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Supplementary Texts
Additional Text S1. Genetic testing of patient C3GN3
A heterozygous nucleotide exchange in exon 17 of C3 (c.2203C<T) was detected leading to an amino acid change in the protein (R725W). This mutation was previously associated with aHUS [1]. However, in vitro studies revealed normal ligand binding and protein activity [1] questioning the pathophysiological relevance of the mutation.
Additional Text S2. Genetic testing of patient C3GN4
In the CFI gene, a heterozygous mutation was detected (c.1322A>G) leading to an amino acid change (K441R) in the protein. Although this mutation has been described in a patient with aHUS [2], five in silico tools [3-7] predicted no impaired protein function, making the pathophysiological relevance of this mutation questionable. In addition, a heterozygous CFHR1-3 deletion was detected. While homozygous CFHR1-3 deletions have been described in patients with DEAP-HUS [8, 9], heterozygous deletions have been associated with aHUS, but are also found in a considerable proportion of healthy individuals [10, 11]. In the COL4A3 gene, a heterozygous variant (c.4484A>G) was detected resulting in an amino acid exchange in the protein (Q1495R). Three bioinformatic tools predicted impaired protein function [3, 4, 6], whereas two were in favor of normal protein function [5, 7]. Segregation analysis showed the mutation to be inherited maternally. As the mother was healthy, the relevance of the mutation is questionable.

Additional Text S3. Genetic testing of patient DDD2
Genetic testing revealed a pathophysiologically questionable heterozygous missense variant in cfhr5 (c.832G>A) leading to an amino acid exchange (G278R) in the protein, which has not been described previously. Three bioinformatic tools predicted impaired protein function [4, 5, 7]. 








Additional file Tables
Additional file: Table S1. Literature review: Published cases, patient characteristics, and treatment response

	Ref.
	Diagnosis (age/sex)
	native/grafta
	Baseline SCr (mg/dl)
	Baseline UPCR (g/g)
	Previous therapy
	Notable antibody/
genetic testing
	Time diagnosis to Eculizumab (months)
	Treatment duration (months)
	Response SCrb
	Response UPCRb

	[12]
	DDD 
(22M)
	native
	2.0
	0.7
	none
	CFH c.2867C>T
	25
	12
	yes
	stable

	
	DDD 
(42M)
	native
	1.2
	4.5
	steroid (native); tacrolimus, PEX (graft)
	none
	150 (native); 0.5 (graft)
	12
	no
	yes

	
	DDD 
(32M)
	native
	1.9
	3.5
	steroid
	C3Nef
	332
	9
	no
	no

	
	C3GN (20M)
	native
	1.7
	0.1
	tacrolimus, MMF, rituximab (native); steroid, tacrolimus, MMF (graft)
	C3Nef; 
MCP c.475+1G>A
	114 (native); 2 (graft)
	12
	yes
	stable

	
	C3GN (25M)
	native
	1.6
	2.6
	steroid, MMF
	none
	162
	12
	no
	yes

	
	C3GN (22M)
	native
	1.8
	4.4
	steroid (native); steroid, tacrolimus, MMF (graft)
	C3Nef
	138 (native); 8 (graft)
	12
	no
	stable

	[13]
	DDD 
(63F)
	graft
	2.2
	0.16
	steroid, PEX
	none
	5
	32
	yes
	yes

	
	C3GN (27F)
	native
	6
	1.42
	none
	none
	8
	19
	yes
	yes

	
	C3GN (45M)
	native
	4.1
	1.3
	steroid, MMF
	none
	15
	6
	yes
	yes

	[14]
	DDD 
(11F)
	native
	2.2
	5.4
	steroid, rituximab
	C3Nef; 
CFH HOM  I62V and H402Y
	not specified
	11
	yes
	yes

	[15]
	DDD 
(10M)
	native
	1.1
	3.5 to 5.5
	none
	C3Nef; 
CFB polymor-phisms C94T/R32W; G95A/R32Q 
	not specified
	18; 9
	stable; stable
	yes; 
yes

	[16]
	DDD 
(7 native; 29 graft F)
	graft
	4.9
	7.6
	steroid, rituximab, PEX
	none
	not specified (native); 
2 (graft)
	3
	yes
	yes

	[17]
	C3GN 
(8 native; 19 graft M)
	graft
	1.5
	not specified
	rituximab
	C3Nef, 
CFH polymor-phisms rs800292, rs1061170, C3 polymor-phisms rs2330199, rs1047286
	not specified (native); 
3 (graft)
	12
	yes
	yes

	[18]
	C3GN (13M)
	native
	0.9
	9.8
	steroid, MMF, rituximab
	none
	44
	not specified
	stable
	yes

	[19]
	DDD 
(8M)
	native
	not specified
	not specified
	steroid, MMF rituximab
	C3Nef 
	14
	6.5
	yes
	yes

	[20]
	DDD 
(14F)
	native
	0.5
	10
	steroid, cyclophos-phamide, dipyridamole, PEX
	C3Nef, 
CFH polymor-phisms V62I, H402Y 
	not specified
	7
	stable
	yes

	[21]
	DDD 
(15M)
	native
	not specified
	2.6
	steroid, PEX, rituximab
	C3Nef, 
CFH R232X 
	not specified
	3.6
	stable
	stable

	[22]
	DDD 
(8 native; 14 graft F)
	graft
	1,1
	unclear
	steroid, PEX, rituximab (native); basiliximab, steroid, tacrolimus, MMF, PEX (graft)
	C3Nef 
	not specified (native); 
not specified (graft)
	30
	yes
	stable

