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Introduction
•	 The DUET study examines sparsentan, a novel, orally active, dual-acting, selective antagonist of the 

angiotensin II AT1 receptor and the endothelin type A receptor, versus irbesartan for the treatment of 
primary and genetic FSGS1,2 

ͷͷSparsentan (over the pooled 200, 400, and 800 mg/day dose range) resulted in greater reduction 
in proteinuria versus irbesartan 300 mg/day over an 8-week double-blind period2 
ͷͷThe incidence of treatment-emergent adverse events (TEAEs) in the double-blind period was 76.7% 
(56/73) in the sparsentan-treated patients and 72.2% (26/36) in the irbesartan-treated patients2 

§§ Sparsentan-treated patients experienced more frequent hypotension, dizziness, edema, and 
gastrointestinal TEAEs

ͷͷSparsentan continues to be evaluated in an open-label extension (OLE) phase of the DUET study,1,2 
and based on the most recently presented 84-week interim analysis (data cut in November 2017),3 
further clinical development of sparsentan is appropriate

Objective
To examine the potential impact of sparsentan on quality of life (QoL) in patients with FSGS in the DUET 
study during both the double-blind and OLE (Weeks 48 and 144) periods

Methods
Study Design  
•	 DUET (NCT01613118) is a phase 2, randomized, double-blind, active-controlled study  (Figure 1)1,2 
•	 The key features of the study design have been previously published1,2   
•	 The SF-36 questionnaire was administered to adults at multiple time points, including baseline and at 

Weeks 8, 48, and 144

Figure 1. DUET study design1 

• Patients aged 8–75
 (US) or 18–75 (EU)
 years
• Biopsy-proven
 FSGS or documented
 genetic mutation;
 secondary FSGS
 excluded
• UP/C ratio ≥1.0 g/g
• eGFR >30 mL/min/
 1.73 m2   
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New IST
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SF-36
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SF-36 SF-36 SF-36

Note: Patients were assigned to dose cohort, then randomized to sparsentan or irbesartan within the dose cohort. Study drug was 
administered orally once daily. Patients who weighed ≤50 kg received half the assigned daily dose of sparsentan or irbesartan. In 
the OLE period, patients were placed on the sparsentan dose they would have received according to the double-blind dose group 
in which they were enrolled.
aAfter 2 weeks of RASI washout. 
bIf a patient was taking ISTs (except rituximab or cyclophosphamide), the dose and/or levels must have been stable for 1 month 
before randomization and the investigator should not have had plans to alter the regimen during the first 8 weeks of treatment, 
except to stabilize levels.
eGFR, estimated glomerular filtration rate; FSGS, focal segmental glomerulosclerosis; IRB, irbesartan; IST, immunosuppressive therapy; 
OLE, open-label extension; RASI, renin-angiotensin system inhibitor; SPAR, sparsentan; UP/C, urinary protein-to-creatinine ratio.
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Study Measures   
•	 The SF-36 includes 8 scales (4 physical and 4 mental), which are aggregated into the physical component 

score and mental component score4

•	 Norm-based scoring was used for the SF-36 physical and mental component scores at each completion 
time point 

ͷͷGeneral population norm-based scores have a mean ± standard deviation (SD) of 50 ± 104

ͷͷChanges of 2 to 4 points in the physical component score or mental component score have been 
reported as important changes4

Data Analysis
•	 The full analysis set for the double-blind period (FAS) includes all randomized patients who received at 

least one dose of study drug and had at least one post-baseline efficacy evaluation 
•	 The full analysis set for the OLE (OLE FAS) includes all patients who received open-label sparsentan and 

had efficacy assessments after receiving open-label sparsentan 
•	 Cross-sectional SF-36 physical and mental component scores at baseline and Weeks 8, 48, and 144 were 

analyzed in adults
•	 Longitudinal changes from baseline in the physical and mental component scores were examined using 

descriptive statistics
ͷͷLeast squares mean (LSM) and standard error of the mean (SEM) for the change from baseline to 
Week 8
ͷͷMean ± SD and 95% confidence interval (CI) for the mean change from baseline to Week 48 and 144

§§ OLE baseline for SPAR:SPAR was Week 0 and OLE baseline for IRB:SPAR was Week 8 

Results
•	 The DUET study FAS consisted of 73 patients who were randomized to the sparsentan group and 36 

patients who were randomized to the irbesartan group
•	 Patient demographics and baseline characteristics were similar between groups in the FAS2 

Figure 2. Cross-sectional SF-36 physical and mental component scores at baseline and Week 8 
did not differ between sparsentan and irbesartan groups (FAS) 
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•	 The LSM change in component scores from baseline to Week 8 did not differ between the sparsentan 
and irbesartan groups 

ͷͷPhysical component score LSM (SEM) change from baseline to Week 8 was -0.3 (0.9) in the sparsentan 
group (n=49) and 0.7 (1.2) in the irbesartan group (n=25) (P=0.5103)  
ͷͷMental component score LSM (SEM) change from baseline to Week 8 was -0.1 (1.0) in the sparsentan 
group (n=49) and 0.2 (1.5) in the irbesartan group (n=25) (P=0.8725) 

Figure 3. Cross-sectional mean physical component score up to Week 144 did not change  
(OLE FAS)
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IRB:SPAR, irbesartan:sparsentan; OLE FAS, open-label extension full analysis set; SPAR:SPAR, sparsentan:sparsentan.

Figure 4. Cross-sectional mean mental component score up to Week 144 did not change  
(OLE FAS) 
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Table 1. Mean change from baseline in physical and mental component scores during the OLE 
(OLE FAS)

Baseline to Week 48 Baseline to Week 144

 
SF-36 Dimension

SPAR:SPAR  
(n=42)

IRB:SPAR  
(n=21)

SPAR:SPAR  
(n=29)

IRB:SPAR  
(n=18)

PCS
Mean ± SD (95% CI)

 
0.0 ± 7.1 (-2.2, 2.2)

 
1.9 ± 6.0 (-0.8, 4.7)

 
1.6 ± 6.5 (-0.9, 4.0)

 
1.5 ± 4.9 (-1.0, 3.9)

MCS
Mean ± SD (95% CI)

 
1.3 ± 7.2 (-1.0, 3.5)

 
1.5 ± 6.7 (-1.6, 4.5)

 
3.1 ± 8.4 (-0.1, 6.3)

 
-0.2 ± 10.8 (-5.6, 5.2)

OLE baseline for SPAR:SPAR was Week 0 and OLE baseline for IRB:SPAR was Week 8. 
CI, confidence interval; MCS, mental component score; OLE FAS, open-label extension full analysis set; PCS, physical component 
score.

Conclusions
•	 Evaluation of QoL using the SF-36 showed that the physical and mental component scores reported by 

DUET patients with FSGS were higher than those previously reported by patients with steroid-resistant 
FSGS in the FSGS Clinical Trial (2011) and were similar to healthy subjects5

ͷͷIn a prior study, healthy subjects had composite physical and mental component scores (mean ± 
SD norm-based) of 50.0 ± 10.0, respectively, whereas patients with steroid-resistant FSGS had a 
composite physical component score of 44.3 ± 10.3 and a composite mental component score of  
44.1 ± 12.65 
ͷͷFSGS patients in the DUET study appear to have a better QoL than steroid-resistant patients previously 
reported in the FSGS Clinical Trial5

•	 The mean physical and mental component scores in DUET were similar in sparsentan- and  
irbesartan-treated patients during the double-blind period and remained stable over 2 years during  
the OLE period, regardless of original randomization group

•	 Sparsentan does not appear to have a negative effect on QoL
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