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►METHODS
SPARTAN Study Design (NCT04663204)

► The SPARTAN study is being conducted at 5 participating sites in the UK (Figure 2)

► Changes in urinary biomarkers were measured by ELISA and normalized to creatinine concentration

► OBJECTIVE
► Here, we report interim clinical findings for proteinuria and urinary biomarkers over the first 24 weeks of 

treatment with sparsentan from SPARTAN
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► INTRODUCTION
► Sparsentan is a non-immunosuppressive, novel, dual endothelin angiotensin receptor antagonist (DEARA) 

(Figure 1), approved in the US and Europe, and indicated to slow kidney function decline in adults with IgAN1-6

► SPARTAN (NCT04663204) is a phase 2, open-label, single-arm multicenter trial designed to study the efficacy 
and safety of sparsentan as first-line therapy in patients with IgAN7

► The study also examines the effects of sparsentan on the underlying pathophysiology in IgAN, incorporating a 
biomarker-focused approach

Figure 2. Study Design and Patient Assessment Schedule

► RESULTS
Patient Population
► As of the data cutoff (February 15, 2024), 12 patients participated in the SPARTAN trial for 24 weeks; 1 patient 

discontinued treatment after week 6 (Table 1)

Table 1. Demographics and Baseline Characteristics of Patients in the SPARTAN Trial

*Eligibility criteria for SPARTAN did not allow ACEis/ARBs use within ≤12 months. †Eligibility criteria for SPARTAN did not allow systemic IST within ≤6 months. 
‡n=11. §Office BP.

Proteinuria
► Proteinuria reductions were rapid and sustained over 24 weeks of sparsentan treatment (Figure 3)
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Urinary biomarkers
► Rapid and sustained reductions in urinary biomarkers of inflammation, immune cell recruitment/modulation, and 

fibrosis were observed after starting sparsentan (Figures 4-6)
► Protein-protein network mapping reveals a close relationship between affected biomarkers, suggesting a 

coordinated effect of sparsentan on modulation of intrarenal inflammatory and fibrotic pathways within multiple 
nephron segments (Supplementary Figure)

Safety
► Sparsentan was well tolerated with no new safety signals

► CONCLUSIONS
► Interim findings from the SPARTAN trial show that sparsentan, as a first-line treatment in patients with IgAN, 

led to rapid and sustained reductions in proteinuria (≈70% from baseline)
► The biomarker results show evidence of the anti-inflammatory and anti-fibrotic actions of sparsentan in the 

clinical setting, consistent with extensive preclinical data8,9

► Sparsentan reduces urinary BAFF and C5b9, suggesting downregulation of B-cell and complement activation 
pathways 

► This enhances the scope of sparsentan’s mode of action to cellular effects well beyond hemodynamic actions

KEY TAKEAWAY
Sparsentan treatment resulted in rapid and sustained reductions in proteinuria and urinary biomarkers of 
inflammation and fibrosis, suggesting disease-modifying effects in IgAN

For more information about the trial, please visit 
https://www.clinicaltrials.gov/study/NCT04663204

ABBREVIATIONS
α2M, alpha-2-macroglobulin; ACEi, angiotensin-converting enzyme inhibitor; AE, adverse event; Ang 
II, angiotensin II; ARB, angiotensin receptor blocker; AT1R, angiotensin II type 1 receptor; BAFF, B-
cell activating factor; BP, blood pressure; CH13L1, chitinase-3-like protein 1; CXCL10, C-X-C motif 
chemokine ligand 10; CXCL16, C-X-C motif chemokine ligand 16; DEARA, dual endothelin angiotensin 
receptor antagonist; eGFR, estimated glomerular filtration rate; ELISA, enzyme-linked immunosorbent 
assay; ET-1, endothelin-1; ETAR, endothelin-1 type A receptor; GDF15, growth/differentiation factor 
15; GFR, glomerular filtration rate; IgAN, immunoglobulin A nephropathy; IL6, interleukin 6; IST, 
immunosuppressive therapy; MCP-1, monocyte chemoattractant protein-1 RASi, renin-angiotensin 
system inhibitor; sC5b9, soluble C5b9; sCD163, soluble CD163; SE, standard error; SEM, standard 
error of the mean; SOC, standard of care; SPAR, sparsentan; UPCR, urine protein-to-creatinine ratio; 
UPE, urine protein excretion.
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Figure 1. Sparsentan Mechanism of Action

*24-hour collection.

SPARTAN 
(N=12)

RASi use, %
IST use, %

0*
0†

Time from initial kidney biopsy to informed consent, 
median (IQR), years
Age at informed consent, mean (SD), years

0.25 (0.14-0.39)‡

35.8 (12.2)
Male sex, %
White race, %

58
83

UPE, median (IQR), g/day
UPCR, median (IQR), g/g

1.7 (0.6-3.3)
1.3 (0.4-1.7)

eGFR, mean (SD), mL/min/1.73 m2 70.2 (25.0)

BP, mean (SD), mm Hg§

Systolic
Diastolic 

125 (10)
78 (10)

Weight, mean (SD), kg 83.1 (24.7)

    
   

*On-treatment analysis; 1 patient discontinued after week 6.
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*1 patient discontinued after week 6 and has been excluded from the analysis.

Figure 4. Urinary BAFF and sC5b9 Biomarker Change From Baseline*

Figure 3. Proteinuria Change (UPCR) From Baseline*

Figure 5. Urinary Inflammatory and Profibrotic Biomarker Change From Baseline*

*1 patient discontinued after week 6 and has been excluded from the analysis.

Figure 6. Urinary Chemokine and Cytokine Biomarker Change From Baseline*

*1 patient discontinued after week 6 and has been excluded from the analysis. †α2M, clusterin, and plasminogen analysis was performed only at baseline and week 12.
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SPAR targets glomerular
injury and slows kidney
function

EFFECTS:

Anti-proteinuric®

*These effects are based on preclinical
animal modeling data.

SPARSENTAN

Week 110 to 114

Follow-up

Start SOC RASi
therapy

Final visit

82 94 106 110 114

Day 1 to week 2
SPAR
200 mg

Day

Week 3 to 110
SPAR
400 mg

Treatment period, weeks

24

SPARTAN | Screening

Key eligibility criteria
Age 218 years
Biopsy-proven IgAN within <6 months
Proteinuria =0.5 g/day
eGFR =30 mL/min/1.73 m2
No ACEis/ARBs within past 12 months
No systemic IST within past 6 months

Key endpoints
Safety
Change in proteinuria from baseline
Complete remission of proteinuria
(<0.3 g/day)
Change in GFR and BP from baseline

N=12

Proteinuria*

Kidney biopsy

Urine, plasma,
and serum

Screening 36 48
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