	[23]
	DDD 
(13F)
	native
	hemo-dialysis
	12.8
	steroid, cyclophos-phamide, PEX
	CFH
HOM V62 + H402; 
C3 HOM G102 + L314; 
ADAMTS13 HET p.C1275X
	not specified
	8
	yes
	yes

	[24]
	DDD 
(13F)
	native
	1.4
	17
	steroid, PEX
	CFHR1-3 HOM del
	0.9
	3
	yes
	yes

	
	DDD 
(6M)
	native
	2.5; 
0.6
	14.8; 
8.5
	steroid, PEX; 
none
	C3Nef; CFHR1-3 HET del
	0.6; 
0.1
	3;
3
	yes; 
stable
	yes; 
yes

	
	DDD 
(7F)
	native
	1.1
	9.6
	none
	C3Nef
	18.2
	3
	yes
	yes

	
	DDD 
(6F)
	native
	3.9; 
1.7
	7.7; 
6.8
	steroid, PEX; steroid
	C3Nef; 
CFHR1-3 HET del
	0.2;
7.8
	4.5;
3
	yes; 
yes
	yes; 
yes

	
	DDD 
(2M)
	native
	0.8
	2.2
	cyclo-sporine A
	C3Nef
	119
	3
	stable
	yes

	[25]
	C3G
(9M)
	native
	no renal failure; not specified
	not specified
	none
	C3Nef
	not specified
	19
	stable
	yes

	
	C3G
(13F)
	native
	no renal failure; not specified
	not specified
	steroid, MMF
	C3Nef
	not specified
	19
	stable
	yes

	
	C3G
(12M)
	native
	2.0
	not specified
	steroid, MMF
	C3Nef
	not specified
	7
	yes
	yes

	
	C3G
(9F)
	graft
	renal failure; not specified
	not specified
	thymo-globulins, steroids, MMF, tacrolimus, PEX, immuno-globulins
	none
	not specified (native); 
not specified (graft)
	6
	not specified
	no

	[26]
	C3GN
(5M)
	native
	0.2
	4.7
	steroid, rituximab, MMF
	C3NeF, CFH, CFI HET I398L
	36
	19 relapsing disease (eculizu-mab paused 2 months); 15
	stable
	yes

	[27]
	C3GN
(38F)
	native
	11
	6.8
	steroid, PEX
	CFHR3/1 HOM del polymor-phism
	not specified
	not specified
	yes
	yes

	[28]
	C3GN (16F)
	native
	0.5
	2.0
	steroid
	CFHR5 HOM c.805T>C; CFI HOM polymor-phism rs11098044
	3
	10
	stable
	no



a native: applies to native kidney; graft: applies to kidney transplant; b positive, stable or negative response has been adopted according to statements from corresponding publications. Abbreviations: del., deletion; HET, heterozygous; HOM, homozygous; MMF, mycophenolate mofetil; PEX, plasmapheresis.

Additional file Table S2. Treatment and response patient C3GN1
	Week
	Eculizu-
mab (mg)
	BUN (mg/dl)
	SCr
(mg/dl)
	eGFR (ml/min/
1.73m2)
	TPa (g/dl)
	SAb (g/dl)
	UPCR (g/g)
	Hematuriac (0-4)
	C3d (g/l)
	C3de (mg/l)
	C4f (g/l)
	CH50g (E/ml)

	-14
	
	
	
	
	
	
	
	
	0,4
	8,0
	0,1
	18

	0
	900
	70
	1.9
	42.4
	
	
	
	
	
	
	
	

	1
	900
	61
	1.6
	50.5
	
	1.9
	5.4
	4
	
	
	
	

	2
	900
	47
	1.4
	58.7
	
	
	6.1
	4
	
	
	
	

	3
	900
	50
	1.3
	64.9
	
	
	
	
	
	
	
	

	4
	1200
	47
	1.4
	60.6
	
	
	
	4
	
	
	
	

	7
	1200
	59
	1.6
	53.1
	
	2.6
	3.9
	4
	0.4
	8.0
	
	18

	9
	1200
	65
	1.8
	45.9
	
	3.2
	2.8
	4
	
	
	
	

	11
	1200
	69
	1.8
	46.2
	8.0
	3.8
	2.7
	4
	
	
	
	

	13
	1200
	80
	1.9
	41.8
	
	4.0
	2.5
	4
	
	
	
	

	15
	1200
	80
	2.0
	39.9
	
	
	1.9
	4
	
	
	
	

	17
	1200
	77
	1.8
	45.1
	
	
	1.6
	4
	0.3
	17.4
	0.1
	> 10

	19
	1200
	84
	1.9
	43.7
	
	4.3
	0.9
	4
	
	
	
	

	21
	1200
	96
	1.9
	42.6
	
	
	0.8
	4
	
	
	
	

	23
	1200
	112
	1.9
	42.9
	
	4.5
	0.5
	4
	
	
	
	

	25
	1200
	70
	1.7
	47.2
	
	4.1
	0.7
	4
	
	
	
	

	27
	1200
	91
	1.9
	43.4
	
	
	0.4
	
	
	
	
	

	29
	1200
	104
	1.8
	44.2
	
	
	0.4
	4
	
	
	
	

	31
	1200
	76
	2.0
	41.1
	
	
	0.4
	4
	
	
	
	

	33
	1200
	79
	1.8
	45.1
	
	
	0.4
	4
	
	
	
