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1.5 Safety Assessments 
The methods for collecting safety data are described in Section 7 of the Clinical Study Protocol.  

1.6 Safety Endpoints 
Safety endpoints include incidence, intensity, time to onset, and duration of adverse events collected 
throughout the study period. 

2 Statistical Methods 

2.1 General Methods 
Any change made to the finalized SAP before database lock will result in a SAP amendment. 
Otherwise, the change will be documented in the Clinical Study Report (CSR). 

Some of the analyses detailed here may be more explicit or in some aspects different from those 
stated in the protocol. In case of differences, this SAP supersedes the statistical sections in the 
protocol. 

2.1.1 Programming Conventions 

 will have responsibility for performing analyses. All computations for 
statistical analyses will be performed using SAS® software, Version 9.4 or later. All SAS programs 
used in the production of statistical summary outputs will be validated with independent 
programming prior to finalization. In addition, all program outputs will be independently reviewed. 
The validation process will be used to confirm that all data manipulations and calculations were 
accurately done. Once validation is complete, a senior statistical reviewer will perform a final 
review of the documents to ensure the accuracy and consistency with this plan and consistency 
within tables. Upon completion of validation and quality review procedures, all documentation will 
be collected and filed by the project statistician or designee. 

The electronic case report form (eCRF) data for all subjects will be provided in Standard Data 
Tabulation Model (SDTM) datasets. Analysis Data Model (ADaM) datasets will be developed from 
the SDTM datasets for use in table and figure production.  

2.1.2 Reporting Conventions 

The formats for the tables, listings, and figures described in this SAP will be provided in a 
companion document. Changes to the formats of these reports that are decided after the finalization 
of the SAP will not require an amendment. In addition, any additional supportive or exploratory 
analyses requested after SAP approval will not require amendment of the SAP. These additional 
analyses will be described in the CSR. 

All study data from the eCRFs as well as derived variables will be provided in subject data listings. 
An indication of specific listings for each data type will not be indicated in the text of subsequent 
SAP sections. Data listings supplied as part of the CSR will be sorted by study center number 
concatenated with subject number, assessment dates, and/or time point. 

The following conventions will be applied to all data presentations and analyses:    
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2.3.2 Protocol Deviations 

Subjects with deviations will be summarized and listed individually. Summaries will be by COVID-
19 related deviations and overall. Listings will include subject number and observed deviation.  

2.3.3 Demographic Characteristics 

Age, body mass index (BMI) and  will be summarized as continuous variables. 
Gender, race, ethnicity, Fitzpatrick skin type, and childbearing potential will be summarized as 
categorical variables. 

2.3.4 Medical History, Medications, and Procedures 

Medical history and cosmetic history were captured in the pivotal study, and will be summarized for 
the Extension population. 

Concomitant medications will be coded using the World Health Organization Drug Dictionary 
(WHODD). Concomitant procedures/non-pharmacological treatments will be coded according to 
Medical Dictionary for Regulatory Activities (MedDRA). 

Concomitant therapies are defined as follows: 

• Any therapy ongoing at the time of V11/Week 48. 

• Any changes to existing therapies (such as changes in dose or formulation) during the course 
of the study, or 

• Any new therapies started after V11/Week 48. 
Subjects reporting concomitant medications will be summarized separately, by WHODD 
Anatomical Therapeutic Chemical (ATC) Class Level 3 (if Level 3 is not available, the highest 
class available will be used) and WHODD generic name. Additionally, concomitant medications 
taken due to adverse events will be summarized separately. 

Prior and concomitant procedures will be listed. 

2.4 Effectiveness Analysis 

2.4.1 Datasets Analyzed 

All effectiveness variables will be analyzed based on the Extension population.  

2.4.2 Handling of Missing Data 

The number of missing values will be summarized and reported as appropriate. 

All effectiveness endpoints will be evaluated based on Observed Cases. 

2.4.3 Effectiveness Analysis 

The baseline value is defined as the observation that is closest to but prior to study treatment at the 
baseline visit/first treatment in the 43USSA1705 study. Change from baseline is calculated as the 
value minus the baseline value. 
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The number of subjects with AEs related to study product or injection procedure as well as the 
number of events will be summarized by SOC, PT, and severity. 

In addition, for related AEs the number of days to onset from last treatment (in the 43USSA1705 
study) and the duration of event will be summarized by SOC and PT using mean, SD, min, max and 
median.  

• Time to onset of an AE will be derived as the start date minus the date of the most recent 
treatment. If the start date is missing, it will be assumed that the AE started on the first day 
of the extension study. 

• Duration of an AE will be derived as the stop date minus the start date + 1. Missing stop 
dates will not be imputed and therefore no duration will be calculated in these cases. 

Action taken for related AEs will also be summarized. Non-related AEs will be summarized by 
SOC, PT, and intensity. 

These summaries will be performed for: 

• The whole period from baseline  to the end of the extension study 
 

• The period from baseline to the end of the 43USSA1705 study (  

• The period from start of the extension study  to the end of the extension 
study  

Serious AEs that starts during the extension study will be listed. 

2.5.2 Subgroup analyses 

Subgroup analyses will be performed for adverse events (number and percent of subjects with 
related adverse events as well as number of events by SOC, PT, and severity) on subgroups defined 
by study center and FST group (I-III, IV, and V-VI) respectively. 

2.6 Interim Analysis 
No interim analysis is planned.   

2.7 Changes in the Analysis Planned in the Protocol 
There have been no substantial changes from the statistical methods described in the protocol.  
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