectable 
implants (including Radiesse®) to rejuvenate the décolleté region. In most cases, the use of 
energy-based devices and injectable implants is off-label use. Injectable implants, or 
dermal fillers, are primarily classified as permanent (i.e., non-biodegradable) and non-
permanent (i.e., biodegradable) products. Permanent dermal fillers are now seldom used 
for this indication given the documented higher risk of severe and persistent adverse 
effects.[6] Non-permanent (i.e., biodegradable) dermal fillers include: hyaluronic acid 
(HA); collagen (bovine, porcine, and human); poly-L-lactic acid; calcium hydroxylapatite 
(CaHA; as in Radiesse); subject's own body fat (autologous fatty tissue); and dextran beads 
in HA.[6-8] Non-permanent dermal fillers are safer than permanent fillers and are usually 
associated with a low incidence of complications.[9] 

Radiesse in its original undiluted form is indicated for aesthetic procedures, including deep 
dermal and subdermal soft tissue augmentation of the facial area and is also intended for 
restoration and correction of facial volume loss (see the current version of the Radiesse 
Instructions for Use [IFU]). Moreover, diluted Radiesse has been proven to improve skin 
texture and skin thickness.[1] Radiesse diluted with either lidocaine or saline 
(Radiesse:solvent, from 1:1 up to 1:6) has been shown to induce remodeling of the 
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e xtr a c ell ular  m atri x  aft er  s u b d er m al  i nje cti o n,   r e s ulti n g  i n  s ki n  ti g ht e ni n g   a n d  i n cr e a s e d  
s ki n  t hic k n e s s .[ 1, 1 0] T h e s e alt er ati o ns h a v e b e e n hist ol o g ic a ll y  a s s o c iat e d wit h i n cr e a s e d 
c olla g e n  a n d  ela sti n  pr o d u cti o n .[ 1 0,  1 1] M or e o v er,  t h e tr e at m e nt wit h  dil ut e d R a die s s e  h a s 
s h o w n t o b e s af e a n d w a s  o nl y a s s o ciat e d wit h mi n or  si d e -eff e cts t h at  ar e m ostl y  tr a nsie nt 
a n d  e a sil y  m a n a g e d  [ 1 2],  t h us  r e pr e s e nti n g   a n  a d e q u at e  i nje ct a ble   t o  a d dr e s s  d é c ollet é 
wri n kle s.  Dil uti o n  a p p e ar s t o all o w  a m or e h o m o g e n e o us  distri b uti o n  of t h e m at erial  t h at 
m a y h el p t o a v oi d c o m plic ati o ns  s u c h a s gr a n ul o m a  f or m ati o n .[ 1 3] 

6. 2  St u d y R ati o n al e  

T h e  c urr e nt  st u d y  is  d e si g n e d   t o  d e m o nstr at e  t h e  s af et y  a n d  eff e cti v e n e s s  of  dil u t e d  
R a die s s e f or t h e c orr e cti o n  of m o d er at e t o s e v er e wri n kle s  i n t h e d é c ollet é. 

C urr e nt  a v aila ble  s cie ntific,  pr e -c li nic a l,  c li nic a l,  a n d  p ost -m ar k eti n g  s ur v eilla n c e  d at a  of  
R a die s s e  i n  a n o n-dil ut e d  f or m s u p p ort a n d d e m o nstr at e t h e eff e cti v e n e s s  a n d s af et y of t h e 
pr o d u ct .[ 1 4-1 7]  Hi g hl y  vis c o e la stic ,  R a die s s e  is  w e ll-s uit e d  f or  s u pr a p eri ost e a l, 
s u b d er m al,  a n d d e e p-d er m al pla c e m e nt  a n d  c a n d eli v er  a c o nsi d er a ble  v ol u miz i n g  e ff e c t.  
H o w e v er, it  is  c o m m o n  pr a ctic e  a m o n g  p h ysicia ns   t o  us e  R a die s s e  i n  a dil ut e d  f or m t o  
a d dr e s s s ki n wri n kli n g  i n  ar e a s wit h  a br o a d er  s urf a c e s u c h a s h a n ds,  n e c k , a n d d é c ollet é. [ 1, 
1 8]  Dil uti o n  r e n d ers t h e pr o d u ct  le s s vis c o us  a n d t h er ef or e m or e s uit a ble  f or r ej u v e n ati o n 
tr e at m e nts of lar g er ar e a s wit h o ut its v ol u mi zi n g  eff e ct. Dil ut e d  R a die s s e h a s b e e n s h o w n 
t o  b e  eff e cti v e  a n d  s af e  f or  t h e  tr e at m e nt  of  atr o p hic  h a n ds.[ 1 8,  1 9]  
N otic e a ble  i m pr o v e m e nts  i n  s ki n   fir m n e s s   a n d  a p p e ar a n c e  aft er  i nje cti o n of R a die s s e 
dil ut e d   wit h  s m all  a m o u nts  of  li d o c ai n e  h a v e b e e n r e p ort e d  i n  t h e  ar ms , a b d o m e n,  a n d  
t hi g hs.[ 2 0,  2 1] Sti m ulati o n   of  d er m al  r e g e n e r ati o n  h a s  als o  b e e n  e st a blis h e d  i n  s e v er al  
c li nic a l  st u die s .[ 1 0,  2 2, 2 3]  I m pr o v e m e nt  i n  s ki n  ela sticit y  a n d  plia bilit y, a n d i n cr e a s e d  
d er m al t hic k n e s s c orr elat e wit h visi ble  a e st h etic i m pr o v e m e nts  a n d s u bje ct s atisf a cti o n.  

B e c a us e of t h e wi d e s pr e a d i nt er e st of p h ysicia ns  t o us e R a die s s e  off -la b e l i n a dil ut e d  f or m,  
c o ns e ns us  r e c o m m e n d ati o ns w er e e st a blis h e d  i n  2 0 1 8  i n c l u di n g f a c e,  n e c k,  a n d  
d é c ollet é. [ 2 4] T h e  c urr e nt  st u d y  will  att e m pt  t o  c o nfir m  t h e  eff e cti v e n e s s  a n d  s af et y  of  
dil ut e d R a die s s e i nje cti o n  i n t h e d é c ollet é.  

6. 3  P ot e nti al B e n efit s a n d R i s k s 

T h e p ot e ntial  b e n efit a s s o ciat e d wit h  t h e us e  of R a die s s e  is t h e c orr e cti o n of m o d er at e t o  
s e v er e wri n kle s  i n t h e  d é c ollet é. R a die s s e  tr e at m e nt  of  t h e  d é c ollet é  c o ntri b ut e s  t o  a n  
i m pr o v e m e nt   of  s ki n  ela sticit y,   t hic k n e s s,  d e nsit y,   a n d  micr ostr u ct ur e  i n  t h e  d é c ollet é .  

C CI
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  N o A Es w er e i d e ntifie d t h at w er e u n e x p e ct e d or at y pic al wit h R a die s s e  us e . N o 
e v e nts a s s o ciat e d wit h v a s c ular  o c cl usi o n , or  p ul m o n ar y  e m b olis m  or p n e u m ot h or a x  w ere 
r e p ort e d. 

I n  t his c urr e nt  st u d y,  dil ut e d  R a die s s e  will  b e  i nje ct e d  i n  t h e  s u b d er m al  pla n e  i n  t h e  
d é c ollet é  ar e a usi n g  a bl u nt -ti p,  2 2  g a u g e,  fle xi ble  2″  c a n n ula. A s  s h o w n  b y  t h e  la c k  of  
r e p orts  i n  t h e  pil ot   st u d y,   t h e  li k eli h o o d   of  i ntr a v a s c ular  i nje cti o ns   le a di n g  t o  pr o d u c t  
e m b oliz ati o n  t o t h e p ul m o n ar y  v a s c ulat ur e is e x c e pti o n all y  l o w  w h e n dil ut e d  R a die s s e is  
i nje ct e d  i n  t h e  s u b d er m al pla n e  wit h  a  c a n n ula. Si milarl y,  t h e li k eli h o o d  of p e n etr ati n g  t h e 
t h or a cic  w all a n d  c a usi n g  a  p n e u m ot h or a x   wit h  a fle xi ble   c a n n ula  is  mi ni m a l . Ris ks  will  
b e  f urt h er mi ni miz e d  or r e d u c e d b y m o nit ori n g  t h e s u bje ct d uri n g  t h e tr e at m e nt pr o c e d ur e  
a n d f or at le a st 3 0 mi n ut e s  p ost -tr e at m e nt. 

A d diti o n al  ris ks  t h at  m a y  aris e  i n  t h e  e v e nt  of  a  p a n d e mic   dis e a s e  o ut br e a k   (e. g. , n e w 
C O VI D- 1 9  p u blic   h e alt h  e m er g e n c y ) m a y  aff e ct  cli nic al   st u d y  c o n d u ct.  T h e  s p o ns or’ s  
pri m ar y  g o al  is t o e ns ur e t h e pr ot e cti o n  of t h e s af et y a n d w ell-b ei n g  of t h e p artici p a ti n g  
s u bje cts.  P ot e ntia l  c h alle n g e s a s s o ciat e d wit h  a p a n d e mic  dis e a s e o ut br e a k m a y i n cl u d e: 
q u ar a nti n e s,   sit e  cl os ur e s,  tr a v el  li mit ati o ns,   i nt err u pti o ns   t o  t h e  s u p pl y   c h ai n  f or  t h e  
i n v e sti g ati o n a l   pr o d u ct,  or  ot h er  c o nsi d er ati o ns  ( e. g., if  sit e  p ers o n n el   or  trial   s u bje cts  
b e c o m e i nf e ct e d  wit h S A R S-C o V - 2). T h e s e c h alle n g e s m a y le a d t o diffic ultie s  i n m e eti n g 
pr ot o c ol -s p e cifie d   pr o c e d ur e s  a n d  r e s ult  i n pr ot o c ol  m o dific ati o ns .   T his  h a s  b e e n  
a d dr e s s e d f or t his  st u d y i n  S e cti o n  1 1. 1. 3 . 

C o nsi d eri n g  all ris ks a n d b e n efits, t h e p ot e ntial  b e n efits t o s u bje cts s e e ki n g tr e at m e nt wit h  
dil ut e d R a die s s e o ut w ei g h   t h e  p ot e ntial   ris ks.  T h e  b e n efit/ris k  r ati o  of  t h e  d e vic e  is  
c o nsi d er e d  a c c e pt a ble w h e n us e d o n s u bje cts s e e ki n g  i m pr o v e m e nt  i n t h e a p p e ar a n c e of 
d é c ollet é  wri n kle s.  