	

	35
	1200
	84
	1.7
	47.5
	
	
	0.4
	4
	
	
	
	

	37
	1200
	82
	1.9
	43.9
	
	4.5
	0.5
	4
	
	
	
	

	39
	1200
	91
	2.0
	40.9
	
	
	0.3
	3
	
	
	
	

	41
	1200
	71
	1.7
	47.8
	
	
	
	
	
	
	
	

	43
	1200
	68
	1.9
	43.7
	
	
	0.4
	3
	0.5
	20.7
	0.1
	< 10

	45
	1200
	60
	1.7
	50.1
	
	
	
	
	
	
	
	

	47
	1200
	94
	2.1
	38.8
	
	
	0.3
	4
	
	
	
	

	49
	1200
	65
	1.8
	44.5
	
	
	
	
	
	
	
	

	51
	1200
	88
	2.1
	38.8
	
	
	0.2
	3
	0.4
	16.1
	0.1
	

	53
	1200
	98
	1.8
	44.5
	
	
	
	
	
	
	
	

	55
	1200
	61
	1.9
	43.4
	
	
	0.3
	3
	
	
	
	

	57
	1200
	63
	1.8
	44.0
	
	
	
	
	
	
	
	

	59
	1200
	68
	2.2
	36.0
	
	4.6
	0.3
	3
	
	
	
	

	61
	1200
	83
	1.9
	42.9
	
	
	
	
	
	
	
	

	63
	1200
	35
	2.2
	35.0
	
	
	0.2
	3
	
	
	
	

	65
	1200
	89
	2.1
	38.2
	
	
	
	
	
	
	
	

	67
	1200
	80
	1.9
	42.4
	
	
	0.3
	3
	
	
	
	

	69
	1200
	80
	2.1
	36.9
	
	
	
	
	
	
	
	

	71
	1200
	85
	2.1
	37.1
	
	
	0.2
	2
	
	
	
	

	73
	1200
	65
	1.7
	47.2
	
	
	
	
	
	
	
	

	75
	1200
	63
	1.9
	43.2
	
	
	0.2
	1
	
	
	
	

	77
	1200
	92
	1.9
	42.4
	
	
	
	
	
	
	
	

	79
	1200
	69
	1.8
	44.8
	
	
	0.4
	3
	
	
	
	

	81
	1200
	72
	1.9
	43.4
	
	
	
	
	
	
	
	

	83
	1200
	72
	1.7
	47.5
	
	
	
	
	
	
	
	

	84
	1200
	64
	1.6
	50.6
	
	
	0.4
	2
	
	
	
	

	86
	1200
	70
	1.7
	47.2
	
	
	
	
	
	
	
	

	88
	1200
	67
	1.8
	46.0
	
	
	0.2
	2
	
	
	
	

	90
	1200
	68
	1.7
	48.2
	
	
	
	
	
	
	
	

	92
	1200
	69
	1.7
	47.5
	
	
	0.4
	2
	
	
	
	

	94
	1200
	61
	1.7
	47.9
	
	
	
	
	
	
	
	

	96
	1200
	64
	1.8
	46.6
	
	
	0.3
	2
	
	
	
	

	98
	1200
	69
	1.7
	48.5
	
	
	
	
	
	
	
	

	100
	1200
	74
	1.9
	42.4
	
	
	0.3
	2
	
	
	
	

	102
	1200
	67
	1.7
	47.9
	
	
	
	
	
	
	
	

	104
	1200
	64
	1.7
	49.9
	
	
	0.3
	3
	
	
	
	

	106
	1200
	56
	1.6
	50.6
	
	
	
	
	
	
	
	

	108
	1200
	68
	1.7
	47.2
	
	
	0.2
	3
	
	
	
	

	110
	1200
	79
	1.7
	47.9
	
	
	
	
	
	
	
	

	112
	1200
	68
	1.6
	52.0
	
	
	0.2
	3
	
	
	
	

	114
	1200
	62
	1.6
	51.7
	
	
	
	
	
	
	
	

	116
	1200
	60
	1.6
	50.9
	
	
	0.5
	3
	
	
	
	



a TP, total serum protein; b SA, serum albumin; c hematuria measured by urine dipstic (scale from 0 to 4); d complement C3 ref. range:  0.9 – 1.8 g/l; e complement C3d ref. range: < 9 mg/l; f complement C4 ref. range: 0.1 – 0.4 g/l; g complement CH50 ref. range: 20 – 50 E/ml.


Additional file Table S3. Treatment and response patient C3GN2
	Week
	Eculizu-
mab 
(mg)
	BUN 
(mg/dl)
	SCr 
(mg/dl)
	eGFR 
(ml/min/
1.73m2)
	TPa 
(g/dl)
	SAb 
(g/dl)
	UPCR 
(g/g)
	Hematuriac 
(0-4)
	C3d 
(g/l)
	C3de 
(mg/l)
	C4f 
(g/l)
	CH50g 
(E/ml)
	sMACh 
(ng/ml)

	-4
	
	
	
	
	
	
	
	
	
	
	
	
	994

	0
	900
	166
	2.3
	25.3
	
	
	0.3
	4
	0.7
	62.3
	0.1
	< 10
	

	1
	900
	95
	1.9
	31.9
	
	
	
	
	
	
	
	
	

	2
	900
	71
	
	
	
	
	
	
	
	
	
	
	

	3
	900
	72
	1.5
	42.0
	
	
	
	
	
	
	
