	Protein; module; PDB ID
	RMSD in Å (alignment length, gaps included)

	
	FH18 (3SW0)
	FH19 (3SW0)
	FH20 (3SW0)

	C1r; CCP 1; (1GPZ) 
 ADDIN EN.CITE 

[1]

	1.77 (58) 
	1.80 (58) 
	2.72 (60)

	C1r; CCP 2; (1GPZ) 
 ADDIN EN.CITE 

[1]

	1.85 (35) 
	2.32 (35) 
	4.60 (36)

	C1s; CCP 2; (1ELV) 
 ADDIN EN.CITE 

[2]

	1.97 (57) 
	2.03 (57) 
	3.49 (70)

	C2; CCP1; (3ERB) 
 ADDIN EN.CITE 

[3]

	2.31 (49) 
	2.72 (49) 
	3.61 (61)

	C2; CCP2; (3ERB) 
 ADDIN EN.CITE 

[3]

	2.00 (58) 
	1.99 (58) 
	2.13 (56)

	C2; CCP3; (3ERB) 
 ADDIN EN.CITE 

[3]

	1.66 (56) 
	1.70 (56) 
	3.32 (59)

	C4BPα; CCP 1; (2A55) 
 ADDIN EN.CITE 

[4]

	2.52 (59) 
	2.57 (59) 
	3.18 (59)

	C4BPα; CCP 2; (2A55) 
 ADDIN EN.CITE 

[4]

	1.98 (56) 
	2.23 (57) 
	3.33 (61)

	C7; CCP 1; (Clark et al., unpublished) 
	2.12 (57) 
	2.20 (57) 
	2.64 (55)

	C7; CCP2; (Clark et al., unpublished) 
	2.31 (57) 
	2.46 (57) 
	2.87 (56)

	CR1; CCP 15; (1GKN) 5[]

	2.04 (57) 
	2.33 (57) 
	3.17 (57)

	CR1; CCP 16; (1GKN) 5[]

	1.90 (57) 
	2.25 (57) 
	2.57 (55)

	CR1; CCP 17; (1GKG) 5[]

	1.70 (57) 
	1.98 (57) 
	3.61 (73)

	CR2; CCP 1; (1LY2) 6[]

	1.16 (58) 
	1.32 (58) 
	3.01 (61)

	CR2; CCP 2; (1LY2) 6[]

	1.28 (57) 
	1.55 (57) 
	2.27 (59)

	CRRY; CCP 1; (2XRB) 7[]

	2.75 (58) 
	2.65 (58) 
	2.84 (56)

	CRRY; CCP 2; (2XRB) 7[]

	1.92 (57) 
	2.15 (57) 
	2.95 (61)

	CRRY; CCP 3; (2XRB) 7[]

	1.45 (59) 
	1.50 (59) 
	2.43 (57)

	CRRY; CCP 4; (2XRB) 7[]

	1.25 (57) 
	1.39 (57) 
	2.45 (56)

	DAF; CCP 1; (1OK3) 
 ADDIN EN.CITE 

[8]

	2.30 (59) 
	2.27 (59) 
	2.79 (59)

	DAF; CCP 2 (1OK3) 
 ADDIN EN.CITE 

[8]

	2.39 (56) 
	2.30 (59) 
	3.02 (60)

	DAF; CCP 3; (1H03) 9[]

	1.82 (57) 
	2.22 (57) 
	3.01 (61)

	DAF; CCP4; (1H03) 9[]

	1.17 (57) 
	1.11 (57) 
	1.91 (48)

	FB; CCP 1; (2OK5) 
 ADDIN EN.CITE 

[10]

	2.43 (47) 
	3.58 (76) 
	4.36 (63)

	FB; CCP 2; (2OK5) 
 ADDIN EN.CITE 

[10]

	1.76 (58) 
	1.74 (58) 
	2.12 (56)

	FB; CCP 3; (2OK5) 
 ADDIN EN.CITE 

[10]

	1.76 (56) 
	1.81 (56) 
	3.14 (60)

	FH; CCP 1; (2RLP) 
 ADDIN EN.CITE 

[11]

	2.41 (57) 
	2.31 (57) 
	3.12 (57)

	FH; CCP 2; (2RLQ) 
 ADDIN EN.CITE 

[11]

	2.16 (55) 
	2.27 (54) 
	3.23 (56)

	FH; CCP 3; (2RLQ) 
 ADDIN EN.CITE 

[11]

	1.84 (57) 
	1.82 (57) 
	2.98 (59)

	FH; CCP 4; (2WII) 12[]

	1.81 (57) 
	1.79 (57) 
	2.30 (55)

	FH; CCP 5; (not deposited) 
	2.21 (53) 
	2.25 (53) 
	2.41 (56)

	FH; CCP 6; (2UWN) 
 ADDIN EN.CITE 

[13]

