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1 LIST OF ABBREVIATIONS 
 

AE Adverse event 

ADE   Adverse device effect  

ATC Anatomical Therapeutic Chemical classification system of the World Health 
Organization 

BMI Body Mass Index 

CRO  Contract research organization  

DRM  Data review meeting  

eCRF  Electronic case report form  

FAS  Full analysis set  

G Gauge  

GAIS Global Aesthetic Improvement Scale   

iGAIS  Investigator’s Global Aesthetic Improvement Scale  

IMD   Investigational medical device   

LOCF Last Observation Carried Forward 

MAS Merz Aesthetic Scale  

MedDRA  Medical Dictionary for Regulatory Activities  

MI Multiple Imputation 

Nobs Number of observations  

pdf Portable data format 

PPS  Per protocol set  

PT   Preferred term  

SAE  Serious adverse event  

SAP  Statistical analysis plan  

SES  Safety evaluation set  

sGAIS Subject’s Global Aesthetic Improvement Scale  

SOC  System organ class  

TEAE  Treatment emergent adverse event  

TFLs Tables, Figures, and Listings 

WHO-DD World Health Organization Drug Dictionary 
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2 GENERAL AND TECHNICAL ASPECTS 

The objective of this statistical analysis plan (SAP) is to specify the statistical analyses with 
appropriate detail and precision to serve as a guideline for statistical programming and creation 
of tables, figures, and listings for clinical study protocol M930521001 (version 3.0), dated 29-
Aug-2020 and the following amendment (version 4.0), dated 10-Jun-2020. 

All programs will be written using SAS version 9.4. A preferred font size of 10 points, minimum 
font size of 8 points with a unique font size for the whole document required will be used for 
the tables and figures in section 14 for an output in A4 landscape format. For listings, a 
minimum font size of 9 points will be used to produce the output in A4 format. Individual SAS 
programs will be written for all tables, figures, and listings. All outputs will be transferred into 
PDF files using the Metronomia internal procedures. These PDF files will be generated as 
needed to populate the subsections of Section 14 and Section 16.2 for the clinical study report. 
Each PDF file will include the corresponding table of contents, preceding the content of the 
file. Special attention will be paid to planning and performance of quality control measures as 
documented in the QC plan for the analysis of this study.      

The Merz standard Tables, Figures, and Listings (TFLs) for medical devices, version 2.0 (18-
Feb-2020) will be applied and adapted to study specific requirements as laid down in the clinical 
study protocol and any amendments.   
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Secondary objectives  

• To evaluate the effectiveness of MRZF111 treatment for improvement of décolleté 
wrinkles as assessed on the MAS Décolleté Wrinkles – Dynamic.  

• To evaluate the subject’s and physician’s treatment satisfaction assessment after 
MRZF111 treatment of the décolleté.  

• To evaluate the subjects and physician’s global aesthetic improvement (GAIS-
Wrinkles) after MRZF111 treatment of the décolleté.  
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6.2 Safety Endpoints 

6.2.1 Primary Safety Endpoints 

Not applicable. 

6.2.2 Secondary Safety Endpoints 

• Incidence of TEAEs related to the treatment with the IMD. 
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All data captured in the electronic Case Report Form (eCRF) will be listed. 

P-values will be reported to four decimal places (e.g., p=0.0375). P-values below 0.0001 will 
be presented as ‘<0.0001’. 

Mean, median, and standard deviation will be reported to one decimal place more than the data 
were collected; for derived data, an adequate number of decimal places will be chosen. 
Percentages will be calculated using the denominator of all subjects in a specified population 
or treatment group. The denominator will be specified in a footnote to the tables for clarification 
if necessary. Percentages will be reported to one decimal place. 

7.1.1 Primary Effectiveness Endpoint(s) 

The primary effectiveness endpoint is the proportion of responders (responder rate) defined as 
subjects with ≥ 1-point improvement on the MAS ‘Décolleté Wrinkles – At Rest’ from baseline 
to 16 weeks after last treatment as assessed . 

The primary analysis will be based on a one-sided binomial test at the one-sided type I error 
level of α = 0.025 for the pooled data from both treatments against the null-hypothesis that the 
response rate (R) is ≤50%:  

H0 : R ≤50%  

H1 : R >50%. 

H0 is rejected if the resulting one-sided p-value is <0.025 and the observed proportion of 
responders is >0.5. 