	
	

	5
	1200
	74
	1.3
	46.7
	
	
	0.2
	4
	0.4
	84,3
	0.1
	< 10
	

	7
	1200
	51
	1.5
	51.1
	
	
	
	
	
	
	
	
	

	10
	1200
	70
	1.4
	41.6
	
	
	
	
	
	
	
	
	

	12
	1200
	69
	1.5
	43.7
	
	
	
	
	
	
	
	
	

	13
	 
	
	
	
	
	
	0.4
	4
	0.4
	72.5
	0.0
	< 10
	247

	14
	1200
	92
	1.5
	42.6
	
	
	
	4
	
	
	
	
	

	20
	1200
	89
	1.3
	39.5
	
	
	
	
	
	
	
	
	

	22
	1200
	65
	1.8
	39.5
	
	
	
	
	
	
	
	
	

	24
	1200
	
	
	
	
	
	
	
	
	
	
	
	

	25
	
	46
	1.8
	39.5
	
	
	
	4
	
	
	
	
	

	26
	1200
	
	
	
	
	
	
	
	
	
	
	
	

	27
	 
	
	1.9
	31.4
	
	
	0.3
	4
	
	
	
	
	

	29
	1200
	60
	1.1
	52.1
	
	
	
	
	
	
	
	
	

	31
	1200
	50
	1.3
	49.7
	
	
	
	
	
	
	
	
	

	33
	1200
	
	1.3
	49.7
	
	
	
	
	
	
	
	
	

	34
	 
	
	
	
	
	
	0.2
	4
	
	
	
	
	

	35
	1200
	61
	1.7
	35.2
	
	
	
	4
	
	
	
	
	

	39
	1200
	52
	1.6
	38.1
	
	
	
	
	
	
	
	
	

	40
	 
	60
	1.7
	35.2
	
	
	
	
	
	
	
	
	

	42
	 
	
	2.2
	
	
	
	1.3
	4
	
	
	
	
	914

	51
	1200
	53
	1.8
	33.7
	
	
	
	
	
	
	
	
	

	52
	 
	
	
	
	
	
	1.8
	4
	
	
	
	
	

	54
	1200
	69
	1.8
	33.7
	
	
	
	
	
	
	
	
	

	57
	1200
	62
	1.9
	31.4
	
	
	
	
	
	
	
	
	

	59
	1200
	
	
	
	
	
	
	
	
	
	
	
	

	60
	 
	69
	1.1
	56.7
	
	
	0.4
	4
	0.5
	41.7
	0.0
	< 10
	

	61
	1200
	58
	1.3
	50.0
	
	
	
	
	
	
	
	
	

	63
	1200
	82
	1.3
	48.2
	
	
	
	
	
	
	
	
	

	65
	1200
	73
	1.3
	49.5
	
	
	
	
	
	
	
	
	

	68
	1200
	
	
	
	
	
	
	
	
	
	
	
	

	70
	1200
	101
	1.7
	35.0
	
	
	
	
	
	
	
	
	

	72
	1200
	76
	1.7
	35.5
	
	
	
	
	
	
	
	
	

	74
	1200
	
	
	
	
	
	
	
	
	
	
	
	

	76
	 
	58
	1.5
	40.5
	
	
	0.3
	4
	
	
	
	
	

	77
	1200
	
	
	
	
	
	
	
	
	
	
	
	

	79
	1200
	120
	1.6
	36.8
	
	
	
	
	
	
	
	
	

	81
	1200
	86
	1.7
	35.3
	
	
	
	
	
	
	
	
	

	84
	1200
	108
	2.0
	29.4
	
	
	0.2
	4
	
	
	
	
	

	87
	1200
	
	
	
	
	
	
	
	
	
	
	
	

	89
	1200
	73
	1.4
	42.4
	
	
	0.1
	4
	
	
	
	
	

	92
	1200
	
	
	
	
	
	
	
	
	
	
	
	

	94
	1200
	69
	1.8
	33.4
	
	
	
	
	
	
	
	
	

	96
	 
	72
	1.5
	40.9
	
	
	0.1
	3
	
	
	
	
	

	97
	1200
	
	
	
	
	
	
	
	
	
	
	
	

	99
	1200
	
	
	
	
	
	
	
	
	
	
	
	

	102
	1200
	118
	1.8
	32.2
	
	
	
	
	
	
	
	
	

	105
	1200
	108
	1.8
	33.5
	
	
	
	
	
	
	
	
	

	108
	1200
	90
	1.8
	33.5
	
	
	
	
	
	
	
	
	

	111
	1200
	
	
	
	
	
	0.1
	2
	
	
	
	
	



a TP, total serum protein; b SA, serum albumin; c hematuria measured by urine dipstic (scale from 0 to 4); d complement C3 ref. range:  0.9 – 1.8 g/l; e complement C3d ref. range: < 9 mg/l; f complement C4 ref. range: 0.1 – 0.4 g/l; g complement CH50 ref. range: 20 – 50 E/ml; h sMAC: < 320 ng/ml.










