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Introduction

Immunoglobulin A nephropathy (IgAN) is a rare kidney
disease with poor prognosis and high unmet medical
need. Sparsentan (SPAR) is the first EMA approved non-
iImmunosuppressive therapy for IgAN. SPAR's positive
effects on proteinuria and estimated glomerular filtration
rate are clinically relevant. However, those biochemical
endpoints are not recognized as patient relevant in the
German health technology assessment (HTA) process.
Here we demonstrate that SPAR prevents patients from
entering the chronic kidney disease (CKD) stage 4 or 5. A
post hoc analysis that led to the recognition of an
evidence based “additional benefit” in Germany’s HTA.

Methods

The randomized, double-blind, active-controlled,
multicenter Phase Il PROTECT! study examined the
efficacy and safety of SPAR (n=202) vs. maximum-
labeled dose IRB (n=202) in adult patients with biopsy-
proven IgAN over 110 weeks (Figure 1). As a study
inclusion criterion, patients had to have CKD stage 1-3 at
screening. However, some patients progressed to
CKD stage 4 prior to baseline visit (SPAR: n=15, IRB:
n=5). We analyzed the proportion of patients who
progressed to CKD stage 4 or 5 by Week 110 and the
time to progress to CKD stage 4 or 5. The entire study
population (CKD 1-4) as well as patients with CKD stages
1-3 at baseline (CKD 1-3) were analyzed.
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Figure 1: Study design of the Phase Ill PROTECT' study.

Results

Conclusions

SPAR significantly slowed renal function decline, reducing
progression to CKD stage 4 or 5. These findings
underscore the overall randomized clinical trial and the
importance of clinically relevant endpoints. The German
HTA process should consider surrogate endpoints for CKD
as patient relevant as they reflect critical diagnostic and
prognostic indicators to derive an additional benefit.

In the Phase Il PROTECT! study, SPAR demonstrated a
greater decrease In proteinuria and improved preservation
of eGFR compared to IRB. By slowing disease
progression, SPAR ftreatment thus achieved a key
therapeutic goal in the management of patients with IgAN.

Table 1: Patients with CKD stage 4 or 5 by Week 110.

Progression to Patients with  Time to progress
CKD stage CKD stage to CKD stage
4or5 4 ord 4 ord
CKD SPAR IRB RR* HR**
stages at n/N n/N [95 % CI] [95 %-CI]
baseline (%) (%) p-value p-value
0.731 0.666
CKD 1-4 zg/szg)z ?2/223)2 10.555: 0.964]  [0.458: 0.971]
' ' 0.026 0.034
0.735 0,672
CKD 1-3 ngg)? ?ggg)? [0,558; 0,969] [0,457; 0,989]
' ' 0.029 0.044

* RR and p-value were derived by a log binomial model with factors treatment and
randomization strata. ** HR and p-value were derived by a Cox proportional model
with factors treatment and randomization strata.
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Figure 2: Percentages of patients who progressed to CKD stage
4 or 5 by Week 110.

Significantly fewer patients treated with SPAR progressed
to CKD stage 4 or 5 compared to IRB. This benefit of
SPAR treatment was shown for patients with CKD stages
1-4 as well as for patients with CKD stages 1-3 at
baseline (Table 1, Figure 2). Moreover, the time to
progress to CKD stage 4 or 5 was significantly longer
under SPAR treatment indicating a reduced risk to
progress to CKD stage 4 or 5 by 33.4% (CKD 1-4:
HR=0.666) and 32.8% (CKD 1-3: HR=0.672) (Table 1).
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