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Clinical Phenotype & Assessment 

1. What tests are required to diagnose 
C3G? 

2. How should these patients be followed? 

3. Can we predict disease course? 

4. How does pathology correlate with 
phenotype?   
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C3 IgG 

C3 Glomerulopathy 
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Servais et al., Kidney Int 2012 

Complement component assessment according to histological type 

Servais et al., Kidney Int 2012 
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Dalvin et al. Retinal Cases Brief Reports 2015 
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C3 Glomerulopathy 

Clinical course not typical 
for post-infectious 
glomerulonephritis 

Screen for a 
paraproteinemia in 

patients over 50 years old 

Test for autoantibodies 
and protein deficiencies 

•  C3 nephritic factors 
•  FHAA 
•  FBAA 
•  FH level 
•  FB level 
•  Properdin level 
•  CD46 expression on leukocytes 
•  Western blot for FHR proteins 

Assess serum 
complement activity 

•  Alternative pathway functional 
assay 

•  Hemolytic assay 
•  C3 breakdown products 
•  C5 breakdown products 
•  Terminal complement cascade 

activity 

Screen for genetic mutations 
and copy number variation 

•  CFH 
•  CFI 
•  MCP 
•  C3 
•  CFB 
•  CFHR1-5 
•  Copy number variation across 

CFH-CFHR region 

Current therapeutic options are based on limited case reports and a single unblinded, uncontrolled trial 

Remove or replace 
abnormal proteins 

•  Plasma exchange 
•  Plasma infusion 
•  Prednisone 
•  Anti-cellular therapy 

•  Rituximab 
•  Mycophenolate mofetil 

 
Reinstate complement control 

•  Anti-complement therapy 
•  Anti-C5 
•  C3 convertase inhibitors 

Replace defective 
or absent gene product 

•  Plasma infusion 
•  Protein-specific targeting 

•  FH replacement 

Smith et al 2014 
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  aHUS C3 glomerulopathy 
Functional assays CH50, AP50, FH function CH50, AP50, FH function 
Quantification of complement  
components and regulators 

C3, C4, FI, FH, FB,  MCP C3, C4, FI, FH, FB, 
Properdin  

Measurement of  
complement activation  
markers 

C3d, Bb, sMAC C3d, Bb, sMAC 

Autoantibodies anti-FH C3Nef, anti-FH, anti-FB 
Genetic testing C3, CFH, CFI, CFB, MCP, 

CFHR1-5, THBD, DGKE 
C3, CFH, CFI, CFB, 
CFHR1-5 

Plasma cell disorder   Serum free light chains, 
serum and urine 
electrophoresis and 
immunofixation 

Immunofluorescence  
studies on kidney  
biopsy specimen 

IgA, IgG, IgM, C1q, C3,  
fibrinogen, kappa, lambda  
(usually all negative, with  
thrombi positive for fibrinogen) 

IgA, IgG, IgM, C1q, C3, 
fibrinogen, kappa, lambda, 
C4d (usually bright C3, 
negative or minimal Ig, 
negative C4d) 

Angioi, Smith…De Vriese - Kidney Int (in press)  
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Caprioli J. et al., 2006 

DO THE SAME MUTATION TRANSLATES TO THE 
SAME PHENOTYPE? 
THE R1210C CFH MUTATION: ONSET AND OUTCOME 

Onset (years) 
 
Outcome (1st episode) 
      complete rem 
      partial rem 
      ESRD 
      death 
 
Recurrencies 
 
Long term outcome 
      complete rem 
      partial rem 
      ESRD 
      death 
 
Kidney transplant 
      good outcome 
      failure 
 

8 
 
 

*these  patients also carry mutations in MCP 

3 
 

6 
 
 
 

31 31 
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43 
 
 

53 
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Clinical Phenotype & Assessment 

Will depend on: 

a.  Renal function 

b.  Proteinuria 

c.  Hypertension 

d.  Laboratory markers? 

e.  Others? 
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Sethi et al. Kidney Int 2012 
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Spectrum of proliferative  GN 
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Questions & Discussion 