Additional Table S4. Treatment and response patient C3GN3
	Week
	Eculizu-
mab (mg)
	BUN (mg/dl)
	SCr (mg/dl)
	eGFR (ml/min/
1.73m2)
	TPa (g/dl)
	SAb (g/dl)
	UPCR (g/g)
	Hematuriac
(0-4)
	C3d (g/l)
	C3de (mg/l)
	C4f (g/l)
	CH50g (E/ml)

	
	
	
	
	
	
	
	
	
	0.46
	9.1
	0.08
	

	0
	900
	42
	2.1
	27.9
	
	
	0.32
	3
	0.47
	16.3
	0.12
	18

	1
	900
	46
	2.0
	29.5
	
	
	0.22
	3
	
	
	
	

	2
	900
	60
	2.5
	22.9
	
	
	0.15
	3
	
	
	
	

	3
	900
	48
	2.1
	29.0
	
	
	0.16
	3
	
	
	
	

	4
	1200
	49
	1.9
	31.8
	
	
	0.18
	4
	
	
	
	

	6
	1200
	54
	1.8
	33.6
	
	
	0.16
	4
	
	
	
	

	8
	1200
	56
	1.9
	31.6
	
	
	
	
	
	
	
	

	10
	1200
	59
	1.8
	33.8
	
	
	0.23
	4
	
	
	
	

	12
	1200
	59
	2.2
	27.0
	
	
	
	
	
	
	
	

	14
	1200
	55
	1.9
	31.6
	
	
	0.35
	4
	
	
	
	

	16
	900
	52
	2.0
	29.5
	
	
	
	
	
	
	
	

	18
	900
	57
	2.0
	30.1
	
	
	0.26
	3
	
	
	
	

	26
	1200
	62
	1.9
	
	
	
	
	
	
	
	
	

	28
	1200
	82
	1.7
	35.3
	
	
	
	
	
	
	
	

	30
	1200
	72
	2.0
	28.0
	
	
	0.11
	3
	
	
	
	

	32
	1200
	50
	1.8
	34.1
	
	
	
	
	
	
	
	

	34
	1200
	59
	2.0
	
	
	
	0.28
	4
	
	
	
	

	36
	1200
	
	
	
	
	
	
	
	
	
	
	

	38
	1200
	64
	2.2
	25.0
	
	
	0.29
	4
	
	
	
	



a TP, total serum protein; b SA, serum albumin; c hematuria measured by urine dipstic (scale from 0 to 4); d complement C3 ref. range:  0.9 – 1.8 g/l; e complement C3d ref. range: < 9 mg/l; f complement C4 ref. range: 0.1 – 0.4 g/l; g complement CH50 ref. range: 20 – 50 E/ml.

















Additional file Table S5. Treatment and response patient DDD1
	Week
	Eculizu-
mab 
(mg)
	BUN (mg/dl)
	SCr (mg/dl)
	eGFR (ml/min/
1.73m2)
	TPa (g/dl)
	SAb (g/dl)
	UPCR (g/g)
	Hematuriac (0-4)
	C3d (g/l)
	C3de (mg/l)
	C4f (g/l)
	CH50g (E/ml)
	SMACh (ng/ml)

	-34
	
	
	
	
	
	
	5.7
	4
	0,3
	40,0
	
	
	3448

	0
	900
	59
	1.5
	45.7
	
	
	
	
	
	
	
	
	

	1
	900
	47
	1.3
	55.0
	
	
	
	
	
	
	
	
	

	2
	900
	46
	1.4
	50.8
	
	
	
	
	
	
	
	
	

	3
	900
	52
	1.3
	53.0
	
	
	3.8
	4*
	
	
	
	
	

	5
	1200
	66
	1.3
	52.1
	
	
	
	
	
	
	
	
	

	7
	1200
	60
	1.2
	56.0
	
	
	4.2
	4*
	
	
	
	
	

	9
	1200
	53
	1.3
	55.5
	
	
	
	
	
	
	
	
	

	11
	1200
	54
	1.4
	48.7
	
	
	
	
	
	
	
	
	

	15
	1200
	57
	1.4
	49.9
	6.1
	
	
	
	
	
	
	
	

	17
	1200
	64
	1.3
	51.2
	
	
	
	
	
	
	
	
	

	18
	
	
	
	
	
	
	
	
	0.3
	40.4
	0.3
	21
	

	19
	1200
	65
	1.3
	54.0
	
	
	
	
	
	
	
	
	

	21
	1200
	56
	1.3
	51.2
	
	
	
	
	
	
	
	
	

	22
	1200
	68
	1.2
	56.5
	
	
	
	
	
	
	
	
	

	25
	1200
	52
	1.2
	60.5
	
	
	
	
	
	
	
	
	

	27
	1200
	59
	1.3
	55.5
	6.2
	3,8
	2.2
	1
	
	
	
	
	

	29
	1200
	48
	1.2
	61.1
	
	
	
	
	
	
	
	
	

	31
	1200
	56
	1.2
	61.1
	
	
	
	
	0.2
	24.9
	0.2
	
	

	33
	1200
	50
	1.1
	63.0
	
	
	
	
	
	
	
	
	

	35
	1200
	58
	1.2
	60.5
	5.9
	
	2.5
	1
	
	
	
	
	

	37
	1200
	52
	1.2
	56.0
	
	
	
	
	
	
	
	
	

	39
	1200
	55
	1.1
	64.3
	
	
	
	
	
	
	
	
	

	41
	1200
	52
	1.2
	61.1
	
	
	
	
	
	
	
	
	

	43
	1200
	72
	1.3
	51.7
	
	
	
	
	
	
	
	
	

	45
	1200
	45
	1.1
	61.9
	
	
	
	
	
	
	
	
	

	47
	1200
	50
	1.0
	68.1
	
	
	
	
	
	
	
	
	

	49
	1200
	68
	1.2
	60.6
	
	
	
	
	
	
	