A d diti o n al  i nf or m at i o n  o n d e vic e- a n d pr o c e d ur e -r elat e d  c o ntr ai n dic ati o ns ,  w ar ni n gs, a n d  
pr e c a uti o ns   c a n  b e  f o u n d  i n  t h e  c urr e nt  v ersi o n  of  t h e c o m m er ciall y  a p pr o v e d  
R a die s s e  I F U.  

C CI
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7 STUDY OBJECTIVES AND ENDPOINTS 

7.1 Objectives 

Effectiveness 

• Confirm the effectiveness of treatment with diluted Radiesse for correction of moderate 
to severe décolleté wrinkles by demonstrating superiority versus untreated-control. 

Safety 

• Demonstrate the safety of repeat treatment with diluted Radiesse for correction of 
décolleté wrinkles. 

7.2 Endpoints 

7.2.1 Effectiveness Endpoints 

All endpoints will be assessed separately for the diluted Radiesse treatment group and the 
untreated-control/delayed-treatment with diluted Radiesse group, if not otherwise specified 
in Section 13. An overview of effectiveness endpoints is provided in Table 1. 

7.2.1.1 Primary Effectiveness Endpoint 

• Proportion of responders at Week 24 on Merz Aesthetic Scale (MAS) Décolleté 
Wrinkles-At Rest, as assessed live by a blinded evaluator, where response is defined as 
at least 1-point improvement from baseline. 

7.2.1.2 Secondary Effectiveness Endpoint 

• Proportion of responders at Week 24 on MAS Décolleté Wrinkles-Dynamic, as 
assessed live by a blinded evaluator, where response is defined as at least 1-point 
improvement from baseline. 

• Proportion of subjects with any improvement, defined as a rating of + 1, + 2 or + 3 on 
Subject Global Aesthetic Improvement Scale (GAIS) at Week 24. 

• Proportion of subjects with any improvement, defined as a rating of + 1, + 2 or + 3 on 
Investigator GAIS at Week 24. 
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7. 2. 2  S af et y E n d p oi nt s  

7. 2. 2. 1  S e c o n d ar y S af et y E n d p oi nt s  

•  I n ci d e n c e  of  T E A Es  r elat e d t o  tr e at m e nt  wit h   dil ut e d   R a die s s e, a s  r e p ort e d  b y  t h e  
tr e ati n g  i n v e sti g at or  t hr o u g h o ut  t h e st u d y. 

7. 2. 2. 2   

C CI

C CI

C CI
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9. 2. 2  E x c l u si o n  C rit eri a 

S u bje cts  m e eti n g  a n y of t h e f oll o wi n g  crit eria  ar e n ot eli gi ble  t o p artici p at e  i n t h e st u d y:  

5.  A n y  pr e vi o us  s ur g er y, i n cl u di n g   pla stic  s ur g er y  or  p er m a n e nt  s ur gic al i m pla nt   i n  t h e  
tr e at m e nt ar e a. 

7.  Pr e vi o us tr e at m e nt wit h c olla g e n fillers,  C a H A ( e. g. , R a die s s e), a n d/ or l o n g -la sti n g  H A  
fillers   ( e. g., B el ot er o®  I nt e ns e/ V ol u m e,  J u v é d er m®  V olift/ V ol b e lla )   i n  t h e  d é c olle t é  
wit hi n  t h e p a st 2 4 m o nt hs.  

9.  Pr e vi o us  tr e at m e nt  wit h  b ot uli n u m   t o xi n,   a blati v e  or  fr a cti o n al  la s er,  
micr o d er m a br a si o n,   micr o n e e dli n g,   c h e mic al  p e els,  a n d/ or  n o n -i n v a si v e  s ki n 

                                                             

C CI

C CI

C CI

C CI
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ti g ht e ni n g  ( e. g., ultr a s o u n d,   r a di ofr e q u e n c y,  i nt e n s e  p uls e d  li g ht   tr e at m e nt)  i n  t h e  
d é c ollet é  wit hi n  t h e p a st 6 m o nt hs.  

C CI
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9. 2. 4  S u bj e c t E nr oll m e nt a n d R a n d o mi z ati o n 

S u bje cts ar e c o nsi d er e d t o b e e nr olle d  w h e n t h e y pr o vi d e i nf or m e d  c o ns e nt  (i. e., si g n  t h e  
I C F) a n d m e et all eli gi bilit y  crit eria. Eli gi ble  s u bje cts will  b e r a n d o miz e d  at t h e s cr e e ni n g 
visit.  

C CI



Merz North America, Inc. CLINICAL STUDY PROTOCOL 
M930521003 Version 5.0, 10-MAR-2022 

CONFIDENTIAL AND PROPRIETARY Page 33 of 107 

Screen failures are defined in Section 9.2.5. 

9.2.5 Screen Failures 

Subjects who provide informed consent but who do not meet eligibility criteria or who 
withdraw consent prior to being randomized will be defined as screen failures. 
The investigator will maintain all source documentation for all subjects who are considered 
screen failures. Minimal information will be collected in the electronic data capture (EDC) 
system for screen failures, such as date of informed consent, demographics, and reason for 
screen failure. Individuals who do not meet the criteria for participation in this study 
(screen failure) may not be rescreened. 

9.2.6 Removal of Subjects from Therapy or Assessment 

9.2.6.1 Treatment Discontinuation 

If study treatment is discontinued at any time during the study, the investigator will record 
the reason for treatment discontinuation in the study records. Potential reasons for 
discontinuation of treatment may include refusal by the subject to receive additional 
treatments or physician’s decision. The investigator may request that a subject 
discontinuing treatment continue to participate in the study and complete all remaining 
visits and assessments for safety follow-up. For subjects who decline to continue study 
participation after treatment discontinuation, additional information regarding subject 
withdrawal is provided in Section 9.2.6.2. 

9.2.6.2 Subject Withdrawal or Discontinuation 

Each subject will be followed to the end of the study, or until the sponsor decides to 
terminate the study, whichever comes first. The only reasons a subject will not be followed 
for all scheduled visits include withdrawal of consent, continuous non-compliance with 
protocol requirements, or loss to follow-up (e.g., moving away from study site; 
unresponsive to attempts to contact the subject). Additionally, the investigator can 
discontinue any subject, at any time, if medically necessary. 

A subject has the right to withdraw from the study at any time at her own request without 
prejudice. In cases of withdrawn consent, data collected until the date consent was 
withdrawn will be analyzed as recorded. 

If a subject does not attend a required study visit, the following actions will be taken: 

• The site will attempt to contact the subject at least twice and reschedule the missed visit 
as soon as possible. Every effort to regain contact with the subject will be made 
(e.g., telephone contact on different dates/times, registered mail). All contact attempts 
will be documented. 
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•  If att e m pts t o c o nt a ct t h e s u bje ct ar e n ot s u c c e s sf ul, t h e n t h e s u bje ct will  b e c o nsi d er e d 
l ost t o f oll o w-u p  a n d dis c o nti n u e d  fr o m t h e st u d y.  

T h e r e a s o n f or t h e s u bje ct’s dis c o nti n u ati o n s h o ul d  b e d o c u m e nt e d i n t h e  ele ctr o nic  c a se  
r e p ort  f or m  ( e C R F).  T h e  i n v e sti g at or   s h o ul d   m a k e  e v er y  att e m pt  t o  c om plet e  t h e  
r e c o m m e n d e d  f oll o w-u p   a s s e s s m e nts  s p e cifie d  f or  t h e  E n d  of  St u d y/ E arl y   T er mi n ati o n  
visit  s p e cifie d   i n  t h e  S c h e d ule   of  E v e nts  ( S e cti o n  1 1. 1  a n d  w hile  f ull y  
r e s p e cti n g t h e s u bje ct’s  ri g hts . 

If a n o n-s eri o us  A E is u nr e s ol v e d  at t h e ti m e of t h e s u bje ct’s fi n al  st u d y visit,  a n eff ort will 
b e m a d e t o f oll o w  t h e s u bje ct u ntil  t h e A E is r e s ol v e d or st a biliz e d,  t h e s u bje ct is l ost t o  
f oll o w-u p,  or  s o m e  ot h er  r e s ol uti o n   of  t h e  e v e nt  o c c urs .  T h e  i n v e sti g at or   s h o ul d   m a k e  
e v er y att e m pt  t o f oll o w  all s eri o us a d v ers e e v e nts ( S A Es ) a n d u n a ntici p at e d  a d v ers e d e vic e  
eff e cts ( U A D Es ) t o r e s ol uti o n.  I nf or m ati o n  o n pr e g n a n c y a n d t h e o ut c o m e f or a n y f e m ale  
w h o b e c o m e s pr e g n a nt d uri n g  t h e st u d y will  b e c olle ct e d.  

9. 2. 6. 3  Pr o vi si o n of C ar e f or S u bj e ct s aft er  St u d y Di s c o nti n u ati o n  

T h e i n v e sti g at or  is r e s p o nsi ble  f or e ns uri n g  t h e a d e q u at e a n d s af e m e dic al  c ar e of s u bje cts  
d uri n g  t h e st u d y.  Aft er e n d  of t h e st u d y  or aft er s u bje ct  dis c o nti n u ati o n ,  t h e s p o ns or will 
f oll o w   all   a p plic a ble   l o c al  or  i nt er n ati o n al   r e g ulati o ns   a n d  g ui d eli n e s  wit h   r e g ar d  t o  
f oll o w-u p  c ar e f or s u bje cts. T h e i n v e sti g at or  will  e ns ur e t h at a p pr o priat e  c o nsi d er ati o n  is  
gi v e n  t o a s u bje ct’s p ost -st u d y  c ar e.  

9. 2. 7  S u s p e n si o n  or Pr e m at ur e T er mi n ati o n of a St u d y Sit e  

St u d y p artici p ati o n  b y i n di vi d u a l  sit e s m a y b e s us p e n d e d or  pr e m at ur el y t er mi n at e d b y t h e 
s p o ns or. R e a s o ns f or t h e s us p e nsi o n  or pr e m at ur e t er mi n ati o n  of st u d y sit e s i n cl u d e,  b ut  
ar e n ot li mit e d  t o, t h e f oll o wi n g: 

•  I n v e sti g at or  r e q u e st; 

•  S eri o us or p ersist e nt n o n c o m plia n c e  wit h t h e pr ot o c ol,  l o c al r e g ulati o ns,  a n d/ o r G C P; 

•  S us pici o n  of fr a u d;  

•  F ail ur e  t o a c cr u e s u bje cts at a n a c c e pt a ble r at e; a n d/ or  

•  Et hic a l  is s u e s.  

