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Introduction: C3 Glomerulopathies (C3G) Results: C3Nefs can drive C3G by promoting C3 convertase formation

C3G are ultra-rare complement-mediated renal diseases characterized by complement deposits in the glomerulus 2.0~ b 2.0-
including the extracellular matrix (ECM) components of the glomerular filtration barrier. Within 10 years of diagnosis, 2‘1 ; .: — : Elﬁs IgG
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suited to model patient-specific genetic and acquired drivers of C3G (Figure 2). Here, we present a novel, human- T e form C3 convertase (lanes 1-5). C3 2 0.5 C3 convertase fo»;med along
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Figure 7. 1gG from C3Nef+ C3G patients stabilizes C3 convertase and decreases its decay rate

(A-C) C3 convertase was formed alone (CA) or in presence of IgG derived from C3Nef+ patients, then decayed for up to 30 min. (A) P1 IgG stabilized C3bBb 2-fold; (B) P2
lgG stabilized C3bBb 1.9-fold; (C) P3 IgG stabilized C3bBb 1.7-fold. n=3; (D) CA was formed alone, or in presence of NHS, P1, P2 or P3 I1gG. P3 IgG promoted a significant
increase in C3bBb formation. (n=6, significance calculated for NHS 1gG;* P £0.05, ** P <0.01, *** P <0.001, **** P <0.0001)
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, '- , :;A":L"G CA 1o CA 196 CA G (A-C) C3 convertase was formed alone (CA) or in presence of 1gG derived from C3Nef- patients, then decayed for up to 30 min. (A) P4 1gG stabilized C3bBb 1.3-fold; (B)
Key " e — - = P5 1gG stabilized C3bBb 1.7-fold; (C) P6 IgG stabilized C3bBb 1.2-fold (n=3); (D) CA was formed alone, or in presence of NHS, P4, P5 or P6 IgG. IgG from C3Nef- C3G
Convertase  C3 Convertase Formation w/ IgG = patients did not significantly affect C3bBb formation. (n=6, significance calculated for NHS IgG;* P <0.05, ** P <0.01, *** P <0.001, **** P < 0.0001)
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Figure 4. ECM-based model of C3G : C3 convertase assays on MaxGel surface. into convertase or complement regulator genes central. 4) latropoulos et al. Complement gene variants determine the risk of immunoglobulin-
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