	
	

	51
	1200
	56
	1.2
	58.0
	
	
	2.7
	0
	
	
	
	
	

	53
	1200
	48
	1.1
	64.0
	
	
	
	
	
	
	
	
	

	55
	1200
	47
	1.2
	58.8
	
	
	
	
	
	
	
	
	

	57
	1200
	65
	1.1
	61.9
	
	
	
	
	
	
	
	
	

	59
	1200
	58
	1.2
	57.2
	
	
	
	0
	
	
	
	
	

	61
	1200
	50
	1.2
	58.8
	
	
	2.2
	
	
	
	
	
	

	63
	1200
	52
	1.1
	65.9
	5.8
	
	
	
	
	
	
	
	

	65
	1200
	55
	1.1
	63.8
	
	
	
	
	
	
	
	
	

	67
	1200
	68
	1.0
	71.2
	
	
	
	
	
	
	
	
	

	69
	1200
	54
	1.2
	59.4
	
	
	
	
	
	
	
	
	

	71
	1200
	68
	1.4
	47.5
	6.4
	
	
	
	
	
	
	
	

	73
	1200
	44
	1.1
	63.2
	
	
	
	
	
	
	
	
	

	75
	1200
	71
	1.5
	46.4
	
	
	
	
	
	
	
	
	

	77
	1200
	44
	1.0
	68.8
	
	
	
	
	
	
	
	
	

	79
	1200
	38
	1.2
	60.6
	
	
	
	
	
	
	
	
	

	81
	1200
	42
	1.1
	63.9
	
	
	
	
	
	
	
	
	

	83
	1200
	60
	1.2
	57.7
	
	
	
	
	
	
	
	
	

	85
	1200
	50
	1.1
	63.8
	
	
	
	
	
	
	
	
	

	87
	1200
	55
	1.2
	57.7
	
	
	3.0
	0
	
	
	
	
	

	89
	1200
	65
	1.1
	63.8
	
	
	
	
	
	
	
	
	

	91
	1200
	61
	1.1
	63.8
	
	
	
	
	
	
	
	
	

	93
	1200
	64
	1.1
	63.8
	
	
	
	
	
	
	
	
	

	95
	1200
	51
	1.1
	63.8
	
	
	
	
	
	
	
	
	

	97
	1200
	69
	1.2
	57.7
	
	
	
	
	
	
	
	
	

	99
	1200
	58
	1.1
	63.8
	5.7
	3.3
	3.8
	1
	
	
	
	
	



a TP, total serum protein; b SA, serum albumin; c hematuria measured by urine dipstic (scale from 0 to 4); d complement C3 ref. range:  0.9 – 1.8 g/l; e complement C3d ref. range: < 9 mg/l; f complement C4 ref. range: 0.1 – 0.4 g/l; g complement CH50 ref. range: 20 – 50 E/ml; h sMAC: < 320 ng/ml; * menses.




Additional file Table S6. Treatment and response patient C3GN4
	Week
	Eculizu-
mab 
(mg)
	BUN 
(mg/dl)
	SCr
(mg/dl)
	eGFR 
(ml/min/
1.73m2)
	TPa 
(g/dl)
	SAb
(g/dl)
	UPCR 
(g/g)
	Hematuriac 
(0-4)
	C3d
(g/l)
	C3de 
(mg/l)
	C4f 
(g/l)
	CH50g 
(E/ml)

	0
	900
	186
	3.3
	26
	5.2
	2.9
	3.4
	
	0.3
	35.2
	0.2
	

	1
	900
	108
	1.8
	52
	4.4
	2.5
	4.1
	
	0.3
	28.3
	
	

	2
	900
	134
	2.0
	47
	5.5
	3.4
	1.2
	
	0.3
	33.1
	
	

	3
	900
	133
	1.9
	49
	6.2
	3.5
	0.9
	
	0.2
	31.9
	
	

	4
	1200
	97
	1.9
	48
	6.0
	3.5
	1.0
	
	0.2
	30.7
	
	

	7
	1200
	75
	1.6
	58
	6.2
	3.5
	1.1
	
	0.2
	22.4
	0.5
	

	9
	1200
	124
	1.8
	51
	6.6
	3.7
	0.5
	4
	0.2
	43.6
	
	

	13
	1200
	72
	1.7
	56
	6.4
	3.8
	1.8
	4
	0.2
	32.0
	
	

	38
	 
	
	
	
	
	
	
	4
	0.3
	50.3
	0.2
	24.0

	92
	900
	186
	3.0
	28
	
	
	4.3
	4
	
	
	
	

	94
	900
	167
	2.7
	32
	
	
	3.8
	4
	
	
	
	

	95
	900
	185
	2.6
	34
	
	
	
	
	
	
	
	

	96
	900
	158
	2.7
	32
	
	2.5
	3.6
	4
	
	
	
	

	97
	1200
	168
	3.0
	28
	
	
	
	
	
	
	
	

	99
	1200
	177
	3.2
	26
	
	
	5.0
	4
	
	
	
	

	101
	1200
	152
	4.0
	20
	
	2.5
	4.6
	3
	
	
	
	

	103
	1200
	182
	4.5
	18
	
	
	5.7
	3
	
	
	
	



a TP, total serum protein; b SA, serum albumin; c hematuria measured by urine dipstic (scale from 0 to 4); d complement C3 ref. range:  0.9 – 1.8 g/l; e complement C3d ref. range: < 9 mg/l; f complement C4 ref. range: 0.1 – 0.4 g/l; g complement CH50 ref. range: 20 – 50 E/ml.




