
 Statistical Analysis Plan Cover Page 
 
 

 

  
Template Page 1 of 1 

 

 

NCT Number: NCT05252702 
AveirTM DR i2i Study 

Aveir Dual-Chamber Leadless i2i IDE Study 
Study Document No: ABT-CIP-10428 

Version B 
Date: 22-SEP-2022 

 
 
         Sponsor                 Abbott Medical 

                   Cardiac Rhythm Management  
                  15900 Valley View Court 
                   Sylmar, CA 91342 

 
 

 



 Ver. B 
Study Name: Aveir DR i2i Study  

Statistical Analysis Plan

 
Template Page 1 of 21 

 

ABT-CIP-10428/ Ver B 
CRD 1023 

 AveirTM DR i2i Study 
Aveir Dual Chamber Leadless i2i IDE study 

Statistical Analysis Plan (SAP) 
(For Europe) 

Version B 

September 22, 2022 

 



  Ver. B 
Study Name: Aveir DR i2i Study   

Statistical Analysis Plan 

 

  
Template Page 2 of 21 

 

 

TABLE OF CONTENTS  
 SYNOPSIS OF STUDY DESIGN ..................................................................................................... 4 

 Purpose of the Statistical Analysis Plan ....................................................................................... 4 

 Clinical Investigation Objectives ................................................................................................... 4 

 Clinical Investigation Design ......................................................................................................... 4 

 Endpoints ...................................................................................................................................... 4 

1.4.1 Primary Safety Endpoint ........................................................................................................ 5 

1.4.2 Primary Effectiveness Endpoint #1 ........................................................................................ 5 

1.4.3 Primary Effectiveness Endpoint #2 ........................................................................................ 5 

1.4.4 Secondary Safety Endpoint ................................................................................................... 5 

1.4.5 Secondary Effectiveness Endpoint ........................................................................................ 5 

 Randomization .............................................................................................................................. 5 

 Blinding ......................................................................................................................................... 5 

 ANALYSIS CONSIDERATIONS ...................................................................................................... 5 

 Analysis Populations .................................................................................................................... 5 

2.1.1 Full Analysis Population ........................................................................................................ 5 

  

 Statistical Methods........................................................................................................................ 6 

2.2.1 Descriptive Statistics for Continuous Variables ..................................................................... 6 

2.2.2 Descriptive Statistics for Categorical Variables ..................................................................... 6 

2.2.3 Survival Analyses .................................................................................................................. 6 

 Endpoint Analysis ......................................................................................................................... 6 

2.3.1 Primary Safety Endpoint Analysis ......................................................................................... 6 

2.3.2 Primary Effectiveness Endpoint #1 Analysis ......................................................................... 7 

2.3.3 Primary Effectiveness Endpoint #2 Analysis ......................................................................... 8 

2.3.4 Secondary Safety Endpoint Analysis ..................................................................................... 9 

2.3.5 Secondary Effectiveness Endpoint Analysis ....................................................................... 10 

 Sample Size Calculations ........................................................................................................... 12 

 Interim Analysis .......................................................................................................................... 12 

 Timing of Analysis....................................................................................................................... 13 

 Study/Trial Success .................................................................................................................... 13 

 Handling of Missing Data ............................................................................................................ 13 

 Poolability Issue (if applicable) ................................................................................................... 14 

 Multiplicity Issues ........................................................................................................................ 14 



 Ver. B 
Study Name: Aveir DR i2i Study  

Statistical Analysis Plan

 
Template Page 3 of 21 

 

Adjustments for Covariates......................................................................................................... 15 

DESCRIPTIVE ENDPOINTS AND ADDITIONAL DATA ................................................................ 15 

Baseline and Demographic Characteristics ................................................................................ 15 

Adverse Events .......................................................................................................................... 15 

Subject Early Termination........................................................................................................... 15 

Protocol Deviation ...................................................................................................................... 15 

Additional Data ........................................................................................................................... 15 

24-Hour Holter Monitor Data Analysis ........................................................................................ 16 

DOCUMENTATION AND OTHER CONSIDERATIONS ................................................................ 17 

ACRONYMS AND ABBREVIATIONS ............................................................................................ 17 

REFERENCES ............................................................................................................................... 18 

 





  Ver. B 
Study Name: Aveir DR i2i Study   

Statistical Analysis Plan 

 

  
Template Page 5 of 21 

 

 

1.4.1 Primary Safety Endpoint 
The primary safety endpoint evaluates the 12-month Aveir DR LP system Complication Free Rate (CFR) 
in de novo subjects based on CEC adjudication of adverse events.   

1.4.2 Primary Effectiveness Endpoint #1 
The primary effectiveness endpoint #1 evaluates the 12-month composite success rate evaluating 
acceptable atrial pacing thresholds and P-wave amplitudes in de novo subjects. 

1.4.3 Primary Effectiveness Endpoint #2 
The primary effectiveness endpoint #2 evaluates the 3-month AV synchrony success rate at rest 
while seated in de novo subjects.    

1.4.4 Secondary Safety Endpoint 
The secondary safety endpoint evaluates the 12-month Atrial LP CFR in de novo subjects based on CEC 
adjudication of adverse events. 

1.4.5 Secondary Effectiveness Endpoint 
The secondary effectiveness endpoint evaluates the appropriate and proportional rate response of the 
atrial LP in de novo subjects during graded exercise testing (CAEP protocol). 

 Randomization 

Not Applicable.  

 Blinding 

Not Applicable.  

 ANALYSIS CONSIDERATIONS 

 Analysis Populations 

The analysis populations include: 

2.1.1 Full Analysis Population  
Full Analysis population includes all subjects who have an attempted implant. An implant is considered 
attempted when the Aveir Introducer Sheath or Aveir dilator is inserted through the skin of the access 
site. 
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• Programmed parameters (which are necessary to assess if the pauses or minimum heart rate 
seen on Holter are appropriate or not) 

• AV Synchrony 
• Appropriate Automatic Mode Switching (AMS) due to atrial arrhythmias 
• Reported adverse events and/or subject symptoms with diary entry that is timed and dated to 

correlate Holter findings with events and/or symptoms. 

 DOCUMENTATION AND OTHER 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 
CEC Clinical Events Committee 

IRB Independent or institutional review board 

EC Ethics Committee 

CIP Clinical Investigation Plan 

CRF Case Report Form 

AE Adverse Event (Non-Serious Adverse Event)  

SAE Serious Adverse Event 

ADE Adverse Device Effect (Non-Serious Adverse Device Effect) 

SADE Serious Adverse Device Effect 

UADE Unanticipated Adverse Device Effect 

USADE Unanticipated Serious Adverse Device Effect 

ACE angiotensin-converting enzyme 

ARB angiotensin II receptor blocker 

CFR Complication-free rate 

6MWT Six-minute walk test 

CAEP Chronotropic Assessment Exercise Protocol 

MET Metabolic Equivalent of Task 

LCB Lower Confidence Bound  

AV Atrioventricular 

SAS Statistical Analysis System 

SAP Statistical Analysis Plan 
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