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Outline 

• What’s new in complement biology? …. and then there were 4?
• Complement and the kidney. 
• C3G & IC-MPGN – new therapies on the horizon.
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Granzyme K

Trouw, L., Pickering, M. & Blom, Nat Rev 
Rheumatol 13, 538–547 (2017).

Donado, C.A. et al. Nature 641, 211–221 (2025
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Granzyme K – and then there were 4?

Modified from
Trouw, L., Pickering, M. & Blom, Nat Rev 

Rheumatol 13, 538–547 (2017).



Complement and the 
kidney



Complement and the kidney

• The kidney is a prime target for complement dysregulation
• Why?

• High concentrations of complement proteins in close proximity to the 
glomerular basement membrane

• Fenestrae in glomerular endothelial cells may increase access to the 
glomerular basement membrane for complement proteins

• Glomerular basement membrane does not express intrinsic complement 
regulators

• Emerging evidence for the role of complement in both causation and 
progression of a broad range of glomerular kidney diseases 



Complement in glomerular diseases

• C3G/IC-MPGN
• CM-TMA (aHUS)
• Roles for complement in:

• Membranous Nephropathy
• ANCA Associated Vasculitis
• Lupus Nephritis
• IgAN/IgAV
• APLS
• FSGS
• Diabetic Kidney Disease

Vivarelli. et al. Kidney Int 106: 369-391 (2024)



C3G/IC-MPGN
new therapies on the horizon



C3G & IC-MPGN Histological Classification

Bomback et al. KI Reports (2024)10(1):17-18



UK RADAR Registry

Masoud et al. Kidney Int (2025) 108(3):455-69



Sustained proteinuria >1g/d predicts eGFR decline

1. Caravaca-Fontan Kidney Int Rer (2025) 10: 1223-1236

• Sustained proteinuria (>1 g/day) is associated 
with accelerated eGFR decline and an 
elevated risk of progression to kidney failure1

• While single baseline proteinuria 
measurements may fluctuate, persistent or 
time-averaged proteinuria provides a 
stronger prognostic signal of ongoing 
disease activity and poor renal outcomes1,2

• In combination with histopathological 
findings, longitudinal proteinuria trajectories 
more accurately reflect long-term risk and 
disease progression1,2

2. Masoud et al. Kidney Int (2025) 108(3):455-69



Reducing proteinuria improves kidney outcomes
• Early reductions in proteinuria are strongly 

associated with improved outcomes:
• ≥30% fall at 6 months → slower eGFR 

decline1

• ≥50% fall at 12 months → significantly 
lower kidney failure risk1

• Threshold effects:
• uPCR <100 mg/mmol at 12 months → 

~90% lower risk of kidney failure (RaDaR)2

• Sustained proteinuria <1 g/day → best 
long-term kidney survival1

1. Caravaca-Fontan Kidney Int Rer (2025) 10: 1223-1236

2. Masoud et al. Kidney Int (2025) 108(3):455-69



APPEAR C3G – Iptacopan

Reference: 1. Smith RJH et al. at The American Society of Nephrology (ASN) Kidney Week 2024; 23–27 October 2024; San Diego, CA, USA (abstract SA-OR66).



Reference: 1. Smith RJH et al. at The American Society of Nephrology (ASN) Kidney Week 2024; 23–27 October 2024; San Diego, CA, USA (abstract SA-OR66).

Iptacopan - sustained proteinuria reduction and 
improvement in eGFR slope at 52 weeks in C3G



VALIANT – Pegcetacoplan



Fakhouri et al at ERA, Vienna; June 2025

Pegcetacoplan - sustained proteinuria reduction and 
stable eGFR at 52 weeks in C3G + IC-MPGN



Summary,
• Granzyme K mediated provides a 4th pathway of complement activation.
• Complement and the kidney. 

• C3G & IC-MPGN – targeted therapies on the horizon.
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