Additional file Table S7. Treatment and response patient DDD2
	Week
	Eculizu-
mab 
(mg)
	BUN 
(mg/dl)
	SCr 
(mg/dl)
	eGFR 
(ml/min/
1.73m2)
	TPa 
(g/dl)
	SAb 
(g/dl)
	UPCR 
(g/g)
	Hematuriac 
(0-4)
	C3d 
(g/l)
	C3de 
(mg/l)
	C4f 
(g/l)
	CH50g 
(E/ml)

	-4
	 
	142
	2.1
	25.8
	 
	3.0
	5.4
	4
	
	
	
	

	0
	900
	171
	2.1
	25.8
	 
	 
	5.4
	
	0.4
	22.3
	0.3
	13

	1
	900
	126
	1.9
	29.1
	 
	 
	 
	
	
	
	
	

	2
	900
	120
	1.9
	28.8
	 
	 
	 
	
	
	
	
	

	3
	900
	149
	1.9
	28.8
	 
	 
	 
	
	
	
	
	

	4
	1200
	147
	2.0
	26.5
	 
	3.1
	3.3
	2
	0.4
	30.0
	0.3
	< 10

	6
	1200
	150
	2.0
	26.8
	 
	 
	 
	
	
	
	
	

	8
	1200
	159
	1.9
	28.2
	 
	3.7
	1.7 
	1
	0.3
	47.5
	0.4
	< 10

	10
	1200
	149
	1.9
	29.7
	 
	 
	 
	
	
	
	
	

	12
	1200
	131
	1.8
	30.2
	 
	 
	 
	2
	
	
	
	

	14
	1200
	153
	2.1
	25.3
	 
	 
	 
	
	
	
	
	

	16
	1200
	147
	1.9
	28.1
	 
	 
	 
	
	
	
	
	

	17
	 
	169
	2.0
	27.1
	 
	3.4
	2.2
	1
	0.3
	30.5
	0.3
	< 10

	18
	1200
	159
	2.0
	27.6
	 
	 
	 
	
	
	
	
	

	20
	1200
	178
	2.1
	25.6
	 
	 
	 
	
	
	
	
	

	21
	 
	157
	1.9
	28.8
	 
	3.7
	2.1
	2
	
	
	
	

	22
	1200
	159
	1.9
	28.6
	 
	 
	 
	
	
	
	
	

	24
	1200
	146
	2.1
	26.0
	 
	 
	 
	
	
	
	
	

	26
	1200
	134
	2.2
	24.9
	 
	3.2
	5.7
	3
	
	
	
	

	32
	1200
	174
	2.5
	21.2
	 
	 
	 
	
	0.3
	43.2
	0.3
	< 10

	34
	1200
	188
	2.7
	19.4
	 
	 
	 
	
	
	
	
	

	36
	1200
	183
	2.5
	20.8
	 
	 
	 
	
	
	
	
	

	37
	 
	190
	2.8
	18.5
	 
	3.0
	4.1
	2
	
	
	
	

	38
	1200
	204
	2.8
	18.1
	 
	 
	 
	
	
	
	
	

	40
	1200
	184
	3.0
	17.0
	 
	 
	 
	
	
	
	
	

	42
	1200
	185
	3.2
	15.5
	 
	 
	 
	
	
	
	
	

	44
	1200
	211
	3.7
	13.2
	 
	2.7
	4.2
	2
	0.5
	
	0.4
	

	48
	 
	 
	start hemo-
dialysis 
	
	 
	3.1
	7.1
	
	
	
	
	



a TP, total serum protein; b SA, serum albumin; c hematuria measured by urine dipstic (scale from 0 to 4); d complement C3 ref. range:  0.9 – 1.8 g/l; e complement C3d ref. range: < 9 mg/l; f complement C4 ref. range: 0.1 – 0.4 g/l; g complement CH50 ref. range: 20 – 50 E/ml.

Additional file Table S8. Treatment and response patient C3GN5
	Week
	Eculizu-
mab 
(mg)
	BUN 
(mg/dl)
	SCr 
(mg/dl)
	eGFR (ml/min/
1.73m2)
	TPa 
(g/dl)
	SAb 
(g/dl)
	UPCR 
(g/g)
	Hematuriac 
(0-4)
	C3d 
(g/l)
	C3de 
(mg/l)
	C4f 
(g/l)
	CH50g 
(E/ml)

	0
	900
	24
	0.8
	103
	4.6
	3
	5.6
	
	0.19
	36.5
	0.24
	

	1
	900
	38
	0.8
	109
	4.7
	3.2
	2.2
	
	0.13
	32.3
	0.26
	

	2
	900
	34
	0.7
	116
	4.8
	3.1
	2.4
	
	0.13
	42.7
	0.22
	

	3
	900
	37
	0.9
	94
	5.1
	3.3
	1.7
	
	0.13
	42.7
	0.22
	

	4
	1200
	35
	0.8
	109
	5.4
	3.6
	2.0
	
	0.13
	55.3
	
	

	6
	1200
	24
	0.7
	116
	6.2
	4.1
	3.7
	
	0.12
	46.9
	
	

	8
	1200
	21
	0.7
	131
	5.7
	3.5
	2.8
	
	0.12
	61.2
	
	

	9
	1200
	31
	0.6
	136
	5.7
	3.7
	2.1
	
	0.13
	56
	
	