T h e  s p o ns or  will  pr o vi d e  t h e  i n v e sti g ati v e   sit e  wit h  writt e n  n otific ati o n   d o c u m e nti n g   t h e  
r e a s o n f or s us p e nsi o n  or pr e m at ur e t er mi n ati o n.  T h e s p o ns or will  i nf or m  t h e r e s p o nsi bl e  
r e g ulat or y  a ut h orit y,  a s a p pr o priat e,  a n d e ns ur e t h e I E C/I R B is n otifie d.  If t h e s us p e nsi o n 
or  pr e m at ur e  t er mi n ati o n   w a s  i n  t h e  i nt er e st  of  s af et y, t h e  s p o ns or  will  i nf or m  all ot h er  
pri n ci p al  i n v e sti g at ors.  

I n  c a s e s  of  t e m p or ar y  s us p ensi o n   at  a n  i n v e sti g ati v e   sit e,  t h e  s p o ns or   will  c o n d u ct   a n  
a n al ysis of t h e r e a s o n(s) f or s us p e nsi o n.  Aft er c o m pleti n g  t his a n al ysis a n d i m ple m e nti n g  
n e c e s s ar y  c orr e cti v e  a cti o ns, a  t e m p or ar y  sit e  s us p e nsi o n  m a y  b e  lift e d.  T h e  s p o ns or  will  

C CI
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inform the principal investigators, the IEC/IRB, and, where appropriate, the regulatory 
authority of the rationale, providing relevant data supporting this decision. Concurrence 
must be obtained from the IEC/IRB and, where appropriate, regulatory authorities before 
the investigative site resumes trial activities. If subjects were informed of the suspension, 
the principal investigator or authorized designee will inform them of the reasons for 
resumption. 

In cases of premature termination, the investigator will conduct site-closure activities in 
accordance with all applicable sponsor, local, and international guidelines and regulations. 

In the event of a pandemic disease outbreak, (e.g., new COVID-19 public health 
emergency), it might not be feasible for a study site to continue participation. In this 
scenario, consideration will be given to the effect of the study site closure on the safety and 
well-being of participating subjects. Additionally, the impact on and maintenance of data 
validity should be considered in the event of study site closure(s). 

9.2.8 Suspension or Premature Termination of the Study 

Should the investigator, sponsor, the FDA, or local regulatory authorities become aware of 
conditions arising during the conduct of this study that may warrant the cessation of the 
study, such action may be taken. Prior to such action, consultation between the sponsor, 
the investigator, and, as appropriate, the FDA and/or local regulatory authorities will occur. 

Reasons for the suspension or premature termination of the study include, but are not 
limited to, the following: 

• Determination of a potential safety risk to subjects, including intravascular injection, 
necrosis, vision loss, stroke, pneumothorax, pulmonary embolism, and/or myocardial 
infarction; 

• Inadequate subject enrollment; 

• Decision by the IEC/IRB to suspend or terminate approval/favorable opinion for the 
study; and/or 

• Sponsor decision. 

If suspicion of an unacceptable risk to subjects arises during the trial or if instructed by the 
IEC/IRB or regulatory authorities, the sponsor will temporarily suspend enrollment and 
treatment at the investigative site where the risk was identified. A root cause investigation 
will be conducted to determine the cause of the event and whether the risk could have been 
anticipated (e.g., lack of compliance with planned treatment) or if the identified risk was 
unanticipated. If the risk is determined to be unanticipated, the sponsor will suspend the 
entire trial while the risk is further assessed and preventive, correcting measures are 
designed and implemented. If the analysis determines that implementing necessary 
corrective actions is sufficient, a temporary trial suspension may be lifted. If an 
unacceptable risk is confirmed, the sponsor will terminate the trial. 
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I n t h e e v e nt of pr e m at ur e st u d y s us p e nsi o n or t er mi n ati o n  f or a n y r e a s o n, t h e s p o ns or  will 
i nf or m  all  i n v e sti g at ors  a n d  r ele v a nt  r e g ulat or y  a ut h oritie s   pr o m ptl y   of  t h e  st u d y  
s us p e nsi o n/t er mi n ati o n   a n d  r e a s o n  f or  t h e  a cti o n ,   a s  d et aile d   i n  S e cti o n  9. 2. 7 . 
T h e  i n v e sti g at or  will  c o n d u ct  sit e-cl os ur e  a cti vitie s  i n  a c c or d a n c e  wit h  all  a p plic a bl e  
s p o ns or , l o c al, a n d i nt er n ati o n al  g ui d eli n e s  a n d r e g ulati o ns.  

I n  t h e  e v e nt  of  a  p u blic   h e alt h  e m er g e n c y  t h e  s p o ns or  will  i nf or m  all i n v e sti g at ors,  t h e  
I E C/I R B, a n d  t h e  r ele v a nt  r e g ulat or y  a ut h oritie s   pr o m ptl y   of  a n y  pla n n e d  miti g ati o ns   t o  
pr ot e ct t h e s af et y a n d w ell -b ei n g  of s u bje cts. T his c a n i n cl u d e  b ut is n ot li mit e d  t o: p utti n g  
t h e  st u d y  r e cr uit m e nt   o n  h ol d,   st o p pi n g   or  p ost p o ni n g   f urt h er  tr e at m e nts  or  c h a n gi n g  
o n -sit e visits t o visits b y p h o n e or at a n ot h er cli nic al sit e  ( e. g., if  t h e pri m ar y sit e is cl os e d 
d u e t o q u ar a nti n e).  

9. 2. 9  E n d of St u d y  

T h e  e n d  of  t h e  st u d y  is  d efi n e d  a s  w h e n  t h e  la st  s u bje ct  c o m plet e s  t h e  la st  visit   a n d  t h e  
d at a b a s e  is cl os e d  C CI
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1 0  S T U D Y D E VI C E A N D T R E A T M E N T O F S U B J E C T S 

1 0. 1  D e s cri pti o n of St u d y  D e vi c e  

R a die s s e  i nje c t a ble   i m pla nt  (U ni q u e   d e vic e  i d e ntifier   [ U DI ]: M 2 1 3 8 0 7 1 C 0 K 1 5 ) is  a  
st e rile ,  n o n-p yr o g e nic ,  s e mi -s oli d,  c o h e si v e  i m pla nt,  w h os e  pri n ci p al  c o m p o n e nt  is   
s y nt h etic C a H A s us p e n d e d  i n  a  g el  c arrier  c o nsisti n g  of gl y c eri n,  s o di u m  
c ar b o x y m et h ylc ell ul os e  a n d  st erile  w at er f or  i nje cti on .  R a die s s e  i nje ct a ble  i m pla nt  ( 1. 5 c c) 
h a s a C a H A p article  siz e r a n g e of 2 5  t o 4 5 μ m . 

R a die s s e is i n dic at e d  f or s u b d er m al  i m pla nt ati o n  f or t h e c orr e cti o n of m o d er at e t o s e v ere 
f a cial wri n kle s  a n d f ol ds, s u c h a s n a s ola bial  f ol ds, f or h a n d a u g m e nt ati o n  t o c orr e ct v ol u m e  
l os s i n t h e d ors u m  of t h e h a n ds a n d is als o i nt e n d e d  f or r e st or ati o n a n d/ or c orr e cti o n  of t h e 
si g ns of f a cial f at l os s (li p o atr o p h y)  i n p e o ple wit h h u m a n i m m u n o d efic ie n c y  v ir us  ( HI V). 
I n  t h e  c urr e nt  st u d y,   t h e  i nt e n d e d   us e  of  R a die s s e  is  s u b d er m al  i m pla nt ati o n  f or t h e 
c orr e cti o n  of m o d er at e t o s e v er e d é c ollet é  wri n kle s.  

1 0. 2  I n str u cti o n s  f or U s e a n d A d mi ni str ati o n 

R a die s s e  s h o ul d  b e us e d i n t h e d é c ollet é  tr e at m e nt r e gi o n  a c c or di n g t o t h e i nf or m ati o n  a n d 
i nstr u cti o ns  pr e s e nt e d i n S e cti o n  1 0. 5 . A d diti o n a l  i nf or m ati o n  o n pr o d u ct  us a g e is pr o vi d e d 
i n t h e pr o d u ct  la b eli n g  (c urr e nt v ersi o n  of t h e c o m m er ciall y  a p pr o v e d R a die s s e  I F U). 

R a die s s e  s h o ul d   o nl y   b e  a d mi nist er e d   b y  t h e  tr e ati n g  i n v e sti g a t ors.   All  tr e a ti n g   
i n v e sti g at ors   t h at  will   p artici p at e  i n  t h e  st u d y  ar e  b o ar d-c ertifie d  d er m at ol o gists  a n d/ or  
pla stic  s ur g e o ns.  

1 0. 3  M et h o d s of A s si g ni n g  S u bj e ct s t o T r e at m e nt G r o u p s  

S u bje cts  w h o  pr o vi d e  i nf or m e d  c o ns e nt,  c o m plet e  all  s cr e e ni n g  a s s e s s m e nts, m e et  all  
eli gi bilit y  crit eria,  a n d  ar e a c c e pt e d f or e nr oll m e nt  i nt o  t h e st u d y  will  b e a s si g n e d  a s u bje ct 
i d e ntific a ti o n n u m b er.  

Tr e at m e nt  gr o u p  a s si g n m e nts   will  b e  m a d e  b a s e d  o n  t h e  st u d y   r a n d o miz ati o n   s c h e m e.  

C CI

C CI
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Ple a s e s e e S e cti o n  1 3. 2  f or  a d diti o n al  r a n d o miz ati o n  d et ails. 

1 0. 4   

1 0. 5  St u d y T r e at m e nt  

All  pr ot o c ol -s p e cific   crit eria  f or t h e  a d mi nistr ati o n  of st u d y tr e at m e nt m ust b e  m et a n d 
d o c u m e nt e d pri or t o a d mi nistr ati o n  of a n y st u d y tr e at m e nt. All d e vic e a d mi nistr ati o n  will 
b e  p erf or m e d  o n  sit e  b y  t h e  tr e ati n g   i n v e sti g at or.   S u bje cts  will   n ot  b e  dis p e ns e d  a n y  
i n v e sti g a ti o n a l  m a t e ria l. 

1 0. 5. 1  Pl a n n e d  Tr e at m e nt R e gi m e n  

1 0. 5. 1. 1  D é c oll et é Tr e at m e nt R e gi o n  

S u bje cts  will  r e c ei v e tr e at m e nt wit h dil ut e d  R a die s s e wit h  a c a n n ula  f or t h e c orr e cti o n  of 
m o d er at e  t o s e v er e d é c ollet é  wri n kle s . 

 ill ustr a t e s t h e d é c ollet é  tr e at m e nt r e gi o n t h at c o m pris e s  a p pr o xi m at el y  1 0 0 c m 2 , 
a n d  is  d elin e at e d  s u p eri orl y   b y  t h e  st er n o cla vic ular   n ot c h, lat er all y   b y  t h e  mi d cla vic ul a r  
li n e  a n d  i nf eri orl y   b y  t h e  s u p eri or  p oi nt   of  t h e  i nt er m a m m ar y   cleft. N o  i nje cti o ns  ar e t o 
o c c ur i n a n ar e a o v erl yi n g  or i n cl u di n g  br e a st tis s u e. 

