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Sponsor  
Novartis 
 
Generic Drug Name 
QAW039/Fevipiprant 
 
Trial Indication(s) 
Renal impairment 
 
Protocol Number 
CQAW039A2107 
 
Protocol Title 
An open-label, single-dose, parallel group study to assess the pharmacokinetics of fevipiprant (QAW039) in patients with End-stage 
Renal Disease on hemodialysis and optionally in patients with severe to moderate and mild renal impairment compared to matched 
healthy volunteers including a cross-over assessment in End-stage Renal Disease patients on the effect of dialysis on fevipiprant 
pharmacokinetics 
 
Clinical Trial Phase 
Phase I 
 
Phase of Drug Development 
Phase III 
 
Study Start/End Dates  
05Jul2017 to 07Aug2018 
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Reason for Termination (If applicable) 
N/A 
Study Design/Methodology 
This was an open-label, parallel-group study to assess the pharmacokinetics of fevipiprant (QAW039) in patients with ESRD (Group 
1) and their matched healthy volunteers (Group 2a). Patients with severe/moderate (Group 3), and mild (Group 4) renal impairment 
and their matched healthy controls (Group 2b) were also enrolled. In addition to the parallel groups, the study had a cross-over 
element, where enrolled patients with ESRD (Group 1) underwent hemodialysis to asses impact of dialysis on pharmacokinetics of 
fevipiprant. In the first period (Period 1), fevipiprant was administered after dialysis completion. Subsequently in Period 2, fevipiprant 
was administered 1 hour before dialysis start. 
 
Centers 
2 centers in 2 countries: United States of America (1), Germany (1) 
 
Objectives: 
Primary objective:  
• To assess the PK of fevipiprant after a single oral dose in patients with renal impairment compared to healthy matched control 

subjects  
Secondary objectives:  
• To assess the relationship between estimated Glomerular Filtration Rate (eGFR) as well as creatinine clearance and plasma PK 

parameters  for fevipiprant 
• To assess the safety and tolerability of fevipiprant in patients with renal impairment 
• To assess the effect of dialysis on fevipiprant PK in patients with ESRD 
• To assess the urinary excretion of fevipiprant in patients with renal impairment compared to healthy controls 
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Test Product (s), Dose(s), and Mode(s) of Administration 
All subjects were assigned to receive fevipiprant 450 mg; patients with ESRD received 2 single doses of fevipiprant 450 mg in 2 
consecutive periods separated by a wash-out period of at least 7 days. All other patients and healthy subjects received 1 single 
dose of fevipiprant 450 mg. 
 
Statistical Methods  
Pharmacokinetic parameters Cmax, AUC0–68h (maximum 68 h PK collection was possible between two dialyses in ESRD patients) 
and AUCinf for fevipiprant were the primary variables for the assessment of PK of fevipiprant in patients with renal impairment 
compared to healthy matched controls. Individual log-transformed PK parameters (Cmax, AUC0–68h and AUCinf) of fevipiprant 
were analyzed separately using a linear mixed effects model with group as fixed effect and matched pair as random effect. Least 
square means for each group as well as contrasts between matched healthy and each renal impaired group with corresponding 
90% confidence intervals on the logscale were calculated. Results were back transformed to provide ratio of geometric means and 
90% confidence interval. Period 1 ESRD patients’ data (dosing after dialysis) were used for comparison with matched healthy 
subjects. 
 
Study Population: Key Inclusion/Exclusion Criteria  
Inclusion Criteria: 

• Male or female subjects between 18 and 75 years of age, inclusive 
• Healthy subjects must satisfy the criteria for normal renal function as evidenced by normal Glomerular Filtration Rate (GFR): 

eGFR ≥ 90 mL/min/1.73m2; each healthy subject must match in age (+/- 10years), gender, smoking status, and weight (+/- 
15%), a patient from the renail impaired patient groups: 

