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Summary statistics will include mean (arithmetic and geometric), SD, CV (arithmetic and 
geometric), median, minimum and maximum. Concentrations below LLOQ will be treated as 
zero in summary statistics and for PK parameter derivation. Zero values will be treated as 
missing data when calculating geometric mean and geometric CV.   
Pharmacokinetic parameters will be summarized by treatment with descriptive statistics as 
above. Graphical methods will be employed to show mean and individual concentration-time 
profiles over the whole study by treatment, with time defined as visit and actual day 
respectively. 

7 Statistical methods for Pharmacodynamic (PD) parameters 
All patients within the PD analysis set will be included in the PD data analysis. 

7.1 Primary objective 
The primary objective is to determine the effect of VAY736 and of CFZ533 versus their 
respective placebo on disease activity in SLE patients at Week 29 compared to baseline. The 
primary analysis will compare active treatment with its matching placebo based on the PD 
analysis set within either cohort independently. 

7.1.1 Variables 
The primary endpoint is a composite of SRI-4 response at Week 29 with sustained reduction in 
oral corticosteroid from Week 17 through Week 29.  
SRI-4 response is defined as below:  

• having ≥4 points reduction from baseline in SLEDAI-2K score AND  
• no new BILAG-2004 A organ domain score and no more than one new BILAG-2004 

B organ domain scores compared with baseline AND  
• <0.3 mm or <10 mm point increase if scaled 0 to 3 or 0 to 100 mm, respectively in the 

physician’s global assessment from baseline 
Sustained reduction in oral corticosteroids is defined as below:  

• ≤5 mg/day or ≤ baseline dose, whichever is lower, at Week 17  
AND  

• no increase of that dose from Week 17 through Week 29  
 
When all these criteria are met, the patient is considered as a responder. However, patients 
receiving CS dosing in addition to the baseline CS dosing levels or subsequent, reduced levels 
attained at Week 17 after completing the guided corticosteroid tapering period will be 
considered non-responder for primary endpoint: 

• if total daily CS dose is >30 mg/d prednisone or equivalent, or 
• increased daily CS dose is administered >2 days within a 4-week treatment cycle, or 
• daily CS dose is increased within 2 weeks of Study Visit Week 29. 
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