C CI

C CI

C CI
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1 0. 5. 1. 2   

1 0. 5. 1. 2. 1  
C CI
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1 0. 5. 1. 2. 2   
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1 0. 5. 1. 3  Tr e at m e nt   Ar e a 

Aft er e ns uri n g  t h at t h e tr e at m e nt ar e a h a s b e e n t h or o u g hl y  cle a ns e d,  t h e ar e a s h o ul d  b e 
s w a b b e d  wit h  alc o h ol or  ot h er  a ntis e ptic.  S u p ple m e nt ar y   t o pic al or  i ntr a d er m al a n e st h e sia  
m a y b e us e d f or  a d diti o n al  p ai n m a n a g e m e nt  b ef or e t h e i nje cti o n  at t h e dis cr eti o n  of t h e 
tr e ati n g  i n v e sti g at or. 

Dil ut e d  R a die s s e will  b e a d mi nist er e d  s u b d er m all y  via a 2 2 G   2-i n c h  ( 5 0 m m) bl u nt -t y p e d 
c a n n ula utilizi n g  t h e li n e ar  t hr e a di n g a n d/ or f a n ni n g r etr o gr a d e t e c h ni q u e   C CI

C CI
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1 0. 5. 1. 4   

1 0. 5. 1. 5   
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1 0. 5. 2  S el e cti o n  a n d Ti mi n g of Tr e at m e nt f or E a c h S u bj e ct  

F or s u bje cts r a n d o miz e d  t o t h e tr e at m e nt gr o u p  ( Gr o u p  A), tr e at m e nt will  o c c ur at D a y  1, 
W e e k  6, a n d W e e k  1 2. S u bje cts  i n  Gr o u p   A  m a y  r e c ei v e  a n  o pti o n al r etr e at m e nt  at  
W e e k  3 6 t o a c hie v e o pti m al  c os m etic r e s ults, at t h e dis cr eti o n  of t h e tr e ati n g  i n v e sti g a t or 
a n d t h e s u bje ct.  

F or s u bje cts r a n d o miz e d  t o t h e d ela y e d -tr e at m e nt  gr o u p ( Gr o u p  B), tr e at m e nt will  o c c ur at 
W e e ks  2 4, 3 0 a n d 3 6.  

I n t h e e v e nt of a p u blic  h e alt h  e m er g e n c y , f urt h er tr e at m e nts m a y b e h alt e d  or p ost p o n e d. 

1 0. 6  Pri or a n d C o n c o mit a nt  T h e r a p y  

Pr e vi o us  t h er a pie s  r e c ei v e d  pri or  t o  e nr oll m e nt   a n d  c o n c o mit a nt   t h er a pie s ,  i n cl u di n g  
pr e - a n d p ost -tr e at m e nt p ai n m e a s ur e s, s h o ul d  b e  d o c u m e nt e d  i n  t h e  e C R F.  

R e stricti o ns  r e g ar di n g  c o n c o mit a nt  t h er a p y  ar e  dis c us s e d  i n  d et ail  i n  S e ct i o ns 9. 2. 2  
( E x cl usi o n  Crit eria) a n d 9. 2. 3  ( R e stricti o ns  d uri n g  t h e  St u d y). 

1 0. 7  St u d y  S u p pli e s a n d P a c k a gi n g  of T r e at m e nt S u p pli e s  

R a die s s e  will  b e  pr o vi d e d   b y  t h e  s p o ns or.  T h e  s p o ns or  or  d e si g n e e  will  p a c k a g e st u d y  
m at erials  a c c or di n g  t o  a p plic a ble  r e g ulat or y  r e q uir e m e nts.  T h e  s p o ns or  will  pr o vi d e  all  
p erti n e nt  la b eli n g  i nf or m ati o n  a s w ell  a s a d e s cri pti o n  of t h e s p e cif ic  d e vic e-p a c k a gi n g 
c o n diti o ns.  

R a die s s e  is t o b e us e d e x cl usi v el y  f or tr e at m e nt of s u bje cts r a n d o miz e d i n  t his  st u d y  a n d  
will  b e  la b e le d  a s  f oll o w s:  “ C A U TI O N  - I n v e sti g ati o n a l  D e vic e.  Li mit e d   b y  F e d er al ( or  
U nit e d  St at e s) L a w t o  I n v e sti g ati o n al  U s e. ” D e vi c e la b els  will  als o n ot e t h e m a n uf a ct ur er 
n a m e a n d a d dr e s s a n d t h e q u a ntit y  wit hi n  t h e p a c k a g e. A c o p y  of t h e c urr e nt v ersi o n  of t h e 
c o m m er ciall y a p pr o v e d  R a die s s e  I F U will  b e  pr o vi d e d  wit h  e a c h  I M D.  

C CI
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I n t h e  e v e nt of  a  p a n d e mic   dis e a s e  o ut br e a k  (e. g. , n e w  C O VI D -1 9  p u blic   h e alt h  
e m er g e n c y) ,  c o nsi d er ati o ns   m a y  b e  m a d e  t o  s u p pl y  st u d y  sit e s  wit h  s ufficie nt  st u d y  
s u p plie s  t o  pr e v e nt s u p pl yi n g  disr u pti o ns  d uri n g  t h e o ut br e a k.  

1 0. 8  R e c ei pt, St or a g e, Di s p e n si n g, a n d R et ur n  

U p o n r e c ei pt, t h e sit e p ers o n n el will  v erif y t h e c o nt e nts of all st u d y s u p plie s  r e c ei v e d a n d 
pr o m ptl y  n otif y  t h e a p pr o priat e c o nt a cts of a n y dis cr e p a n cie s or d a m a g e s. T h e  i n v e sti g a t or 
is  r e s p o nsi ble   f or  e ns uri n g   t h at  a n  a c c ur at e  r e c or d  of  i n v e nt or y   is  m ai nt ai n e d.   
T h e  i n v e sti g at or or d e si g n e e  will  k e e p a c urr e nt r e c or d of t h e st u d y  d e vic e  d eli v er y  t o t h e 
st u d y sit e, i n v e nt or y,  a n d dis p e nsi n g,  a n d t his r e c or d will  b e m a d e a v aila ble  t o t h e s p o ns or 
u p o n  r e q u e st. St u d y sit e s will  b e q u erie d a b o ut  a n y dis cr e p a n cie s.  

All  st u d y  d e vic e s m ust  b e st or e d i n  a s e c ur e, e n vir o n m e nt all y  c o ntr olle d,  m o nit or e d  ar e a  
i n  a c c or d a n c e wit h  t h e la b ele d  st or a g e c o n diti o ns (s e e S e cti o n  1 0. 1  a n d t h e c urr e nt v ersi o n 
of t h e R a die s s e I F U ). 

O nl y a ut h oriz e d  st u d y p ers o n n e l m a y  s u p pl y,  dis p e ns e, a n d/ or  a d mi nist er  st u d y  tr e at m e nt,  
a n d o nl y  s u bje cts r a n d o miz e d i n t h e st u d y m a y r e c ei v e st u d y tr e at m e nt. T h e i n v e sti g at or  is  
r e s p o nsi ble  f or m ai nt ai ni n g  a c urr e nt, a c c ur at e r e c or d of all  st u d y-tr e at m e nt  dis p e ns ati o n. 

A n y  us e d  c a n n u la s s h o ul d   b e  dis c ar d e d  p er  t h e  a p pr o priat e   h a n dli n g   a n d  dis p os a l  
pr o c e d ur e s  at  t h e  sit e.  A n y  us e d, p artiall y   us e d  or  u n o p e n e d I M D, u n o p e n e d  c a n n ula s , 
a n d/ or  o ut er  p a c k a gi n g  s h o ul d   b e  r et ai n e d  s o  t h e  m o nit or   c a n  p erf or m  
d e vic e -a c c o u nt a bilit y  pr o c e d ur e s.  

C CI
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At the end of the study and after verification of study device accountability, it is the 
investigator’s responsibility to return all unused study supplies, as directed by the sponsor. 
Appropriate records of return must be maintained for accountability purposes. 

All device-accountability procedures must be completed before the study is considered 
complete. 

10.9 Device Accountability Procedures 

The sponsor will provide the investigator with all necessary study supplies after approvals 
of the study protocol and ICF have been received from the IEC/IRB. Accountability for 
study supplies at the study site is the responsibility of the investigator. 

Access to the IMD will be controlled, and the IMD will be used only in the clinical 
investigation and according to the clinical study protocol (CSP). The sponsor will keep 
records to document the physical location of all IMDs from shipment to the study sites 
until return. The investigator or an authorized designee is responsible for ensuring that 
accurate records of receipt, use, and return of the IMD, are maintained and include: 

• The date of receipt and quantity of units received. 

• Identification of each IMD (batch number/serial number or unique code). 

• The expiry date (if applicable). 

• The names of all persons who received each device. 

• The dates and time of injection. 

• Unique subject number. 

• Date and quantity of units returned (if applicable). Include reason for return, if 
applicable. 

• The date of return of unused, expired, or malfunctioning IMDs (if applicable). 

All unused investigational products must be returned to the sponsor or designee 
immediately after the study is completed. Products accidentally destroyed during shipment 
or at a study site should be accounted for and documented. All clinical supplies must be 
accounted for at the termination of the study and a written explanation provided for 
discrepancies. 

In the event of a pandemic disease outbreak (e.g., new COVID-19 public health 
emergency), performing study-accountability procedures remotely should be considered 
and return of unused supplies may be delayed until return procedures can be safely 
performed by study site personnel. 
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10.10 Treatment Compliance 

The three required study treatments will be administered by the treating investigator. 
Potential deviations from the defined study-treatment administration will be reported as 
protocol deviations. 

10.11 Duration of Study 

Subjects will have a screening period of up to 10 days. All enrolled subjects will participate 
for a maximum duration of 84 weeks (± 14 days). 

