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0. Change History 

Version 1.0:  Initial document. 

 

Version 2-0:  Final version before CDMS-freeze for interim analysis;         

   implementation of new internal adjudication dataset; 

   implementation of findings during blind review (spurious implantation date);                                

   routine document improvements and corrections. 
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5.2. Inferential analyses 

CIP chapter 11.3 Level of significance and the power of the study 

Because there are no pre-specified hypotheses, all analyses will be exploratory. 

... 

5.3. Significance level 

CIP chapter 11.3 Level of significance and the power of the study 

Because there are no pre-specified hypotheses, all analyses will be exploratory. For inferential 

analyses, a two-sided p-value less than 5% will be considered statistically significant. In 

accordance to the exploratory approach there will be no adjustment for multiplicity. 

... 

5.4. Missing Data 

CIP chapter 11.11 Handling of missing, unused and spurious data 

For the endpoints, missing data will not be imputed.  

Free text will be used to clarify other data. 

Spurious data will be clarified via the query management system, i.e. corrected after approval of 

an investigator. Remaining outliers will be identified during the review of the data before CDMS 

closure. In case of a clear evidence of a measurement error, the Statistical Analysis Plan  will be 

updated in order to avoid any bias. Spurious data, which were not clarified by the query process 

before CDMS freeze or closure, will be indicated. If appropriate, analyses will be performed both 

with/without such data. 

5.5. Exclusion of data from confirmatory data analysis 

CIP chapter 11.12 Exclusion of data from the confirmatory data analysis 

No data are documented or analyzed from patients without documented informed consent. 

5.6. Subgroups 

CIP chapter 11.9 Specification of subgroups 

Potential critical events will be analyzed whether there is any connection to the subgroups IPG, 

ICD, CRT, or ICM. 

5.7. Interim analyses  

CIP chapter 11.6 Provision for an interim analysis 

There is one planned interim analyses for internal purposes. Except for safety reasons no 

investigator is informed about the results and, thus, no bias is expected. There will be no 

adjustment for multiplicity. 

5.8. Software 

All analyses will be carried out using validated software, e.g. SAS version 9.4 or upgrades. 
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9.3. Treatment of Missing and Spurious Data 

See general definitions in chapter 5.4. 

9.4. Exclusion of Particular Information 

See general definitions in chapter 5.5.   

No data are excluded from the specified analysis set and variables. 

9.5. Descriptive Analyses 

For specification “Notes = descriptive”, see general definitions in chapter 5.1.  

9.6. Hypotheses & Statistical Tests 

There are no pre-defined statistical hypotheses.  
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10.3. Treatment of Missing and Spurious Data 

See general definitions in chapter 5.4. 

10.4. Exclusion of Particular Information 

See general definitions in chapter 5.5.  No data are excluded from the specified analysis set and 

variables. 

10.5. Descriptive Analyses 

For specification “Notes = descriptive”, see general definitions in chapter 5.1.  

10.6. Hypotheses & Statistical Tests 

There are no pre-defined statistical hypotheses.  
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11. ADE and DD Endpoints – PHD & follow-up 

CIP chapter 7.2.2. Endpoints 

In this study the number of adverse device effects and device deficiencies (DD) that occur in 

patients, users or other persons will be evaluated … 

 Number of adverse device Effects / device deficiencies per number of implantations 

 Number of adverse device Effects / device deficiencies and per number of follow-up cases 

ADEs will be adjudicated by an internal adjudication board, whereby the seriousness and device 

relatedness will be re-examined. If any amply documented external physical influence (e.g. 

accident, general power blackout) or medical AE caused the ADE, it does not contribute to this 

endpoint. 

ADEs and device deficiencies are adjudicated by an internal adjudication board. 

11.1. Analysis Set and Data Selection 

All analyses are performed for patients in the PHD & follow-up analysis set using a specific data 

selection after implantation24. 