• A body mass index (BMI) within the range of 18 - 36 kg/m2 
• ESRD patients on hemodialysis: eGFR of  < 15 mL/min/1.73 m2 
• Patients with severe renal impairment: eGFR of< 30 mL/min/1.73m2 (without need of hemodialysis);  
• Patients with moderate renal impairment: 30 mL/min/1.73m2   ≤   eGFR  < 60 mL/min/1.73m2; 
• Patients with mild impairment: 60 mL/min/1.73m2   ≤   eGFR   <  90 mL/min/1.73m2 
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Exclusion Criteria: 
• Pregnant or nursing (lactating) women 
• History or evidence of any inherited bilirubin disease or disorder 
• subjects participating in another study 
• malignancies in the past 
• Hemoglobin levels below 10 g/dL at screening 
• HIV positiv 
• Heavy smokers (≥20 cigarettes per day) 
• Liver disease, as indicated by ALT, γ-GT, AST and alkaline phosphatase which should not exceed twice the upper limit of 

normal and should be stable (e.g. increased liver values known from previous patient records). Serum bilirubin > 27 μmol/L 
(1.6 mg/dL) 

• Clinically significant ECG changes and/or arrhythmias  
• Chronic infection with Hepatitis B (HBV) or Hepatitis C (HCV) 
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Participant Flow Table 

Subject disposition (Safety analysis set) 
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Baseline Characteristics  
Summary of subject demographics (safety analysis set) 
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Summary of Efficacy 
Primary Outcome Result(s)  
Summary statistics of plasma PK parameters for fevipiprant (PK analysis set) 
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Geometric mean ratio and 90% confidence intervals for fevipiprant PK parameters for patients with ESRD and renal impairment 
versus matched healthy subjects (PK analysis set) 
 

 



 

 
 
 
FRM-7043019 version 2.0 

Page 10 of 17 
 

 

 



 

 
 
 
FRM-7043019 version 2.0 

Page 11 of 17 
 

 



 

 
 
 
FRM-7043019 version 2.0 

Page 12 of 17 
 

Secondary Outcome Result(s) 
Summary statistics of fevipiprant plasma PK parameter values in patients with ESRD in Period 1 and Period 2 
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Summary statistics of Urine PK parameter values 
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Summary of Safety 

Safety Results  

Incidence of AEs by primary system organ class - n (percent) of subjects (Safety analysis set) 
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Incidence of AEs by preferred term - n (percent) of subjects (Safety analysis set) 
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Other Relevant Findings 
N/A 
 
Conclusion: 
The results of the study showed an increase in AUC0–68h of fevipiprant by 1.87-, 1.85- and 1.08-fold in patients with ESRD, 
severe/moderate and mild renal impairment relative to their matched healthy subjects, respectively. Considering variability, total 
Cmax values were comparable with geo-mean ratios of 1.34 and 1.22, and 0.77 respectively for patients with ESRD (dosed after 
dialysis), severe/moderate, and mild impairment in comparison to matched healthy subjects. In ESRD patients when undergoing 
dialysis (1h to 5h after dosing), systemic exposure to fevipiprant decreased by approximately 1.5 fold as compared to when 
fevipiprant was dosed after dialysis. There was no impact of renal impairment on plasma protein binding of fevipiprant. Therefore, 
the PK profile of unbound fevipiprant was overall similar to bound fevipiprant in plasma. The AUC0–68h,u of fevipiprant were 2.13, 
1.71 and 0.95-fold in patients with ESRD, severe/moderate and mild renal impairment relative to their matched healthy subjects. 
The modest correlation of the degree of renal impairment (as assessed by eGFR or the creatinine clearance) with AUC0–68h 
values confirms the relevance of non-renal elimination pathways for fevipiprant. The correlation was comparable for the BSA 
normalized measure of renal function (eGFR) and the estimates of absolute eGFR. 
Renal clearance of fevipiprant and the fraction of dose excreted unchanged in urine decreased in patients with mild and 
severe/moderate renal impairment as compared to healthy subjects. Due to lack of urine production, impact could not be assessed 
in ESRD subjects. While the impact on renal clearance was pronounced even in mild renal impairment, no relevant changes in 
systemic exposure were observed in this population. Again, the contribution of non-renal elimination pathways of fevipiprant 
explains why only high degrees of renal impairment have an impact on systemic PK. 
Overall severe/moderate and end stage renal impairment as well as dialysis can impact systemic exposure of fevipiprant, but the 
impact is small (≤ 2 fold). The single oral dose of 450 mg fevipiprant was safe and well tolerated in patients with ERSD, varying 
degree of renal impairment and matched healthy subjects. 
 
Date of Clinical Trial Report 
12 Feb 2019 
 