As further supportive explorative analyses, the effectiveness for the different time points of 
treatments with a 16 weeks post-treatment period in both treatment groups will be analyzed as 
for the primary endpoint:  

• Proportion of responders (response rate) defined as subjects with ≥ 1-point improvement 
on the ‘MAS Décolleté Wrinkles – At Rest’ from last treatment application to 16 weeks 
after last treatment as assessed .  

• Proportion of responders (response rate) defined as subjects with ≥ 1-point improvement 
on the MAS ‘Décolleté Wrinkles – At Rest’ from last treatment application to 16 weeks 
after last treatment as assessed .  

• Proportion of responders (response rate) defined as subjects with ≥ 1-point improvement 
on the MAS ‘Décolleté Wrinkles – At Rest’ from baseline to 16 weeks after first 
treatment as assessed . 
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7.2 Safety Endpoints 

All safety analyses will be performed on the SES. 

AEs will be coded according to the Medical Dictionary for Regulatory Activities (MedDRA) 
version in effect at the time the database is closed. Only TEAEs will be analyzed, which are 
defined as AEs with onset or worsening at or after date of first injection of the IMD. Incidences 
will be calculated for TEAEs on the system organ class (SOC) level and on the preferred term 
(PT) level (i.e., total and percentage, by intensity, and by relationship). Listings and (as 
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applicable) tables displaying incidences for TEAEs leading to discontinuation, serious TEAEs, 
and deaths will also be provided. 

Each documented worsening of an AE will be aggregated with the previous corresponding AE 
record. The start date of the AE will be the date of the record reporting the onset of the AE with 
the first reported intensity and the stop date will be the last stop date of all aggregated  
worsening records or considered ongoing, if not yet resolved. For intensity, the worst attribute 
will be chosen.  

CAVE: there is one exception, where an aggregation of the AE with corresponding 
worsening(s) is not allowed: if the AE record started before the first treatment and the worsening 
record started (worsened) at or after date of first treatment. In that case, only the AE record(s) 
starting at or after treatment will be aggregated and regarded as TEAE (see also below). 

In case of missing intensity or missing causal relationship of an AE the worst case principle 
will be applied, i.e. a missing intensity will be set to “severe” and a missing causal relationship 
will be set to “related”. Missing data of the worst outcome will be imputed by “unknown”. 

7.2.1 Primary Safety Endpoint(s) 

Not applicable. 

7.2.2 Secondary Safety Endpoints 

Incidences of related TEAEs will be provided by system organ class (SOC) and preferred term 
(PT). 
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Last observation carried forward (LOCF) 

For secondary effectiveness endpoints, missing values will be replaced by the last available 
value before 16 weeks after last treatment. 

Observed cases (OC) 

For the OC method, no missing value imputations will be conducted. All data will be analyzed 
as observed. This method will be used to assess 
the sensitivity of the MI and the LOCF method for primary and secondary effectiveness 
endpoints. 
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The supportive exploratory analyses for the primary effectiveness endpoint will also be 
performed for the observed cases in the FAS (i.e. on randomized treatment groups). 

A further subgroup analysis for the following safety endpoints will be presented for the 
subgroup of subjects that had three injections with a cannula: 

- Adverse events: Incidences of TEAEs, non-serious TEAEs and serious TEAEs will be 
provided by SOC and PT. Incidences of TEAEs will be provided overall and by worst 
intensity, by worst outcome, and by treatment area affected (yes/no). Treatment-related 
TEAEs will be presented by injection cycle. 

7.4.6 Pooling of sites 

Pooling of investigational sites, will be performed when any investigational site does not have 
a sufficient number of effectiveness evaluable subjects in the modified FAS to avoid 
convergence problems in statistical models. Decision on pooling of sites will be taken during 
the DRM. 

If for any of the models above convergence problems will be observed, the following steps for 
pooling of sites will be performed:  

1) The investigational site with the lowest number of randomized subjects will be pooled with 
the investigational site with second lowest number of subjects. If two or more sites with the 
same number of subjects are suited for pooling, the site to be pooled will be chosen 
randomly among all suited sites.  

2) Regression models will be re-run with pooled site as factor  

If convergence problems are resolved, no further pooling of investigative sites will be 
performed. Otherwise, steps 1) and 2) above will be repeated until convergence problems 
resolve. 
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