In the event of a public health emergency the study might be halted, recruitment 
interrupted, and/or study processes and flow might be modified impacting the study 
duration and/or visit schedule depending on the study status at the time of the event. 
Mitigations may include, but are not limited to, extending visit windows, performing visits 
by phone or video, and/or performing effectiveness assessments remotely (see 
Section 11.1.3). 
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1 1. 1. 1  S c h e d ul e d  Vi sit s  

All s c h e d ule d  visits  a n d  a p plic a ble  st u d y  a s s e s s m e nts  m ust  o c c ur  a s  n ot e d  i n  S e cti o n  1 1. 1  
a n d t h e S c h e d ule  of E v e nts   

1 1. 1. 2  U n s c h e d ul e d  Vi sit s  

T o  e ns ur e  s u bje ct  s af et y, a n y  s u bje ct  w h o, f or  a n y  r e a s o n, r e q uir e s  a d diti o n al  f oll o w - u p 
t h at  d o e s  n ot  c oi n ci d e  wit h  a  s c h e d ule d  st u d y  visit  s h o ul d   h a v e  t h at  visit  r e c or d e d  a s  a n  
u ns c h e d ule d  visit,  d uri n g  w hic h  c o n c o mit a nt  m e dic ati o n/ pr o c e d ur e s,   s ki n  e x a mi n ati o n,  
a n d A Es m ust b e a s s e s s e d a n d r e c or d e d.  

A n  u ns c h e d ule d   visit   m ust  b e  s c h e d ule d  if  e ntrie s  i n  t h e  s u bje ct  diar y  r e q uir e  a d diti o n a l  
f ollo w -u p  a s d et er mi n e d  b y  t h e i n v e sti g at or.  

A n  u ns c h e d ule d   visit  m ust  b e  s c h e d ule d  if  i nf or m ati o n   a c q uir e d  fr o m a  s u bje ct  d uri n g  a 
p ost -tr e at m e nt p h o n e c all r e q uir e s a d diti o n al  f oll o w -u p  a s d et er mi n e d  b y  t h e i n v e sti g at or.  

1 1. 1. 3  M o difi e d V i sit S c h e d ul e  d uri n g a P a n d e mi c  

I n t h e  e v e nt  of  a  p a n d e mic   dis e a s e  o ut br e a k  (e. g. , n e w  C O VI D -1 9  p u blic   h e alt h  
e m er g e n c y ), t h e  s p o ns or’s pri m ar y  g o al  is t o  e ns ur e  t h e  s af et y  a n d  w ell-b ei n g  of  
p artici p ati n g  s u bje cts.  I n  g e n er al,  t h e  f oll o wi n g   r e c o m m e n d ati o ns  a p pl y  if  a  p a n d e mi c  
dis e a s e o ut br e a k o c c urs: 

•  I n g e n er al,  li mit  s c h e d uled  visits  t o t h os e n e c e s s ar y f or s u bje ct s af et y, cli nic al  c ar e, or 
f oll o w-u p  of  A Es . 

•  U s e p h o n e or virt u al  st u d y visits f or r o uti n e,  m a n d at e d s af et y f oll o w -u p  visits  a s 
d e s cri b e d i n t h e st u d y pr ot o c ol.  

•  D et er mi n e if eff e cti v e n e s s d at a c a n b e c olle ct e d  r e m ot el y.  

•  E x er cis e  fle xi bilit y w h e n n e c e s s ar y a n d p os si ble t o  c o nti n u e  p erf or mi n g  pr ot o c ol 
r e q uir e d  pr o c e d ur e s  (e. g. , s u bje ct i m a gi n g,  p h ot o gr a p h y,  if a p plic a ble ). 

1 1. 2  St u d y A s s e s s m e nt s  a n d D efi niti o n s  

1 1. 2. 1  Eff e cti v e n e s s  A s s e s s m e nt s  

T h e  eff e cti v e n e s s  of  s u b d er m al  i m pla nt ati o n   of  d il ut e d  R a die s s e  f or t h e  c orr e cti o n   of  
m o d er at e t o s e v er e wri n kle s  i n t h e  d é c ollet é  will  b e  e v al u at e d wit h s e v er al a s s e s s m e nts.  
R ef er t o t h e r e s p e cti v e e n d p oi nts  ( S e cti o n  7. 2 ), visit s c h e d ule (S e cti o n  1 1. 1 ), a n d S c h e d ul e  
of  E v e nts   f or  a d diti o n al   i nf or m ati o n   o n  t h e  m et h o ds  a n d  ti mi n g   of  
eff e cti v e n e s s a s s e s s m e nts.  
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1 1. 2. 1. 9   

1 1. 2. 2  S af et y A s s e s s m e nt s  

St a n d ar d  s af et y  a s s e s s m e nts, i n cl u di n g   d o c u m e nt ati o n   of  A Es  a n d  S A Es  r e p ort e d  b y  t h e  
i n v e sti g at or  t hr o u g h o ut  t h e st u d y,  will  b e e v al u at e d. 

R ef er t o t h e r e s p e cti v e e n d p oi nt s  (S e cti o n  7. 2. 2 ), t h e S c h e d ule of E v e nts  
a n d t h e s af et y d efi niti o ns  ( S e cti o n  1 2 ) f or a d diti o n al  i nf or m ati o n  o n t h e s af et y a s s e s s m e nts. 

1 1. 2. 2. 1  A d v er s e E v e nt s ( A E s)/ S eri o u s A d v er s e E v e nt s ( S A E s) 

All  A Es / S A Es r e p ort e d b y st u d y  s u bje cts,  i n v e sti g at ors,  or ot h er st u d y  st aff aft er t h e ti m e  
of  i nf or m e d   c o ns e nt  t hr o u g h   e n d  of  st u d y  will   b e  r e c or d e d ,  r e g ar dle s s  of  c a us alit y. 
T h e  p eri o d  of o bs er v ati o n  f or a n A E e xt e n ds fr o m si g ni n g  of t h e I C F t hr o u g h  t h e s u bje ct’s  
la st st u d y visit. A d diti o n al  i nf or m ati o n  ( e. g., d efi niti o ns ,  r e p orti n g  r e q uir e m e nts) r e g ar di n g 
A Es a n d S A Es is pr o vi d e d  i n S e cti o n  1 2. 1  a n d S e cti o n  1 2. 2 , r e s p e cti v el y. 

S t u d y  s u bje cts will  b e q u erie d f or t h e pr e s e n c e or a bs e n c e of a n y vis u al  s y m pt o ms at e a c h 
f oll o w-u p  visit   If vis u al  s y m pt o ms  ar e r e p ort e d at a f oll o w-u p  vis it,  
s u bje cts will  u n d er g o vis u al f u n cti o n  a s s e s s m e nts t o  p ot e ntiall y  i d e ntif y  o p ht h al mic  si g n s  
a n d/ or  s y m pt o ms   t h at  m a y  r e pr e s e nt  o p ht h al mi c- art er y  o c cl usi o n  a s  d et aile d  i n  
S e cti o n  1 1. 2. 2. 2. 3 . 

1 1. 2. 2. 2   

1 1. 2. 2. 2. 1   
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1 1. 2. 3  A d diti o n a l D at a C oll e ct e d 

D at a f or ot h er  a s s e s s m e nts will  b e c olle ct e d  a s f oll o w s:  

•  D e m o gr a p hic s a n d ot h er b a s eli n e  c h ar a ct eristic s;  

•  M e dic al  hist or y/ c o n c o mit a nt  dis e a s e s; a n d  
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•  Pr e vi o us a n d c o n c o mit a nt  m e dic ati o ns  a n d n o n -dr u g  tr e at m e nts.  

F or ti m e p oi nts of all ot h er a s s e s s m e nts, r ef er t o  

1 1. 2. 4  A p pr o pri at e n e s s of A s s e s s m e nt s  

T h e M A S D é c ollet é Wri n kle s  s c ale s ar e c urr e ntl y  t h e o nl y  cli nic al  i nstr u m e nts  s h o w n t o  
b e  v ali d  a n d  hi g hl y  r elia ble  i n  cli nic al  gr a di n g  of  d é c ollet é  wri n kle s  i n  b ot h  t h e  “ At  R e st”  
a n d “ D y n a mic ”  p ositi o n s. [ 3 8] U si n g  a  ps y c h o m etric  e v al u ati o n   pr o c e s s, 1 3 e x p ert r at ers  
s c or e d  t w o  s ets  of  p h ot o gr a p hs  fr o m  s u bje cts pr e s e nti n g  wit h  a br o a d  s p e ctr u m  of  
a g e -r elat e d d é c ollet é   c h a n g e s ( e. g., wri n kli n g). T his a n al ysis  d e m o nstr at e d  t h at  s u bje ct 
s c or e s o n b ot h  M A S D é c ollet é  Wri n kle s  s c ale s w er e p ositi v e l y  c orr elat e d wit h s u bje ct a g e 
( a ct u al a n d  e sti m at e d)  a n d  t h e  e sti m at e d  d e gr e e  of  tr e at m e nt  eff ort  n e e d e d  t o  pr o d u c e  
a e st h etic  i m pr o v e m e nt.  F urt h er , b ot h   M A S  D é c ol let é  Wri n kle s   s c ale s  d e m o nstr at e d  
s u bst a ntial   d e gr e e s  of  i ntr a - a n d  i nt er -r a t e r  r e lia bilit y i n  t h e  p o ol   of  e x p ert  r at ers. 
T h e s e  fi n di n gs  d e m o nstr at e t h at t h e M A S D é c ollet é Wri n kle s  s c ale s ar e v ali d  i n t er ms of 
c o nt e nt a n d str u ct ur e a n d  e st a blis h  a t hr e s h ol d  f or tr e at m e nt b e n efit.  

C CI

C CI
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12 SAFETY DEFINITIONS AND REPORTING REQUIREMENTS 

12.1 Definition of an Adverse Event (AE) 

An AE is any untoward medical occurrence, unintended disease or injury, or untoward 
clinical sign (including abnormal laboratory findings) in subjects, users, or other persons, 
whether or not related to the IMD. 

Note: 

1. This definition includes events related to the IMD. 
2. This definition includes events related to the procedures involved. 

3. For users or other persons, this definition is restricted to events related to the IMD. 

12.1.1 Details of an AE 

The period of observation for an AE extends from when the ICF is signed until the subject’s 
last study visit. Any medical occurrence between the time the ICF is signed and the first 
treatment with the IMD is an AE and has to be documented in the subject’s file and in the 
AE eCRF. Any observed AE will be fully investigated, documented, and followed until the 
event is either resolved or adequately explained. In cases of surgical or diagnostic 
procedures, the condition/illness leading to such a procedure is considered the AE rather 
than the procedure itself. New AEs reported to the investigator during the observational 
period, after the last treatment with the IMD, must be documented, treated, and followed 
like all other AEs. 

Pre-existing conditions noted in the medical history should not be reported as an AE, unless 
the condition worsens or the disease reoccurs during the reporting period. To determine 
whether a condition has worsened, it is compared to the subject’s condition at screening. 

Elective treatments planned before screening, and which are documented in the subject’s 
source data, are usually not regarded as AEs. However, elective procedures should be 
postponed, if possible, until the subject completes their participation in the trial. 

