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Figure 3: CF/ domains and rare variants in patients with complement-mediated disease (A) showing Type | (n=19, blue triangles) and

Type Il (n=13, orange squares) variants. Compound heterozygotes are noted with symbols (%, @, #, ). Low FI level (normal cutoff
indicated by dashed line) identifies Type | variants (B). The Fl functional assay increased our diagnostic rate by demonstrating impaired

function using the patient’s own sample (C). While these variants contribute to a variety of disease phenotypes (D), they do not cluster in
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a particular domain as shown in the schematic. A molecular model (E) shows type Il variants in orange.
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Figure 1. C3b-coated sheep erythrocytes were incubated with patient serum or plasma diluted

1:32 and supplemented with purified cofactors at 37°C for 15 minutes (A). Residual surface C3b Cofactor-Dependent Assays Demonstrate Functional Conclusion

was quantified by adding factor B, factor D, and rat serum as a source of terminal complement Impact of Type Il RVs ol P expresson (16,0 mald « Our study highlights the importance of including functional assays along with
components to induce hemolysis. Higher hemolysis indicated impaired Fl-mediated C3b A - B <CR1 addc C e FI level measurement to assess the pathogenicity of CFl variants, as Type |l
inactivation. Molecular model (B) shows the interaction of C3b (yellow), FH (pink) and FI (blue). W o < 004mt 09168 variants can be missed using level alone. We were able to give gositive

diagnoses to an additional one-third of patients with normal Fl levels.
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additional studies are needed to determine pathogenicity. One such example
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A FH added B SCR1 added C MCP added 10+ Is the patient with p.lle340Thr/p.Gly424Asp. Fl function was impaired, but it
— — — ; S o N : _ is unclear if one or both variants are causative (Figure 3A/B).
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curve (purple circles) as expected. One-third of patients with RVs and normal FI level

Figure 2: Cofactor-dependent assays using plasma from patients without RVs and normal Fl Acknowledgments
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