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DUET STUDY

Study Objective:

To evaluate the efficacy and safety of sparsentan, as 

compared with irbesartan, to reduce proteinuria in patients 

with primary FSGS during an 8-week, double-blind study 

period and an open-label extension

FSGS = focal segmental glomerulosclerosis.
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DUET Study Design

Note: Patients were assigned to dose cohort, then randomized to sparsentan or irbesartan within the dose cohort. Study drug 
administered orally, once daily. Patients who weighed ≤50 kg received half of the daily dose of sparsentan or irbesartan according 
to the assigned dose cohort. 
aAfter 2 weeks RASI washout. 
eGFR = estimated glomerular filtration rate; IRB:SPAR = patients randomized to irbesartan who then transitioned to sparsentan in
the OLE; RASI = renin-angiotensin system inhibitor; SPAR:SPAR = patients randomized to sparsentan who also received 
sparsentan in the OLE; UPC = urinary protein-to-creatinine ratio.

• Patients aged 8–75 
(US) or 18–75 (EU) 
years

• Biopsy-proven 
primary FSGS or 
documented 
genetic mutation; 
patients with 
secondary FSGS 
were excluded

• UPC ratio ≥1.0 g/g

• eGFR >30 
mL/min/1.73 m2

Selected Criteria

Double Blind
8 Weeks 

200 mg SPAR

400 mg SPAR

800 mg SPAR

Open-Label Extension (OLE)

(Current Analysis)

End of 

Study
Study Week 0 4 8

300 mg IRB

800 mg SPAR

300 mg IRB

200 mg SPAR

300 mg IRB

400 mg SPAR

Assignment and

Randomizationa

SPAR:SPAR

SPAR:SPAR

SPAR:SPAR

IRB:SPAR

IRB:SPAR

IRB:SPAR

Sparsentan (SPAR)

Irbesartan (IRB)
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Double Blind

• Primary

– Percent change in UPC from 
baseline

• Secondary

– Modified partial remission 
(FPRE)1

▪ Proportion of patients who achieved 
UPC ≤1.5 g/g and a >40% reduction 
in UPC from baseline to week 8

Study Endpoints

1. Troost JP, et al. Clin J Am Soc Nephrol. In press.

Open-Label Extension

• To determine the effect of 
sparsentan on UPC, BP, and 
eGFR over time (interim 
analysis through 48 weeks)

• To determine the safety profile 
of sparsentan over time (interim 
analysis through 48 weeks)
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• Efficacy analyses include all patients who receive open-label SPAR 
(ie, SPAR:SPAR and IRB:SPAR) and have any efficacy assessment 
in the OLE

• Safety analyses include all patients who receive open-label SPAR (ie, 
SPAR:SPAR and IRB:SPAR) and have any safety assessment in the 
OLE

• Baseline was defined as week 0 for patients receiving SPAR:SPAR, 
and week 8 for patients receiving IRB:SPAR

• This interim analysis of the OLE included follow-up through 48 weeks

Statistical Analysis
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DUET: Results from 8-Week
Double-Blind Period
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Baseline Characteristics

Irbesartan 

(n=32)

Sparsentan, all doses

(n=64)

Age, n (%), years

Pediatric (8–18 years)

Adult (19–75 years)

8 (25)

24 (75)

12 (19)

52 (81)

Sex, n (%)

Female

Male

14 (44)

18 (56)

27 (42)

37 (58)

Race, n (%)

Asian

Black

White

Other

1 (3)

6 (19)

23 (72)

2 (6)

4 (6)

6 (9)

51 (80)

3 (5)

Ethnicity, n (%)

Hispanic/Latino

Non-Hispanic/Non-Latino
5 (16)

27 (84)

13 (20)

51 (80)

BMI kg/m2, mean (SD) 28.1 (6.2) 28.4 (6.1)

ACEI or ARB use before washout, n (%) 25 (78) 52 (81)

Immunosuppressant use, n (%)

Corticosteroids

Calcineurin inhibitors

Mycophenolate mofetil

Other

13 (36)

4 (11)

5 (14)

7 (19)

0

21 (29)

14 (19)

9 (12)

6 (8)

1 (1)

eGFR, mL/min/1.73 m2, mean (SD) 73.1 (43.1) 72.8 (36.5)

UPC, g/g, median (SD) 3.27 (2.67) 3.62 (3.78)

Nephrotic-range/proteinuria (at Visit 3; UPC >3.5 g/g), n (%) 14 (44) 33 (52)

ACEI = angiotensin-converting-enzyme inhibitor; ARB = angiotensin II receptor blocker; BMI = body mass index; eGFR = estimated 

glomerular filtration rate; SD = standard deviation; UPC = urinary protein-to-creatinine ratio.
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DUET Study – Reduction in UPC from Baseline to Week 8
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DUET OLE: Patient Disposition
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Patient Disposition – Interim Data Cutoff

N=109 Patients Randomized

SPAR (n=73) IRB (n=36)

68 SPAR patients 

complete 8-week DB
35 IRB patients 

complete 8-week DB

2 AEs

1 Lost to follow-up

1 Protocol violation

1 Other

1 AE

61 SPAR:SPAR 

at data cutoff*

31 IRB:SPAR 

at data cutoff*

3 Consent withdrawals

1 AE

1 Pregnancy

1 Lost to follow-up

1 Other

1 Consent withdrawal

1 AE

1 Pregnancy

1 Other

OLE
(transition to SPAR)

Baseline characteristics of patients in the OLE were similar to those in the DB period 

*As of June 9, 2016.
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DUET OLE: Interim Efficacy and 
Safety Analysis
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Double 
Blind

Open-Label Extension
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Double Blind
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Treatment-Emergent Adverse Events (TEAEs)

Patients with TEAEs from Baseline

N (%)

SPAR:SPAR

(n=57)

IRB:SPAR

(n=33)

Patients with ≥1 serious TEAE, n (%) 7 (12.3) 3 (9.1)

Patients with ≥1 TEAE, n (%) 51 (89.5) 24 (72.7)

TEAEs Occurring in ≥10%, n (%)

Anemiaa 9 (15.8) 5 (15.2)

Cough 6 (10.5) 2 (6.1)

Diarrhea 7 (12.3) 2 (6.1)

Dizziness 11 (19.3) 2 (6.1)

Edema 6 (10.5) 0

Edema, peripheral 9 (15.8) 1 (3.0)

Headache 15 (26.3) 5 (15.2)

Hypotension 9 (15.8) 2 (6.1)

Nausea 11 (19.3) 0

Upper respiratory tract infection 5 (8.8) 4 (12.1)

aIncludes anemia, iron-deficiency anemia, and decreased blood hemoglobin. 
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Strengths and Limitations

Strengths

• High rate of rollover into the OLE

• Limited drop-out

• Collection of patient-reported 
outcomes data

Limitations

• No washout

• No direct measurement of GFR

• Lack of measures of changes in 
renin-angiotensin axis or 
endothelin
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Conclusions

• Patients with primary FSGS achieved progressive reduction in proteinuria with 
SPAR over 48 weeks in the DUET study OLE 

– SPAR effects on proteinuria were associated with stable eGFR 

– After reduction at early time points, BP remained stable during the OLE

• Transition to SPAR from IRB led to further reduction in proteinuria with long-term 
stability in eGFR 

• Effects of SPAR were similar, even after exclusion of data following new 
immunosuppressant therapy during the OLE

• SPAR was well tolerated during the OLE, including in patients who transitioned 
from IRB

• 74 patients remain in the OLE

• A future Phase 3 study will further characterize long-term effects of SPAR on 
preservation of kidney function and proteinuria in primary FSGS
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