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Sparsentan

Patient-Reported Outcomes in the Phase 3
DUPLEX Study

Summary

e Sparsentan is an investigational therapeutic candidate for the treatment of FSGS'2

Prescribing Information

e FILSPARI (sparsentan) is an endothelin and angiotensin II receptor antagonist indicated to
slow kidney function decline in adults with primary immunoglobulin A nephropathy (IgAN)
who are at risk for disease progression?

Background

e FSGS has been linked to multiple factors impacting QOL, including global health,
depression, anxiety, and mobility*

e Patients with FSGS experience higher comorbidity and economic burdens compared to non-
FSGS control groups, which have been significantly linked to degree of proteinuria®

e In the phase 3 DUPLEX study, PROs were assessed by the KDQOL-36 questionnaire
throughout the course of treatment®
Study Data

e Adult patients experienced meaningful improvement in kidney disease burden from
baseline and maintained HRQOL throughout 2 years of treatment®

e The DUPLEX study was not powered to assess differences between sparsentan and
irbesartan in PROs. All presented analyses should be considered exploratory®

Prescribing Information

For more information, please refer to the Prescribing Information.
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Background

Sparsentan is a novel, first-in-class, and the only single molecule antagonist of the ETa and AT:
receptors.?”® Preclinical studies in rodent models of chronic kidney disease have shown that
blockade of both ETa and AT: pathways reduces proteinuria, protects podocytes, and prevents
glomerulosclerosis and mesangial cell proliferation.®!?

The DUPLEX Study

The DUPLEX study (NCT03493685) is a global, randomized, multicenter, double-blind, active-
controlled, phase 3 trial examining the safety and efficacy of sparsentan as compared to irbesartan
in patients aged 8 to 75 years with biopsy-proven FSGS. Patients with UPCR >1.5 g/g at screening,
eGFR =30 mL/min/1.73 m?, and mean seated BP >100/60 mm Hg (patients >18 years) or above
the 5th percentile for sex and height (<18 years) were eligible. After a 2-week washout period, 371
patients were randomized to receive either sparsentan or irbesartan, and subsequently dose
titrated over 2 weeks to the maximum dose of either 800 mg/day sparsentan or 300 mg/day
irbesartan, as tolerated.!? Patients remained on maintenance doses of sparsentan or irbesartan
during a 108-week double blind phase. Standard-of-care treatment, including RAASI, was resumed
in Weeks 108-112. The primary efficacy endpoint was eGFR slope over 108 weeks of treatment,
defined as eGFR total slope from Day 1 to Week 108 of treatment and eGFR chronic slope from
Week 6 to Week 108 (following the initial acute effect of randomized treatment). The key
secondary endpoint was percent change in eGFR from baseline to 4 weeks post-cessation of
randomized treatment at Week 112.'2 An additional interim endpoint was the proportion of patients
achieving partial remission of proteinuria, defined as UPCR <1.5 g/g and a >40% reduction (FPRE)
at Week 36. Proportion of patients achieving complete remission of proteinuria (UPCR <0.3 g/g) at
any time in the double-blind period was also examined. Safety was assessed by double-blind
monitoring of adverse events and safety endpoints.'2

Assessment of HRQOL Associated With Kidney Disease

FSGS is associated with a high burden of illness impacting multiple factors of patients’ lives,
including degree of comorbidities, healthcare utilization, mobility, healthcare costs, and QOL.%>

The DUPLEX study included assessment of PROs utilizing the KDQOL-36 at baseline and every 12
weeks to Week 108 of the double-blind phase.® The KDQOL-36 is a 36-item short-form survey
commonly used to assess HRQOL in patients with kidney disease and ESKD. The survey is
comprised of ESKD-specific and general HRQOL subscales, namely Symptoms/Problems of Kidney
Disease, Effects of Kidney Disease, Burden of Kidney Disease, Physical Component Summary,
Mental Component Summary, and Bodily Pain scale. An overall Summary Score is also
calculated.®!31% Scores for each subscale range from 0 to 100, with lower scores reflecting worse
self-reported QOL.'3 In the DUPLEX study, a 5-point change from baseline was considered clinically
meaningful.®
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Study Data

The DUPLEX Study

Among adult patients, 306 (91% of enrolled adults) completed the KDQOL-36. Demographics and
baseline KDQOL-36 scores were comparable for sparsentan-treated and irbesartan-treated patients

(Table 1).5

Table 1. Baseline Demographic and KDQOL-26 Scores of Patients in the DUPLEX Study

