Disease-associated factor H variants

Variant CCp Predicted effect Pathology fH level
162V’ 1 No effect on structure AMD High
R78G? 1 Structural disruption HUS n.r.

RI127L° 2 Protein more “sticky?” MPGN Low

Q400K 7 No effect on structure HUS n.r.

Y402H' 7 No effect on structure AMD High
C4318° 7 Structural disruption MPGN Low

C536R, C959Y** 9,16 Structural disruption CIIIG Absent

C630W° 11 Structural disruption HUS Normal

C673Y? 11 Structural disruption HUS Low/Normal
C6738° 11 Structural disruption MPGN Low

V83517 14 Structural disruption HUS n.r.

E850K® 14 No effect on structure HUS High
ss9or® 15 Protein more "sticky?" HUS Normal

H893R? 15 Disrupts junction HUS Low
9158° 15 Structural disruption HUS Low

E936D” 16 No effect on structure HUS Normal

Q950H? 16 No effect on structure HUS n.r.

Y951H? 16 Disrupts junction? HUS n.r.

T956M*!° 16 No effect on structure HUS Normal/High

C973Y’ 16 Structural disruption HUS Low/Absent

W978C* 16 Structural disruption HUS Normal

T987A’ 16/17 Disrupts junction HUS n.r.

V1007C’ 17 Protein cross-linked? HUS Normal

Y1021F¢ 17 Disrupts junction? HUS Normal

C1043R® 17 Structural disruption HUS Normal

Q1076E'® 18 No effect on structure HUS Normal
DI1119G" 19 Disrupts GAG-binding site® HUS Normal
V1134G° 19 Structural disruption HUS High
Y1142D° 19 Disrupts junction HUS High
W1157R® 19 Structural disruption HUS High
C1163W? 19 Structural disruption HUS n.r.

R11828’ 20 Disrupts GAG-binding site HUS n.r.

W1183R"? 20 Disrupts GAG-binding site HUS Normal
W1183L**"° 20 Disrupts GAG-binding site HUS Normal/High
T1184R" 20 Disrupts GAG-binding site HUS Normal
L1189F'"3 20 C3b-binding? HUS Normal
L1189R*"° 20 C3b-binding? HUS Normal/High
S1191L'"¢ 20 Disrupts GAG-binding site HUS nr.
S1191W'3 20 Disrupts GAG-binding site HUS Normal
G1194D*™ 20 Structural disruption HUS nr.
VI1197A%*!1113 20 Structural disruption HUS Low/Normal
E1198A% 20 Disrupts GAG-binding site HUS n.r.
F11998° 20 Structural disruption HUS Low
R1210C>810.14-16 20 Protein cross-linked? HUS Normal/High
RI1215G"™" 20 Disrupts GAG-binding site HUS Normal
R1215Q" 20 Disrupts GAG-binding site HUS Normal
P1226S° 20 Structural disruption HUS High

*The GAG-binding site on fH~19,20 has been delineated experimentally'.

Abbreviations used in Table : AMD = age-related macular degeneration; HUS = hemolytic uremic syndrome;
MPGN = membranoproliferative glomerulonephritis; CIIIG = collagen type III glomerulopathy; GAG =
glycosaminoglycan; n.r. = not reported/known. Superscript numbers after variants relate to references.

Reference: AP Herbert, DC Soares, MK Pangburn and PN Barlow.
Disease-associated sequence variations in factor H: a structural biology approach.
Adv Exp Med Biol 2006, 586, 313-327.
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