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Navigating IgA Nephropathy: 
Pathogenesis, The Role Of APRIL 
And The 4-hit Process, And A 
Patient Case Study
IgA nephropathy (IgAN) is the most common form of primary 
glomerulonephritis. It is characterized by the deposition of galactose-
deficient IgA1 (Gd-IgA1) in the glomerular mesangium. The current 
understanding is that IgA nephropathy occurs due to a multi-hit 
mechanism, also known as the four-hit process. In addition, multiple 
observations support the role of APRIL in the pathogenesis of IgAN. 
Increased APRIL levels have been demonstrated in patients with 
IgAN and correlate with disease severity (proteinuria and eGFR) and 
increased expression of Gd-IgA1.1

Did You Know?
Therapeutic strategies inhibiting APRIL have the potential to limit IgA 
and, therefore, Gd-IgA1 production by autoimmune-associated 
plasma cells.1

Why Attend this Webinar?
The goal of this webinar is to provide a detailed overview of the Four-
Hit process as well as explain the role of APRIL in disease 
pathogenesis.

What You Will Learn
The “four-hit process” of IgAN pathogenesis outlines a process that 
begins with elevated circulating levels of Gd-IgA1 that trigger 
autoantibody production. This results in the formation and deposition 
of immune complexes in the mesangium, leading to inflammation and 
kidney injury.1 Elevated serum levels of APRIL are observed in 
patients with IgAN and correlate with disease severity.1
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