12.1.2 Reporting and Handling of an AE 

Data pertaining to AEs will be collected during each clinical study visit based on the 
subject’s spontaneous description, through investigator inquiry, or upon discovery in the 
course of examinations completed during the visit. The investigator will assess and record 
any AE in detail in the subject file and on the AE eCRF. The following information must 
be recorded: 

• AE diagnosis or main symptom; 

• Affected treatment area: In case of a local reaction, the corresponding area should be 
reported; 
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• Date of onset; 

• Intensity (maximum observed using the Severity Grading scale; see Section 12.1.3); 

• Causal relationship to IMD (not related, related); 

• Causal relationship to procedure (not related, related); 

• Serious (yes or no), date serious since, and reason for seriousness; 

• Outcome (see Section 12.1.5); 

• AE leading to discontinuation of the clinical study (yes or no); 

• Action taken with medical device; and 

• Stop date. 

In cases of a SAE (defined in Section 12.2), the investigator must also complete an SAE 
Report Form and report it to the sponsor within 24 hours, as described in Section 12.2.2. 

12.1.3 Severity Grading for an AE 

The clinical severity (i.e., intensity) of an AE will be classified as: 

Mild: Signs and symptoms that can be easily tolerated. Symptoms can be ignored 
and disappear when the subject is distracted. 

Moderate: Signs and symptoms that cause discomfort and interfere with normal 
functioning but are tolerable. They cannot be ignored and do not disappear 
when the subject is distracted. 

Severe: Signs and symptoms that affect usual daily activity and incapacitate the 
subject, thereby interrupting her daily activities. 

The investigator is required to grade the severity (i.e., intensity) of each AE. 

12.1.4 Causal Relationship of an AE with an Investigational Medical 
Device 

An AE is considered to be “related” to IMD or the treatment procedure if a causal 
relationship between the IMD or the treatment procedure and an AE is at least reasonably 
possible (i.e., the relationship cannot be ruled out). In this case, the non-serious event is 
considered an adverse device effect (ADE; Section 12.3). If the event is serious, it is a 
serious adverse device effect (SADE; Section 12.4). 

The expression “reasonable causal relationship” is meant to convey that there are facts 
(evidence) or arguments to suggest a causal relationship. Otherwise, the relationship should 
be considered as “not related”. 
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12.1.5 Outcome Categories for an AE 

Reportable outcomes and/or sequelae of an AE may include the following: 

• Recovered/resolved; 

• Recovering/resolving; 

• Not recovered/not resolved; 

• Recovered/resolved with sequelae; 

• Fatal; or 

• Unknown. 

If there is more than one AE, only the AE leading to death will be attributed with a “fatal” 
outcome. 

12.2 Definition of a Serious Adverse Event (SAE) 

An SAE is an adverse event that: 

• led to death; 

• led to serious deterioration in the health of the subject, that either resulted in: 
o a life-threatening illness or injury; 

o a permanent impairment of a body structure or a body function, including chronic 
diseases; 

o inpatient or prolonged hospitalization; or 

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

• led to fetal distress, fetal death, or a congenital abnormality or birth defect, including 
physical or mental impairment. 

Note: Planned hospitalization for a pre-existing condition, or a procedure required by the 
CSP, without serious deterioration in health, is not considered an SAE. 

12.2.1 Details of an SAE 

In cases of fatality, the cause of death is considered the AE, and the death is considered its 
outcome. In this case, the primary cause of death (i.e., the event leading to death) should 
be recorded and reported as an SAE. “Death” will be recorded as the outcome of this 
respective event; death will not be recorded as a separate event. Only if no cause of death 
can be reported (e.g., sudden death, unexplained death), the death per se might be reported 
as an SAE. In cases of death, an autopsy report should be submitted (if available). The date 
and cause of death should be recorded. 
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Planned hospitalization for a pre-existing condition is not considered an SAE. If a subject 
experiences an additional AE that prolongs a pre-planned hospitalization, this event is 
considered an SAE and should be reported as such. Hospitalizations for elective treatments 
planned before screening and which are documented in the subject’s source data are not 
regarded as SAEs. 

In addition, device deficiencies, as defined in Section 12.5, that might have led to an SAE 
if: 

• suitable action had not been taken; or 

• intervention had not been made; or 

• if circumstances had been less fortunate 

should be categorized as an SAE and reported accordingly. 

12.2.2 Reporting and Handling of an SAE 

All SAEs that occur during the clinical study period, whether considered to be related to 
an IMD or not, must be reported via fax, telephone, or e-mail, and an SAE Report Form 
should be submitted to the sponsor immediately upon knowledge of the event. 
Further reporting details will be outlined in a separate document. 

Although all information required for completion of an SAE Report Form may not be 
available within the specified time period, an initial report should be submitted if the 
following minimal information is available: 

• An identifiable subject (unique subject number); 

• A suspect product and how the treatment relates to the SAE; 

• An identifiable reporting source (investigator/study site identification); and/or 

• An event or outcome that can be identified as serious. 

The investigator must report SAEs to Merz as defined in Section 12.2 and the site’s 
IEC/IRB per their reporting guidelines. Within 10 working days after Merz first receives 
notice of the SAE, Merz Product Safety will conduct an evaluation of the SAE and report 
the results of such evaluation to regulatory agencies, IECs/IRBs, and investigators, as 
applicable. 

The investigator must supply further supporting information, and a detailed SAE 
description is an integral part of this supporting information. Follow-up SAE reports should 
be sent without delay to the sponsor as an SAE Report Form (marked as a “follow-up” 
report), and the eCRF has to be updated accordingly to avoid discrepancies. The SAE has 
to be followed until the SAE is resolved/recovered or a plausible explanation is available. 
The SAE will be followed-up only in the Global Product Safety database after final SAE 
reconciliation is completed. 
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An SAE occurring after the end of the observational period would need to be reported if 
the investigator considers the event to be related to IMD. These reports generally will not 
be entered into the investigation database. Following database close (including main and 
safety follow-up periods), any ongoing SAEs will be followed until resolution or 
stabilization under the responsibility of the investigator per his/her standard of care. 

The investigator should complete and send any SAE Report Forms (including any 
follow-up forms) to Merz North America Product Safety via the email provided below: 

Merz North America, Inc. Product Safety 
6501 Six Forks Road 
Raleigh, NC 27615 
US 

Product Safety Email: AxUS-adverse.events@merz.com 

12.3 Definition of an Adverse Device Effect (ADE) 

An ADE is defined as an AE related to the use of an IMD. 

Note: 

1. This definition includes AEs resulting from insufficient or inadequate instructions for 
use, deployment, implantation, installation, or operation or any malfunction of the 
IMD. 

2. This definition includes any event resulting from use error or from intentional misuse 
of the IMD. 

12.4 Definition of a Serious Adverse Device Effect (SADE) 

A SADE is defined as an adverse device effect that has resulted in any of the consequences 
characteristic of an SAE (Section 12.2). 

12.4.1 Definition of an Anticipated Serious Adverse Device Effect 
(ASADE) 

An ASADE is a serious adverse device effect which by its nature, incidence, severity, or 
outcome has been identified in the current version of the risk-analysis report. 

12.4.2 Definition of an Unanticipated Adverse Device Effect (UADE) 

A UADE is defined as follows: 

• 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 investigationa l 
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plan or application (including a supplementary plan or application), risk analysis report, 
or IFU. 

• Any other unanticipated serious problem associated with a device that relates to the 
rights, safety, or welfare of subjects. 

12.5 Definition of Device Deficiency 

A device deficiency is defined as an inadequacy of a medical device with respect to its 
identity, quality, durability, reliability, safety, or performance. 

Note: Device deficiencies include malfunctions, use errors, and inadequate labeling. 

12.6 Definition of Technical Complaint 

A technical complaint, also referred to as a product complaint, is an apparent or suspected 
deficiency of a product in which the product does not meet its specification (e.g., leaking 
tube, incorrect consistency, cracked vial). 

12.6.1 Reporting and Handling of Device Deficiencies and Technical 
Complaints 

All device deficiencies and technical complaints shall be documented and reported by the 
investigator throughout the clinical investigation and appropriately managed by Merz 
North America, Inc. 

The investigator will attempt to evaluate if the deficiency or complaint might have led to 
an AE if suitable action had not been taken, intervention had not been made, or 
circumstances had been less fortunate. A device deficiency that could have led to a SADE 
(Section 12.4) is to be reported in the same way as an SAE. 

For reporting of device deficiencies and technical complaints: 

• A device deficiency/technical complaint eCRF must be completed and submitted 
within 24 hours by the investigational site, irrespective of the seriousness of the case. 

• A device deficiency/technical complaint eCRF must be completed and submitted by 
the investigational site, irrespective of whether the complaint led to an AE. 

• If a technical complaint or device deficiency is associated with an SAE, the 
investigational site must also complete and submit an SAE Report Form 
(Section 12.2.2) in addition to the device deficiency/technical complaint eCRF. 

• If a technical complaint or device deficiency is not related to a specific subject 
(e.g., damaged packaging occurring prior to the subject’s visit), the investigator should 
complete a paper device deficiency/technical complaint form, instead of the eCRF 
page, and send to the sponsor within 24 hours to both their clinical study representative 
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f oll o wi n g   e  m a il  a d dr e s s:  c o m plai nts 2 @ m er z. c o m . 

T h e i n v e sti g at or  s h o ul d  r et ai n t h e d e vic e i n q u e sti o n  f or f ut ur e i ns p e cti o n  a n d i n v e sti g a ti o n 
b y t h e s p o ns or,  if  n e c e s s ar y.  T h e M er z T e c h nic al  C o m plai nt  D e p art m e nt will  d e ci d e if t h e 
d e vic e a n d/ or s u p plie s  i n q u e sti o n  n e e d t o b e r et ur n e d a n d t o w h o m t h e y s h o ul d  b e s e nt f or 
i n v e sti g ati o n. 

1 2. 7   

1 2. 8   
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12.9 Reporting of Pregnancy 

Any pregnancy that starts during the clinical study must be reported, using the Pregnancy 
Form, by the investigator to the sponsor within 24 hours of learning of its occurrence. 
Pregnancies and pregnancy follow-up should be reported on a Pregnancy Form. 
Pregnancy follow-up should describe the outcome of the pregnancy, including any 
voluntary or spontaneous discontinuation; details of the birth; the presence or absence of 
any congenital abnormalities, birth defects, maternal or newborn complications, and their 
relation to the IMD. In addition, each pregnancy has to be reported on the AE eCRF  (i.e., as 
a non-serious AE due to device exposure before or during pregnancy). Pregnancy Forms 
(including any follow-up forms) should be submitted to the contacts referenced in 
Section 12.2.2. 

