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VERSION HISTORY 

Version 
Number 

Version 
Date 

Summary and rational of change(s) 

2.0 26 Jan 
2017 

Update with protocol amendment 1 
New section added with rules for dealing with missing or incomplete dates 

3.0 23 Jan 
2020 

SAP split into two versions; for the SEA and long-term (final) analysis 
 
Clarifications on the SEA timing  
Additional detail and clarifications provided for analysis set definitions (FITT 
set, ITT set, ITTF1 set, PPS, FSS, Safety and SSF1) 
Addition of a new analysis set: Evaluable Efficacy Set 
 
Additional section regarding estimand definitions 
Upgrade of metabolic parameters as Key Secondary Endpoints and set up of a 
Gatekeeping procedure to control the overall type 1 error rate at 2-sided 0.01 
level. 
Addition of new secondary endpoints 
 
Clarifications of time points, visit windows and handling of missing data 
 
Update of the statistical method for the primary and sensitivity analyses of the 
primary endpoint and for the analysis of the binary secondary endpoints defined 
according to histological parameters. These analyses will be performed using 
the approach described in Ge et al. (2011) 
Clarifications on the implementation of the supplementary analysis on the 
primary endpoint using pattern mixture model  
Addition of sensitivity analysis on the primary endpoint using CMH test 
Method of pooling centers clarified (sensitivity analysis including center as 
fixed effect). 
 
Addition of descriptive statistics on demographics and baseline characteristics 
for the FSS, Safety and SSF1 populations. 
 
Addition of descriptive statistics on completion status, baseline characteristics, 
treatment exposure and treatment emergent adverse events for the subset of 
patients from the ITT set with missing biopsy results at Week 72 
Additional compliance summary up to week 72 for SEA  
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Addition of shift tables from baseline to week 72 and follow-up for fibrosis 
stage, ballooning, inflammation, steatosis, NAS disease activity score and SAF 
activity score 
Additional information provided regarding summaries of morphometry data 
Analyses of change from baseline in NAS disease activity score and 
Framingham risk scores aligned to have consistent assumptions of variable 
distribution at SEA and final 
Analysis of hsCRP and NT-ProBNP updated to be performed on log 
transformed values 
 
Addition of 2 subgroup analyses for primary and key secondary endpoints 
Addition of exploratory analyses for the ITTF1 population  
Addition of exploratory analyses for the FITT population  
Addition of safety analyses for SSF1 population 
 
Added raw counts of number of events for summaries of AE data 
Added clarification regarding which laboratory parameters will be analyzed 
using repeated measures ANCOVA 
Added definition and analysis of eGFR 
New figures for laboratory parameters 
 
Updated section 8. “Changes in planned analyses” according to the protocol 
amendments 
Editorial changes 
 
 

4.0 22 Apr 
2020 

Due to changes in the definition of the long-term primary endpoint, several 
former components of the endpoint are to be considered as AEs and included in 
safety analyses 
Added definition and analysis of AESIs 
New figure for albuminuria 
Added clarifications regarding the strategy for eDISH plots 
Added clarifications regarding the categorization of subjects with serum 
creatinine increases 
Added analysis of eGFR decreases 
Removed the criteria for DILI adjudication that were not consistent with the 
protocol. 
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