Characteristic

Sparsentan

Irbesartan

(N=148)

(N=158)

| Age (years), mean (SD) 45.5 (14.6) 44.7 (15.2)
Male sex, no. (%) 85 (57.4) 87 (55.1)
Hispanic or Latino, no. (%) 23 (15.5) 36 (22.8)
Race, no. (%)
Asian 23 (15.5) 25 (15.8)
Black 13 (8.8) 6 (3.8)
White 105 (71.0) 115 (72.8)
Other 7 (4.7) 12 (7.6)
KDQOL-36 Scores, mean (SD)
Physical Component Summary 44.8 (10.38) 46.4 (10.09)
Mental Component Summary 49.8 (8.38) 48.5 (10.12)
Bodily Pain 47.9 (10.81) 49.3 (10.32)
Symptoms/Problems of Kidney Disease 82.8 (16.05) 82.9 (16.51)
Effects of Kidney Disease 80.1 (20.34) 82.3 (18.93)
Burden of Kidney Disease 61.5 (25.85) 64.3 (27.74)
KDQOL-36 Summary Score 78.5 (16.54) 79.7 (15.66)

In both sparsentan and irbesartan groups, a clinically meaningful change in least squares mean
Burden of Kidney Disease scores was observed at Week 12 compared to baseline. Meaningful
change was maintained for 7 of 9 assessment points through Week 108; at Week 60 the change
was clinically meaningful only in irbesartan patients. No clinically meaningful differences were
found between sparsentan and irbesartan groups; however, the nominal P value was less than 0.05

for a small number of time points (Figure 1).°
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Figure 1. Least Squares Mean Change From Baseline for KDQOL-36 Scores by Treatment
and Visit*

Physical Component Summary Mental Component Summary
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Weeks Weeks
Effects of Kidney Disease Burden of Kidney Disease

Least Squares Mean Change From Baseline

Week

n Treatment 12 24 36 48 60 72 B84 96 108
@® Irbesartan 131 127 125 118 115/113 111 108 102

@ Ssparsentan 117 109|108 108 102 93 95 |89 90

*P<0.05 for differences between sparsentan and irbesartan. Note: vertical bars indicate 95% ClIs. Dotted lines
indicate meaningful changes thresholds. A higher score indicates better HRQOL/functioning.

Hazard ratios were calculated for time to first clinically meaningful improvement. No differences
were found between sparsentan and irbesartan groups, except for the Bodily Pain score (favoring
sparsentan) and the Mental Component Summary score (favoring irbesartan) (Figure 2).°
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Figure 2. Hazard Ratios for Time to First Meaningful Improvement in KDQOL-36 Scores in
Sparsentan and Irbesartan Patients

Hazard Ratio (95% CI)

Physical Component Summary Score —reo— 1.14 (0.83, 1.56)
Mental Component Summary Score —C— 0.63 (0.45, 0.88)
Bodily Pain Score —— 1.58 (1.09, 2.28)
Symptoms and Problems of Kidney Disease Score —— 0.97 (0.68, 1.37)
Effects of Kidney Disease Score H—— 1.30 (0.93, 1.80)
Burden of Kidney Disease Score —e— 1.26 (0.95, 1.66)
KDQOL-36 Summary Score —— 1.02 (0.74, 1.40)
. . T . =

0.25 0.5 1.0 2.0 4.0

>
Favors Irbesartan Favors Sparsentan

Study Limitations

The DUPLEX study was not powered to assess differences between sparsentan and irbesartan in
PROs. Additionally, the KDQOL-36 may not be sensitive enough to identify differences between the
treatment arms in the clinical parameters in the DUPLEX study. Although a 5-point change from
baseline in KDQOL-36 scores was defined as clinically meaningful for the purposes of this study,
there is no standardization of meaningful change for patients with FSGS. Given these limitations,
these analyses should be considered exploratory.®

Abbreviations

ATy, angiotensin II type 1; BP, blood pressure; CI, confidence interval; eGFR, estimated glomerular
filtration rate; ESKD, end-stage kidney disease; ETa, endothelin-1 type A; FPRE, FSGS partial
remission endpoint; FSGS, focal segmental glomerulosclerosis; HRQOL, health-related quality of
life; IgAN, immunoglobulin A nephropathy; KDQOL-36, Kidney Disease Quality of Life-36; PRO,
patient-reported outcome; QOL, quality of life; RAASI, renin—angiotensin—-aldosterone system
inhibitor; SD, standard deviation; UPCR, urine protein-to-creatinine ratio.
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