
Proteinuria Level in IgAN
• Single strongest modifiable prognostic factor in IgAN

Pitcher D, et.al. Clin J Am Soc Nephrol. Published online April 13, 2023. doi:10.2215/CJN.0000000000000135



KDIGO 2021 Guidelines
Management of Patients with IgAN

Rovin BH, et al. Kidney Int. 2021;100(4):753-779. 

Glucocorticoids
• Benefit not well established
• Side effects including:
 Latent infections
 Osteoporosis
 Obesity
 Metabolic syndrome



STOP IgAN Trial

Over a follow-up period of up to 
10 years, patients with IgAN 

did NOT benefit from additional 
immunosuppression on top of 

supportive care measures

Schimpf JI, et al. BMC Nephrol. 2018;19(1):328. 



International IgAN Prediction Tool at Biopsy: Adults

https://qxmd.com/calculate/calculator_499/international-igan-prediction-tool-at-biopsy-adults  
Barbour SJ, et al. JAMA Intern Med. 2019;179(7):942-952. 



Oxford Classification: MEST-C Score

Trimarchi H, et al. Kidney Int. 2017;91(5):1014-1021.

Mesangial proliferation M

Endocapillary hypercellularity E

Segmental glomerulosclerosis S

Tubular interstitial inflammation 
and fibrosis T

Presence of crescents C



Endothelin-1 (ET-1) & Angiotensin II (Ang II)
Key Players in Driving Kidney Injury, Proteinuria, and 
Disease Progression in IgAN

• Proteinuria has a central role in disease pathophysiology 

The pathophysiologic effects of both ET-1 and Ang II on 
glomeruli, tubulointerstitial areas, and vasculature drive 

progression of kidney failure

↑ Proteinuria



PROTECT Trial

Heerspink HJL, et al. Lancet. 2023;401(10388):1584-1594.

• International, randomized, double-blind, active-controlled phase 3 
study

• Investigated sparsentan vs irbesartan in adults with IgAN and 
proteinuria of ≥1 g/day despite maximized renin-angiotensin 
system inhibitor

Sparsentan: novel non-immunosuppressive dual 
endothelin & angiotensin receptor antagonist



PROTECT Trial: Interim Analysis

Heerspink HJL, et al. Lancet. 2023;401(10388):1584-1594.

• Recruited patients at high risk of 
progression despite optimized 
standard of care for at least 3 
months

• Compared sparsentan, a dual 
endothelin angiotensin receptor 
antagonist (DEARA), with the 
active control irbesartan

• Sparsentan → significant 
proteinuria reduction

Percentage of patients with complete and partial 
remission of proteinuria at any time during treatment 
in the double-blind period



Percentage change from baseline in urine protein-creatinine ratio in the 
sparsentan vs irbesartan group at week 36 (primary efficacy endpoint)

PROTECT Trial: Interim Analysis

Heerspink HJL, et al. Lancet. 2023;401(10388):1584-1594.
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