If a subject becomes pregnant during the study, the subject must not receive further 
treatments (i.e., additional treatments or optional retreatment); however, the subject will 
remain in the study. 
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tr e at m e nt Gr o u p  A a n d 3 8  s u bje cts  i n  t h e  u ntr e at e d -c o ntr ol/ d ela y e d -tr e at m e nt  Gr o u p  B, 
will  b e r a n d o miz e d  f or t his  st u d y.  R e g ar di n g  t h e s af et y e v al u ati o n,  i n  a s a m ple  siz e  of 
1 5 2  s u bje cts a n a d v ers e e v e nt wit h  a tr u e i n ci d e n c e  of 1. 5 % will  b e o bs er v e d at le a st o n c e 
wit h a pr o b a bilit y  of 8 9. 9 %.    
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1 3. 4. 2  S af et y A n al y s e s  

All s af et y a n al ys e s will  b e p erf or m e d o n t h e S E S.  

All A Es a n d S A Es will  b e list e d, i n cl u di n g  t y p e, d ur ati o n,  s e v erit y, a n d r elati o ns hi p  t o t h e 
I M D. 

O nl y  T E A Es will  b e s u m m ariz e d  
  usi n g  M e d D R A pr ef err e d t er ms ( P Ts) wit hi n  t h e s yst e m or g a n  

cla s s e s  ( S O Cs). S af et y a n al ys e s r e g ar di n g  T E A Es will  b e p erf or m e d o v er all,  f or tr e at m e nt 
Gr o u p  A a n d Gr o u p  B ( d ela y e d -tr e at m e nt  c o ntr ol)  w h er e  a p pr o priat e. 

Tr e at m e nt -e m er g e nt  A Es ( T E A Es)  ar e d efi n e d  a s A Es wit h  o ns et or w ors e ni n g at or aft er 
t h e  first  a d mi nistr ati o n   of  st u d y  tr e at m e nt. I n  t his   r e g ar d,  a n  A E  wit h   o ns et  pri or   t o  
tr e at m e nt  t h at  w ors e ns at  or  aft er  first  a d mi nistr ati o n   of  st u d y   tr e at m e nt  m ust  b e  
d o c u m e nt e d  a s a n e w T E A E wit h o ns et at t h e ti m e of w ors e ni n g.  

All  ot h er A Es t h at d o n ot f oll o w  t h e pri or  d efi niti o ns  will b e  c o nsi d er e d  n o n -T E A Es.  

1 3. 4. 2. 1  S e c o n d ar y S af et y E n d p oi nt s  

I n ci d e n c e s of T E A Es r elat e d t o t h e tr e at m e nt wit h dil ut e d R a die s s e  will b e  s u m m ariz e d  b y  
tr e at m e nt gr o u p  a n d t ot al,  o v er all  a n d b y st u d y  p eri o d  b y P T a n d S O C. 

C CI

C CI
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1 3. 4. 3  Ot h er S u bj e ct D at a  

St u d y s u bje cts will  b e c h ar a ct eriz e d b y d e s cri pti v e  st atistic s f or:  

•  Dis p ositi o n  of s u bje cts;  

•  D e m o gr a p hic s a n d ot h er b a s eli n e  c h ar a ct eristic s;  

•  M e dic al hist or y  a n d  c o n c o mit a nt  dis e a s e s;  

•  Pri or  a n d  c o n c o mit a nt  t h er a pie s  ( m e dic ati o n,   n o n -dr u g   tr e at m e nts, a n d  pr o c e d ur e s);  
a n d  

•  E xt e nt of e x p os ur e . 

Dis p ositi o n  of s u bje cts,  d e m o gr a p hic  d at a, a n d b a s eli n e  c h ar a ct eristic s  will  b e pr e s e nt e d 
usi n g  st a n d ar d  d e s cri pti v e  st atistic s.  D e m o gr a p hic  d at a  will  b e  s u m m ariz e d  f or  S E S,  I T T, 
a n d P P S; r e m ai ni n g  b a s eli n e  d at a will  b e s u m m ariz e d  d e s cri pti v el y  o nl y  f or t h e I T T a n d 
P P S.  

1 3. 5  S p e ci al S t ati sti c al/  An al yti c al Is s u e s  

1 3. 5. 1   

C CI

C CI

C CI
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14 ADMINISTRATIVE PROCEDURES 

14.1 Study Monitoring 

Study monitoring will conform to all applicable regulatory standards and guidelines. 

The sponsor or designee will monitor the study through periodic site visits to verify: 

• Data authenticity, accuracy, and completeness; 

• Protection of subject rights and safety; and 

• Conduct of the study is in accordance with the currently approved protocol and all 
applicatory regulatory requirements and guidelines. 

Investigators agree to grant access to all relevant documents and provide support at all 
times for study monitoring activities. Study monitoring activities will be performed in a 
manner that ensures maintenance of subject confidentiality (Section 5.3 and Section 5.4). 
Further details of monitoring activities will be set forth in the monitoring manual. 

In the event of a pandemic disease outbreak (e.g., new COVID-19 public health 
emergency), and by this, if on-site visits are not possible due to site closures, travel 
limitations, or other considerations (e.g., if site personnel or trial subjects become infected 
with SARS-CoV-2), the following mitigations should be considered and assessed in an 
updated monitoring plan: 

• On-site monitoring visits might be cancelled and/or the period between monitoring 
visits extended. When planned on-site monitoring visits are not possible, the reason 
should be clearly documented and made available for review during audits and/or 
inspections. 

• Phone and/or video visits will be implemented when feasible, considering site closures, 
reduced staff, and any other circumstances. 

• Remote monitoring or central monitoring could substitute on-site monitoring, when 
technically feasible. 

• Protocol deviations will be tracked and documented if deviations occurred due to the 
public health emergency. 

• Current local regulations, including data privacy regulations, will be considered when 
accessing source data remotely. 

14.2 Data Quality Assurance 

Inspections by regulatory authority representatives and IECs/IRBs are possible at any time, 
even after the end of the study. The investigator is to notify the sponsor immediately of any 
such inspection. The investigator and institution will permit study-related monitoring, 
audits, reviews by the IEC/IRB and/or regulatory authorities, and will allow direct access 
to source data and source documents for such monitoring, audits, and reviews. 
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1 4. 2. 1  St a n d ar di z ati o n P r o c e d ur e s 

St a n d ar diz ati o n  pr o c e d ur e s will  b e i m ple m e nt e d  t o e ns ur e a c c ur at e, c o nsist e nt,  c o m plet e , 
a n d r elia ble  d at a, i n cl u di n g  m et h o ds t o e ns ur e st a n d ar diz ati o n  a m o n g sit e s ( e. g.,  tr ai ni n g, 
n e w slett ers,  i n v e sti g at or  m e eti n gs,  m o nit ori n g,  e v al u ati o ns,  a n d  v ali d ati o n  m et h o ds).  
St a n d ar diz e d  p h ot o gr a p h y  m et h o ds  will  b e d et aile d  i n  a s e p ar at e p h ot o gr a p h y  us er m a n u al.  

T his st u d y will  b e m o nit or e d  r e g ularl y  b y a q u alifie d  m o nit or  fr o m t h e  C R O a c c or di n g  t o 
G C P g ui d eli n e s  a n d t h e r e s p e cti v e s t a n d ar d o p er ati n g  pr o c e d ur e s (S O P s ; s e e S e cti o n  1 4. 1 ). 

1 4. 2. 2  D at a M a n a g e m e nt  

D at a  r e q uir e d  a c c or di n g  t o  t his  pr ot o c ol  a r e  t o  b e  r e c or d e d  i n  t h e  w e b-b a s e d  e C R Fs  
pr o vi d e d   b y  a  C R O.  All   us ers  w h o  will   e nt er  d at a  i nt o   t h e  e C R F  m ust  s u c c e s sf ull y  
c o m plet e tr ai ni n g  b ef or e s yst e m a c c e s s is gr a nt e d. P artici p a nt tr ai ni n g  will  b e d o c u m e nt e d.  
A c c e s s t o t h e e C R F will  b e p a s s w or d  c o ntr o lle d  a n d  will  c o nf or m  wit h  2 1  C F R P art  1 1.  

D at a - pla usi bilit y   c h e c ks  will   b e  p erf or m e d  a c c or di n g   t o  a  d at a  v ali d ati o n   pla n.   
I n c o nsist e n cie s  i n t h e d at a will  b e q u erie d t o t h e i n v e sti g at ors  via t h e E D C s yst e m; a ns w ers 
t o  q u erie s  or  c h a n g e s  t o  t h e  d at a  will  als o  b e  d o c u m e nt e d   i n  t his  s yst e m dir e ctl y   b y  a n  
a ut h oriz e d  m e m b er  of t h e i n v e sti g at or’s st u d y p ers o n n el.  T h e a u dit  tr ail  i n  t h e E D C s yst e m 
will d o c u m e nt  all c h a n g e s.  E dit  c h e c ks  g e n er at e  a ut o m atic  q u erie s  d uri n g  d at a  e ntr y  w h e n  
a  fiel d   is  n ot  p o p ulat e d   a c c or di n g   t o  s p e cific ati o ns   d efi n e d  i n   t h e  d at a  v ali d ati o n  pla n.   
M a n u al   q u erie s  t o  b e  a ns w er e d  b y  st u d y  p ers o n n el c a n  b e  r ais e d  d uri n g   s o ur c e  d at a  
v erific ati o n  a n d/ or d uri n g  m e dic al,  s af et y, a n d/ or d at a m a n a g e m e nt r e vie w.  

P h ot o gr a p hs  will  b e ar c hi v e d b y t h e c e ntr al p h ot o gr a p h y  v e n d or  i n a s yst e m s e p ar at e fr o m 
t h e d at a b a s e (s e e S e cti o n  1 4. 3 ). e Diar y d at a will  b e tr a nsf err e d ele ctr o nic all y  t o t h e d at a 
m a n a g e m e nt C R O. C h e c ks will  b e p erf or m e d t o e ns ur e pla usi bilit y  a n d c o m plet e n e s s  of  
t h e s e  d at a.  T h e  d at a  m a n a g e m e nt  a cti vitie s  a n d  p h ot o gr a p hs  pr o c e s si n g  will  b e  d ele g at e d  
t o t h e C R O s list e d  i n F or  a n al ysis  of  t h e  m ai n  p e ri o d, t h e d at a b a s e of t h e 
m ai n  p eri o d   will  b e  cl os e d  aft er all  d at a of t h e m ai n  p eri o d  ar e e nt er e d a n d all  q u erie s 
c o n c er ni n g  t h e s e d at a ar e s ol v e d. F or t h e a n al ysis  at t h e e n d of t h e s af et y f oll o w -u p  p eri o d, 
aft er all  d at a fr o m  t h e s af et y f oll o w -u p  p eri o d ar e  e nt er e d a n d all q u erie s ar e  s ol v e d,  t h e  
d at a b a s e cl os e (i n cl u di n g  m ai n a n d s af et y f oll o w-u p  p e ri o ds)  will  b e  p erf or m e d . If a n y d at a 
c h a n g e s ar e r e q uir e d  aft er d at a b a s e cl os e,  t h e s e c h a n g e s will  b e d o c u m e nt e d  a c c or di n g  t o 
t h e r e s p e cti v e S O P. 