 

All analyses from chapter 10 ADE and DD Endpoints - Implantation are repeated for these data. 

 

 

                                           
24 analysis set PHD FUP SAR = Yes and PRUCASE = PHD / Follow-up 
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12.1. Treatment of Missing and Spurious Data 

See general definitions in chapter 5.4. 

12.2. Exclusion of Particular Information 

See general definitions in chapter 5.5.   

No data are excluded from the specified analysis set and variables. 

12.3. Descriptive Analyses 

For specification “Notes = descriptive”, see general definitions in chapter 5.1.  

12.4. Hypotheses & Statistical Tests 

There are no pre-defined statistical hypotheses.  
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13.1. Treatment of Missing and Spurious Data 

See general definitions in chapter 5.4. 

13.2. Exclusion of Particular Information 

See general definitions in chapter 5.5.   

No data are excluded from the specified analysis set and variables. 

13.3. Descriptive Analyses 

For specification “Notes = descriptive”, see general definitions in chapter 5.1.  

13.4. Hypotheses & Statistical Tests 

There are no pre-defined statistical hypotheses.  
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14.  General Assessments – PHD & Follow-up 

CIP chapter 7.5 Further data of interest 

During implantation and follow-ups additional data on safety, performance and usability of the 

Renamic Neo system and accessories will be collected. 

 Use and assessment of PSA functionality (sensing, pacing and impedance tests) 

 Success of adequate programming of the implant 

 Evaluation of interrogation of the implant including RF telemetry 

 Overall assessment of device hardware or software performance including battery use 

 Data export evaluation (used connectivity, destination, printing) 

… 

14.1. Analysis Set and Data Selection 

All analyses are performed for patients in the PHD and follow-up analysis set using a specific data 

selection after implantation27. 

 

All analyses from chapter 13 Devices and Accessories - Implantation are repeated for these data. 

However, “implantation” will be replaced by “PHD & follow-up”. 

 

 

                                           
27 analysis set PHD FUP SAR = Yes    

 Data selection for general assessments with autom SVTYP ≠ implantation  
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15.2. Treatment of Missing and Spurious Data 

See general definitions in chapter 5.4. 

15.3. Exclusion of Particular Information 

See general definitions in chapter 5.5.   

No data are excluded from the specified analysis set and variables. 

15.4. Descriptive Analyses 

For specification “Notes = descriptive”, see general definitions in chapter 5.1.  

15.5. Hypotheses & Statistical Tests 

There are no pre-defined statistical hypotheses.  
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16. Devices and Accessories – PHD & follow-up 

CIP chapter 7.5 Further data of interest 

General information 

 Implant type and model, all other implanted devices 

 Lead model and programmer software version 

 

During implantation and follow-ups additional data on safety, performance and usability of the 

Renamic Neo system and accessories will be collected. 

… Information on additionally used accessories or other implanted cardiac devices 

16.1. Analysis Set and Data Selection 

All analyses are performed for patients in the PHD and follow-up analysis set using a specific data 

selection after implantation61. 

 

All analyses from chapter 15 Devices and Accessories - Implantation are repeated for these data. 

However, “implantation” will be replaced by and “PHD & follow-up”. 

 

                                           
61 analysis set PHD FUP SAR = Yes 

  Data selection for accessory log details with SVTYP ≠ implantation 
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Abbreviations  
 

ADE Adverse Device Effect 

AE  Adverse Event 

AF  Atrial Fibrillation 

CDMS Clinical Data Management System 

CI  Confidence Interval 

CIP  Clinical Investigation Plan 

CIR Clinical Investigation Report 

CRF  Case Report Form 

DD Device Deficiency 

FU(P)  Follow-up 

PHD Pre-hospital discharge 

SADE  Serious Adverse Device Event 

SAE  Serious Adverse Event  

SAP Statistical Analysis Plan 

SAR Statistical Analysis Report 

SOP Standard Operating Procedure  

SD Standard Deviation 

 




