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Objectives

• Staying up to date on C3 Glomerulopathy Clinical Trials 

• Brief review of trial design

• Therapeutic targets of agents in the pipeline
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Current Therapeutic Approach

1. Mycophenolate mofetil and prednisone

2. Terminal Complement Pathway (TP) 
Blockade

Membrane Attack Complex
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Theoretical Approach to 
Therapeutics 

SPECIFIC role of 
complement in disease?

Safety and efficacy in a 
formal trial setting

Autoantibodies in C3G
C3 nephritic factors 50-80 %

C4 nephritic factors 2.4 %

C5 nephritic factors 50 %

Factor H autoantibodies ~1.0 %

Factor B autoantibodies ~2.5 %

C3b autoantibodies 1.5 %

Genetic Drivers   ~25%
C3

CFB

CFH

CFI

CFHR5

CFHR Fusion Genes

Lectin Pathway 
Blockade
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Omeros

• OMS721 – narsoplimab

• Phase 2 
– Evaluate Safety and Effect on 

Proteinuria 
• IgA Nephropathy
• Lupus Nephritis
• Membranous Nephropathy
• C3 Glomerulopathy

Lectin Pathway 
Blockade



Achillion 

• ACH-0144471 – Phase 2

Factor D Inhibitor



Chemocentryx

• CCX (Avacopan)

“compelling clinical, laboratory, and kidney biopsy responses have been 
observed in C3G patients treated with avacopan under a compassionate use 

protocol”

Preliminary data 
for Phase 2 

Pending

C5a Receptor Blocker



LNP023            

• eGFR stabilization

Abstract: SU-OR39  ASN 2020

Factor B Inhibitor

Complement Factor B Inhibitor  (P2)

Data not for public distribution

49% Reduction in Urine Protein



Apellis

• Pegcetacoplan – C3 Inhibitor (P2)

• 65% reduction in 24 hour UPCR at 48 weeks
Abstract: PO1852  ASN 2020

5 Patients

C3 Inhibitor Data not for public distribution



Considerations

• Stage of disease
– Some trials with have GFR cutoffs 

• Acuity of disease
– Placebo versus no placebo

• Number of biopsies
– Nearly all trials will have at least 2

• Number of visits/time at study site
– Distance to study site

• Ability to stay on a given agent if it 
is effective for you

Dose
Safety 

and
Efficacy

Comparison 
to Standard 

of Care
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