	12
	1200
	29
	0.6
	133
	5.7
	3.7
	2.1
	
	0.13
	70.7
	
	

	14
	1200
	21
	0.6
	146
	5.6
	3.6
	2.8
	
	0.14
	46.1
	
	

	16
	1200
	24
	0.6
	142
	5.1
	3.4
	3.0
	
	0.14
	43.9
	
	

	18
	1200
	19
	0.6
	145
	5.4
	3.6
	2.8
	
	0.12
	28
	
	

	20
	1200
	29
	0.6
	136
	5.3
	3.5
	3.4
	
	
	
	
	

	22
	1200
	19
	0.6
	153
	5.2
	3.5
	4.0
	2
	
	0.14
	
	

	24
	1200
	26
	0.6
	153
	5
	3.3
	4.2
	
	0.16
	52.3
	
	

	26
	1200
	23
	0.6
	147
	5.1
	3.3
	4.8
	2
	0.2
	62.1
	
	

	28
	1200
	28
	0.6
	147
	5.2
	3.5
	3.3
	
	
	
	
	

	32
	1200
	21
	0.5
	164
	5.2
	3.3
	4.5
	
	0.18
	55.8
	
	

	35
	1200
	23
	0.6
	136
	5.2
	3.2
	2.8
	
	0.14
	50
	
	

	37
	1200
	25
	0.6
	147
	5.1
	3.3
	4.0
	
	0.18
	
	
	

	40
	1200
	23
	0.6
	136
	5.2
	3.5
	2.5
	
	
	
	
	

	43
	1200
	21
	0.6
	134
	5.2
	3.5
	2.5
	
	0.14
	70.4
	
	

	47
	1200
	20
	0.6
	142
	4.9
	
	4.3
	
	0.2
	
	
	

	50
	1200
	18
	0.5
	160
	4.8
	3.2
	4.4
	
	0.18
	54
	
	

	53
	1200
	29
	0.7
	121
	4.3
	2.8
	3.9
	
	0.25
	44.4
	
	

	55
	1200
	26
	0.6
	142
	4.5
	2.9
	5.5
	
	0.22
	44
	
	

	58
	1200
	26
	0.8
	108
	4.7
	2.9
	4.3
	
	0.21
	> 75
	
	

	60
	1200
	18
	0.7
	125
	4.5
	2.8
	3.1
	
	0.18
	65.8
	
	

	62
	1200
	24
	0.7
	129
	4.8
	3.2
	3.0
	
	
	
	
	

	64
	1200
	25
	0.5
	160
	5.1
	3.3
	
	
	
	
	
	

	67
	1200
	22
	0.5
	164
	4.4
	2.5
	6.3
	
	0.25
	75
	
	

	69
	1200
	20
	0.5
	158
	4.4
	2.6
	9.9
	
	0.25
	
	
	

	71
	1200
	26
	0.7
	121
	4.2
	2.4
	5.0
	
	0.23
	37.4
	
	

	73
	1200
	23
	0.6
	137
	4.1
	2.6
	6.9
	
	
	
	
	

	75
	1200
	21
	0.5
	165
	4
	2.5
	6.4
	
	0.29
	
	
	

	77
	1200
	17
	0.5
	165
	4
	2.2
	6.2
	
	0.22
	35.2
	
	

	80
	1200
	29
	0.8
	103
	3.8
	2.3
	
	
	
	
	
	

	83
	1200
	31
	0.9
	94
	3.7
	1.9
	12.3
	
	0.62
	33.9
	
	

	85
	1200
	42
	0.8
	100
	3.6
	2.2
	5.6
	
	0.58
	33.3
	
	

	87
	1200
	50
	0.9
	85
	3.5
	1.9
	6.9
	
	0.66
	22
	
	

	89
	1200
	34
	0.9
	84
	3.9
	1.9
	10.0
	
	0.66
	31.2
	
	

	91
	1200
	32
	1.1
	71
	3.6
	1.9
	11.2
	
	
	
	
	

	92
	1200
	29
	0.7
	119
	3.5
	1.8
	9.3
	
	0.35
	26.8
	
	

	94
	1200
	40
	0.7
	123
	3.7
	2
	7.7
	
	0.38
	41.4
	
	

	95
	1200
	36
	0.8
	108
	3.3
	1.7
	8.9
	
	0.42
	60.2
	0.28
	

	96
	1200
	40
	0.7
	110
	3.9
	2
	5.0
	
	0.41
	
	
	

	97
	1200
	33
	0.7
	119
	3.6
	1.8
	5.6
	
	
	
	
	

	98
	1200
	40
	0.7
	113
	3.5
	1.9
	5.6
	
	
	
	
	

	99
	1200
	34
	0.7
	121
	3.3
	1.8
	5.6
	
	0.32
	41.9
	0.21
	

	101
	1200
	42
	0.8
	105
	3.9
	2
	6.7
	
	0.45
	38.4
	
	

	118
	1200
	36
	1.3
	59
	3.2
	1.6
	15.8
	
	0.64
	26.2
	
	

	120
	1200
	39
	2.0
	36
	3.5
	1.8
	16.9
	1
	0.87
	22.1
	
	



a TP, total serum protein; b SA, serum albumin; c hematuria measured by urine dipstic (scale from 0 to 4); d complement C3 ref. range:  0.9 – 1.8 g/l; e complement C3d ref. range: < 9 mg/l; f complement C4 ref. range: 0.1 – 0.4 g/l; g complement CH50 ref. range: 20 – 50 E/ml.
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