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KDIGO recommends assessing estimated glomerular filtration rate and proteinuria
as the only valid prognostic biomarkers and to monitor treatment outcomes?!

KDIGO 2025 guidelines state that proteinuria should be maintained at a minimum of <0.5 g/d (or
equivalent); ideally at <0.3 g/d (or equivalent) as disease management goals. Guidelines are
evolving with emerging information regarding disease state and treatment modalities®

Proteinuria—a key prognostic biomarker
for patients with IgA nephropathy

It contributes significantly to
the global burden of CKD and
kidney failure'®

Up to 50% of patients with IgA
nephropathy progress to
kidney failure* within 10 to

20 years of diagnosis®4/

IgA nephropathyis a
heterogeneous, progressive
autoimmune disease
characterized by glomerular
injury, inflammation, and
scarring, leading to chronic
kidney disease'®

Proteinuria=0.5 g/day
(orequivalent)isa
predictor of increased
risk of disease
progressioninigA
nephropathy?!

In a retrospective study of patients with IgA
nephropathy in the UK, data suggest that
high-risk patients (ie, with total time-averaged
proteinuria >0.88 g/g) progress more
quickly to kidney failure®

However, even patients with less severe
proteinuria may still experience progression32

of patients with time-averaged
‘ ' —~ 30 o proteinuria of 0.44-0.88 g/g
O will experience kidney failure

within 10 years of diagnosis®

The content provided hereinis for your background and educational purposes only. The material
is for your sole use and may not be altered or further disseminated in any fashion for further use.

*Defined by the need for renal replacement therapy (dialysis or transplantation).
CKOD, chronic kidney disease; IgAN, immunoglobulin A nephropathy; KDIGO, Kidney Disease: Improving Global Outcomes.
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Proteinuria is a consequence of glomerular damage, but it can also be a cause of tubular
damage and progression of kidney disease through several mechanisms®

Preclinical disease models

Immune complexes with Gd-IgA1 can induce cultured mesangial cells Urinary proteins in patients with nephrotic syndrome induce
to proliferate and secrete extracellular matrix, which can then alter inflammatory and cytotoxic responses in tubular epithelial cells
glomerular permeability™ invitro, and this is thought to contribute to interstitial fibrosis™
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Proteinuria may activate tubular
inflammation via:

Damage to the glomerular filtration barrier
and podocyte injury can occur via:
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|C deposition in the mesangium leads to High levels of proteinuria may induce
glomerular damage and proteinuria ' inflammation in the proximal tubule
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Clinical observations

High Gd-lgA1depositionin the mesangiumis A systematic literature review of 34 studies Strong ETx receptor staining in the tubule and NLRP3 is upregulated in patients with chronic
associated with the presence of inflammatory found that tissue staining for C3and C4 is glomerulusis linked to proteinuria™ kidney disease and proteinuria™2°
lesions (E1, C1) and increased proteinuria®™ associated with higher MEST-C scores'™

C3, complement 3; C4, complement 4; ER, endoplasmic reticulum; ET 5, endothelin A; GBM, glomerular basement membrane; Gd-IgA1, galactose-deficientimmunoglobulin At; IC, immune complex; MEST-C, mesangial(M) and endocapillary hypercellularity(E), segemental sclerosis(S), interstitial fibrosis/tubular atrophy(T), and crescents(C);
NLRP3, NLR family pyrin domain containing 3; ROS, reactive oxygen species.






