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 Timing of Analysis 

  
Data analyses will be performed when all subjects have either completed 5-year follow-up or have 
withdrawn from the study. In addition, study progress and data may be summarized and reported as 
needed. 
 

 Subgroups for Analysis  

No subgroup analyses are planned for this clinical investigation.  

 Handling of Missing Data  

There is no plan to impute missing data for this clinical study.  All analyses will be performed on available 
data.   

 Adjustments for Covariates 

Unless otherwise specified, no adjustments for covariates will be made for any of the variables in the 
analyses.  
 

 Sensitivity Analysis 

 
If site-reported valve-related deaths include deaths that are also COVID-19 related, a sensitivity analysis 
of the primary safety endpoint will be performed with such deaths censored at the time of the event. 
 
 

 

 DESCRIPTIVE ENDPOINTS AND ADDITIONAL DATA 

 Baseline and Demographic Characteristics 

The following baseline and demographic variables will be summarized for the subjects enrolled: age, 
gender, height, weight, BMI, cardiac disease history, arrhythmia history, indication for aortic replacement, 
cardiac medication, implant procedural characteristics, etc.  
 

 Adverse Events 

 
All of the adverse device effects, serious adverse device effects will be summarized for all subjects who 
enrolled in this trial in terms the number of events, the percentage of subjects with events. 
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 Subject Early Termination  

 
Subject early termination reasons including deaths, withdrawals, lost-to-follow-up, etc.  will be 
summarized at all scheduled visits. 

 Protocol Deviation  

 
Protocol deviations will be summarized by deviation categories for subjects in whom a protocol deviation 
was reported.  

 Descriptive Endpoints or Additional Data 

 
The following descriptive endpoints will be summarized as % events per valve-year. Major bleeding, 
thromboembolism, valve thrombosis, endocarditis and major paravalvular leak will be assessed at 5 
years, and descriptively compared to 2 times the objective performance criteria as defined in ISO5840-
2:2021 for mechanical heart valves.  All-cause mortality and reintervention will be assessed at 5 years, 
and descriptively compared to acceptance criterion, as outlined below: 

• Annualized rate of all-cause mortality (Acceptance criterion = 5% per valve-year)   
• Annualized rate of reintervention (Acceptance criterion = 5% per valve-year)   
• Annualized rate of major bleeding (OPC = 1.6% per valve-year) 
• Annualized rate of thromboembolism (OPC = 1.6% per valve-year) 
• Annualized rate of valve thrombosis (OPC = 0.1% per valve-year) 
• Annualized rate of endocarditis (OPC = 0.3% per valve-year) 
• Annualized rate of major paravalvular leak (PVL) (OPC = 0.3% per valve-year) 

 
 
NYHA Classification will be assessed at baseline and annual visits. 
 

 DOCUMENTATION AND OHER CONSIDERATIONS 

All analyses will be performed using SAS for Windows, version 9.2 or higher.  
 

 ACRONYMS AND ABBREVIATIONS  

 

Acronym or Abbreviation Complete Phrase or Definition 
CIP Clinical Investigation Plan 

CRF Case Report Form 

AE Adverse Event 

SAE Serious Adverse Event 

SAP Statical Analysis Plan 
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