F urt h er d et ails  of t h e d at a m a n a g e m e nt  pr o c e s s will  b e d e s cri b e d i n  t h e d at a m a n a g e m e nt 
pla n.  

1 4. 2. 3  D at a R e vi e w a n d C l arifi c ati o n P r o c e d ur e s 

B y ele ctr o nic all y  si g ni n g  t h e e C R F wit h  a n a ut o m at e d  ti m e  st a m p, t h e i n v e sti g at or  will 
c o nfir m  t h at all  i n v e sti g ati o ns  h a v e b e e n  c o m plet e d  a n d  c o n d u ct e d  i n  c o m plia n c e  wit h  t h e  
C S P  a n d t h at r elia ble  a n d c o m plet e  d at a h a v e b e e n e nt er e d i nt o  t h e e C R F.  

C CI
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All data required by this CSP are to be recorded in the eCRF as soon as possible. However, 
direct entries are not allowed; data must be transcribed from the source documentation 
(e.g., subject file, scales) to the eCRF. 

All data required by this study protocol are to be entered into a validated database of 
eCRFs. 

If corrections are necessary, an authorized member of the investigator’s study personnel 
will enter the correct data into the web-based eCRF. The audit trail in the EDC system 
documents all changes. 

The CRO’s and sponsor’s data management functions will be responsible for data 
processing, in accordance with the CRO’s and sponsor’s data management procedures. 
Database close will occur only after quality assurance procedures have been completed. 

Entries from questionnaires completed by the subject will be entered into the eCRF by 
study personnel. If corrections in the questionnaires are necessary, the subject should be 
instructed to make a correction by drawing only a single line through the error, leaving the 
incorrect entry legible. The subject should date and initial the correction. The investigator 
should not make any changes to these documents. 

In the event of a pandemic disease outbreak (e.g., new COVID-19 public health 
emergency), and by this, if data entry and cleaning is limited or not possible due to site 
closures, travel limitations, or other considerations (e.g., if site personnel become infected 
with SARS-CoV-2), the following mitigations should be considered for data cleaning 
processes: 

• Data entry and response to data clarifications will proceed depending on availability of 
study site personnel and investigators. 

• Depending on the content of the response to data clarifications, the need for source data 
review will be assessed by the sponsor. 

• If applicable, a risk-based assessment for closing long opened data clarifications will 
be applied considering their impact on trial conclusion and data validity. 

• The need for data clarifications and/or eCRF pages to be signed by staff that is not yet 
on the delegation log will be assessed. The delegation log is to be updated, if applicable. 

14.2.4 Auditing 

To ensure compliance with applicable standards and regulations, the sponsor, IEC/IRB, or 
regulatory authorities may conduct a quality assurance assessment or audit of site records 
at any time during or after completion of the study. In the event of an audit, investigators 
must grant access to all relevant documents (including source documents, electronic 
records, and other applicable study documentation) and provide support at all times for 
auditing activities. 
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1 4. 3  R e c or d R et e nti o n  

Es s e ntial d o c u m e nts  s h o ul d  b e  r et ai n e d p er a p plic a ble  r e g ulati o ns  a n d a s i nstr u ct e d  b y t h e 
st u d y  s p o ns or.  Es s e ntial d o c u m e nts  at  t h e  i n v e sti g ati o n a l  sit e  i n cl u d e , b ut ar e n ot  li mit e d 
t o: 

•  S o ur c e d o c u m e nt ati o n  ( e. g. , su bje c t  file s ); 

•  S u bje c t  i d e ntific a ti o n  c o d e  list  (i. e., pr o vi d e d  b y t e mplat e  t o t h e i n v e sti g at or,  al o n g  wit h 
t h e I n v e sti g at or  Sit e File,  at t h e b e gi n ni n g  of t h e i n v e sti g ati o n),  w hic h i d e ntifie s  t h e 
s u bje ct b y n u m b er, n a m e, a n d d at e of birt h; 

•  A c o p y of t h e st u d y pr ot o c ol  a n d a n y a m e n d m e nts ; 

•  A C D/ D V D wit h  e C R F d at a a n d a n y a s s o ciat e d s u bje ct -r elat e d  s o ur c e d at a ( or, w h ere 
a p plic a ble,  a ut h oriz e d  c o pie s of s o ur c e d at a) ; 

•  Si g n e d  I C Fs ; 

•  C o pie s of sit e i n v e sti g at ors’  a n d c o -w or k ers' c urric ula  vit a e ; 

•  C o pie s  of  all   dir e ct  c orr e s p o n d e n c e  wit h  t h e  I E C/I R B  a n d  wit h  t h e  r e g ulat or y  
a ut h or it y(ie s); 

•  C o pie s  of all  r ele v a nt c orr e s p o n d e n c e b et w e e n t h e i n v e sti g at or  a n d t h e m o nit or,  a n d 
b et w e e n t h e i n v e sti g at or  a n d t h e s p o ns or ; 

•   

•  C o pie s of  I M D r e c ei pt f or ms a n d d e vic e i n v e nt or y  f or ms; a n d 

•  C o pie s  of s af et y i nf or m ati o n  r e p o rt e d  d uri n g   t h e  i n v e sti g ati o n   a n d  s u b mitt e d   b y  t h e  
s p o ns or.  

St u d y  d o c u m e nts  m a y  n ot  b e  d e str o y e d  b y  st u d y -sit e  p ers o n n el  pri or  t o t h e  e n d  of  t h e  
r e q uir e d  r et e nti o n  p eri o d  a s  s p e cifie d  b y  l o c al  r e g ulati o ns.   T h e  i n v e sti g at or   or  t h e  
i nstit uti o n   m ust  i nf or m  t h e  s p o ns or  i n  d u e  ti m e  if  t h e  i n v e sti g at or   le a v e s  t h e  i nstit uti o n  
d uri n g   t h e  r et e nti o n  p eri o d.  T his  r ule  als o  a p plie s   w h e n  t h e  i nstit uti o n   cl os e s  wit hi n   t h e  
r et e nti o n  p eri o d. 

U p o n cl os ur e of t h e st u d y,  t h e i n v e sti g at or  m ust m ai nt ai n  all st u d y -sit e  r e c or ds in  a s afe 
a n d s e c ur e l o c ati o n.  T h e i n v e sti g at or  is r e s p o nsi ble  f or t h e i nt e grit y,  r et e nti o n,  a n d s e c urit y 
of  all  st u d y -r elat e d  r e c or ds.  T h e  i n v e sti g at or   m ust  e ns ur e  t h at  a n y  r e pr o d u cti o ns   of  t h e  
ori gi n al   r e c or ds  ar e  le gi ble   a n d  pr o vi d e   a  tr u e  a n d  a c c ur at e  c o p y  of  t h e  ori gi n a l.   
A c c ur at e,  c o m plet e,  a n d c urr e nt r e c or ds m ust b e st or e d i n s u c h a w a y a s t o p er mit e a s y a n d 
ti m el y  r etrie v al  f or t h e s p o ns or  or a n y a p plic a ble  r e g ulat or y  a ut h oritie s. 

T h e s p o ns or will  i nf or m  t h e i n v e sti g at or  of t h e ti m e  p eri o d f or r et ai ni n g  t h e s e r e c or ds t o 
c o m pl y wit h all a p plic a ble  r e g ulat or y r e q uir e m e nts, wit h t h e mi ni m u m  r et e nti o n ti m e b ei n g  
t h e l o n g e st of t h os e ti m e s dict at e d b y i nstit uti o n a l  r e q uir e m e nts,  l o c al la w s or r e g ulati o n s , 
or t h e s p o ns or’s st a n d ar d pr o c e d ur e s. T h e i n v e sti g at or  m ust n otif y t h e s p o ns or i n t h e e v e nt 
of  a n y  c h a n g e s  t o  ar c hi v al  arr a n g e m e nts  d u e  t o  wit h dr a w al   of  t h e  i n v e sti g at or ’ s   

C CI
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responsibility for keeping study records to ensure that suitable arrangements for the 
retention of study records are made. 

14.4 Publication Policy 

The results of this study and any discoveries related to this study, regardless of whether 
they have technical or medical character, are the property of the sponsor. 

The CSP, study data, and information related the study or the sponsor’s products or 
research programs are to be kept confidential and may not be disclosed without the consent 
of the sponsor. 

The investigator agrees that the results of this study may be used for submission to national 
or international registration and supervising authorities. The sponsor may disclose the 
information obtained during the study to regulatory authorities or other personnel as 
required. If necessary, the sponsor may disclose the names, contact information, and 
qualifications of all investigators as well as their roles in the study. Upon completion of the 
study, publication or disclosure of the study results is to follow the terms contained in the 
sponsor’s SOP. 

The sponsor will ensure that a description of this clinical study is registered, and study 
results are disclosed on http://www.ClinicalTrials.gov, as required by U.S. law. 
Study registration may include a list of study sites, as applicable. 

14.5 Financial Disclosure 

The US FDA Financial Disclosure by Clinical Investigators (21 CFR 54) regulations 
require sponsors to obtain certain financial information from investigators participating in 
covered clinical studies. By participating in the study, the investigator agrees to provide 
the required financial information and to promptly update the sponsor with any relevant 
changes to this financial information throughout the course of the study and for up to one 
year after its completion if necessary. 

14.6 Investigator Compliance 

The investigator will conduct the study in compliance with the protocol provided by the 
sponsor and in accordance with all relevant regulatory guidelines and requirements. 

Modifications to the protocol should not be made without the agreement of the investigator 
and sponsor. The sponsor will submit all protocol modifications to the appropriate 
regulatory authority in accordance with applicable regulations. All protocol modifications 
require written IEC/IRB approval/favorable opinion, except in the case of an immediate 
hazard to subjects. 

If an immediate deviation from the protocol is required to eliminate an immediate hazard 
to subjects, the investigator must contact the sponsor or assigned CRO, if possible, to 



Merz North America, Inc. CLINICAL STUDY PROTOCOL 
M930521003 Version 5.0, 10-MAR-2022 

CONFIDENTIAL AND PROPRIETARY Page 85 of 107 

discuss the planned course of action. The investigator must thoroughly document any 
departure from the protocol and submit appropriate documentation to the sponsor without 
delay. 
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