	2.39 (56) 
	2.45 (56) 
	2.75 (58)

	FH; CCP 7; (2UWN) 
 ADDIN EN.CITE 

[13]

	2.98 (56) 
	2.94 (57) 
	3.05 (56)

	FH; CCP 8; (2UWN) 
 ADDIN EN.CITE 

[13]

	1.88 (51) 
	1.86 (51) 
	2.67 (56)

	FH; CCP 12; (2KMS) 14[]

	1.45 (58) 
	1.46 (58) 
	2.68 (56)

	FH; CCP 13; (2KMS) 14[]

	3.10 (48) 
	3.19 (55) 
	2.88 (64)

	FH; CCP 15; (1HFH) 15[]

	2.14 (59) 
	2.14 (58) 
	2.71 (59)

	FH; CCP 16; (1HFH) 15[]

	2.10 (54) 
	2.11 (54) 
	2.98 (54)

	FH; CCP 18; (3SW0) 
	-
	1.08 (59) 
	2.32 (57)

	FH; CCP 19; (2G7I) 16[]

	1.16 (59) 
	0.40 (59) 
	2.26 (57)

	FH; CCP 19; (3SW0) 
	1.08 (59) 
	-
	2.24 (57)

	FH; CCP 20; (2G7I) 16[]
 
	2.17 (57) 
	2.23 (57) 
	1.22 (65)

	FH; CCP 20; (3SW0) 
	2.32 (57) 
	2.24 (57) 
	-

	MASP1; CCP 1; (3GOV) 17[]

	1.85 (58) 
	1.81 (58) 
	3.00 (59)

	MASP1; CCP 2; (3GOV) 17[]

	1.73 (57) 
	1.92 (57) 
	3.07 (55)

	MASP2; CCP 1; (1ZJK) 
 ADDIN EN.CITE 

[18]

	1.73 (58) 
	1.62 (58) 
	2.77 (59)

	MASP2; CCP 2; (1ZJK) 
 ADDIN EN.CITE 

[18]

	1.89 (59) 
	1.87 (58) 
	2.88 (58)

	MCP; CCP 1; (1CKL) 
 ADDIN EN.CITE 

[19]

	2.10 (55) 
	1.92 (55) 
	2.48 (58)

	MCP; CCP 2; (1CKL) 
 ADDIN EN.CITE 

[19]

	2.43 (58) 
	2.73 (58) 
	3.27 (59)

	MCP; CCP 3; (3O8E) 20[]

	1.49 (59) 
	1.31 (59) 
	2.62 (57)

	MCP; CCP 4; (3O8E) 20[]

	1.65 (58) 
	1.66 (54) 
	3.05 (65)

	VCP; CCP 1; (1G40) 
 ADDIN EN.CITE 

[21]

	2.22 (59) 
	2.49 (59) 
	2.67 (62)

	VCP; CCP 2; (1G40) 
 ADDIN EN.CITE 

[21]

	2.00 (51) 
	2.03 (56) 
	4.40 (58)

	VCP; CCP 3; (1G40) 
 ADDIN EN.CITE 

[21]

	2.01 (57) 
	2.10 (57) 
	2.52 (56)

	VCP; CCP 4; (1G40) 
 ADDIN EN.CITE 

[21]

	1.59 (56) 
	1.77 (56) 
	2.35 (55)


Table S2. Pair-wise CCP module structural comparisons of FH18, FH19 and FH20. Comparison of CCP module structures of CCP 18, CCP 19 and CCP 20 versus all other individual CCPs of known structure within the complement system based upon alpha-carbon RMSD values using the structural alignment program Combinatorial Extension 22[]
. For each CCP, inclusive module boundaries were one residue before Cys-I and the third residue after Cys-IV. In cases where structures have been solved by both NMR and X-ray diffraction, the higher resolution X-ray structure was used for comparison. Where both liganded and unliganded structures were available, the highest resolution unliganded X-ray or NMR structure was used. A few residues were missing in the crystal structure of C1r CCP 2, and hence in this case, the structure with the most determined residues was employed for both modules. Colour key used in table: Blue: 0 - 1.99 Å; Green: 2.00 – 2.99 Å; Red: 3.00 –3.99 Å; Brown: Alignment lengths < 40 amino acids. Abbreviations used in Table: C4BPα = C4b-binding protein α-chain; CR = complement receptor; CRRY = rat Complement receptor 1-related protein Y; DAF = decay-accelerating factor; FB = factor B; FH = factor H; MASP1 / 2 = mannan-binding lectin-associated serine proteases 1 / 2; MCP = membrane cofactor protein; VCP = Vaccinia virus complement control protein. Some residues were not present (solved) in the electron density map for the C1r CCP 2 module crystal structure, and this explains the short structural alignment length (shown in brown).
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