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Supplementary Tables
Supplementary Table 1. Concomitant treatments in patients with type 2 diabetes at baseline and during follow-up.
	Treatment
	Baseline
 Number (percent)
	Follow-up

Number (percent)

	
	Asp/Asp homozygotes
	Glu/Glu + Glu/Asp
	Asp/Asp homozygotes
	Glu/Glu + Glu/Asp

	Concomitant medication


	Overall

(n = 36)
	ACEi
(n = 21)
	non-ACEi

(n = 15)
	Overall

(n = 1122)
	ACEi

(n = 553)
	non-ACEi

(n = 569)
	Overall

(n = 36)
	ACEi

(n = 21)
	non-ACEi

(n = 15)
	Overall

(n = 1122)
	ACEi

(n = 553)
	non-ACEi

(n = 569)

	Glucose-lowering regimen
	
	
	
	
	
	
	
	
	
	
	
	

	Diet alone
	11 (30.6)
	7 (33.3)
	4 (26.7)
	333 (29.7)
	162 (29.3)
	171 (30.1)
	8 (22.2)
	4 (19.1)
	4 (26.7)
	229 (20.4)
	114 (20.6)
	115 (20.2)

	Oral hypoglycemic agent alone
	17 (47.2)
	10 (x47.6)
	7 (46.7)
	656 (58.5)
	331 (59.9)
	325 (57.1)
	18 (50.0)
	11 (52.4)
	7 (46.7)
	694 (61.9)
	344 (62.2)
	350 (61.5)

	Insulin and oral hypoglycemic agent
	4 (11.1)
	4 (19.1)
	0  (0.0)
	72 (6.4)
	29 (5.2)
	43 (7.6)
	8 (22.2)
	6 (28.6)
	2 (13.3)
	140 (12.5)
	62 (11.2)
	78 (13.7)

	Insulin alone
	4 (11.1)
	0 (0.0)
	4 (26.7)*
	61 (5.4)
	31 (5.6)
	30 (5.3)
	2 (5.6)
	0 (0.0)
	2 (13.3)
	59 (5.3)
	33 (6.0)
	26 (4.6)

	Antihypertensive agents
	
	
	
	
	
	
	
	
	
	
	
	

	Any
	18 (50.0)
	10 (46.7)
	8 (53.3)
	616 (54.9)
	303 (54.8)
	313 (55.0)
	24 (66.7)
	14 (66.7)
	10 (66.7)
	691 (61.6)
	325 (58.8)
	366 (64.3)

	Diuretic
	13 (36.1)
	7 (33.3)
	6 (40.0)
	233 (20.8)
	107 (19.4)
	126 (22.1)
	9 (25.0)
	5 (23.8)
	4 (26.7)
	209 (18.6)
	89 (16.1)
	120 (21.1)*

	Beta-blocker
	3 (8.3)
	1 (4.8)
	2 (13.3)
	91 (8.1)
	49 (8.9)
	42 (7.4)
	5 (13.9)
	3 (14.3)
	2 (13.3)
	93 (8.3)
	46 (8.3)
	47 (8.3)

	Calcium-channel blocker (dihydropyridine)
	4 (11.1)
	3 (14.3)
	1 (6.7)
	322 (28.7)
	148 (26.8)
	174 (30.6)
	9 (25.0)
	5 (23.8)
	4 (26.7)
	311 (27.7)
	143 (25.9)
	168 (29.5)

	Sympatholytic agent
	8 (22.2)
	5 (23.8)
	3 (2.0)
	232 (20.7)
	118 (21.3)
	114 (20.0)
	17 (47.2)
	9 (42.9)
	8 (53.3)
	521 (46.4)
	228 (41.2)
	293 (51.5)°

	Lipid-lowering agents
	
	
	
	
	
	
	
	
	
	
	
	

	Any
	4 (11.1)
	3 (14.3)
	1 (6.7)
	121 (10.8)
	61 (11.0)
	60 (10.5)
	5 (13.9)
	4 (19.1)
	1 (6.7)
	216 (19.3)
	99 (17.9)
	117 (20.6)

	Statin alone
	3 (8.3)
	3 (14.3)
	0 (0.0)
	79 (7.0)
	44 (8.0)
	35 (6.2)
	4 (11.1)
	4 (18.1)
	0 (0.0)
	164 (14.6)
	76 (13.7)
	88 (15.5)

	Fibrate alone
	0 (0.0)
	0 (0.0)
	0 (3.4)
	38 (2.5)
	14 (4.2)
	24 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	42 (3.7)
	18 (3.3)
	24 (4.2)

	Statin and fibrate
	1 (2.8)
	0 (0.0)
	1 (6.7)
	3 (0.3)
	2 (0.4)
	1 (0.2)
	1 (2.8)
	0 (0)
	1 (6.7)
	20 (1.8)
	11 (2.0)
	9 (1.6)

	Antiplatelet agent
	0 (0.0)
	0 (0.0)
	0 (0.0)
	27 (2.4)
	14 (2.5)
	13 (2.3)
	4 (11.1)
	3 (14.3)
	1 (6.7)
	86 (7.7)
	46 (8.3)
	40 (7.0)


*P<0.05 vs ACEi, °P<0.001 vs ACEi.
Supplementary Table 2. Panel A: HRs of the comparisons between ACEi treated and non-ACEi treated patients within the two genotype. Panel B: HRs of the comparisons between Asp/Asp homozygotes and Glu/Glu + Glu/Asp patients in ACEi or non-ACEi arms (genotype, ACEi use, interaction without other covariates).
	A
	ACEi vs. non-ACEi

	 
	Microalbuminuria events
	

	
	
	Cardiovascular events

	Asp/Asp homozygotes 
	HR=4.030, P=0.197
	HR=1.750 P=0.504

	
	95%CI (0.485-33.496)
	95%CI [0.339-9.030]

	Glu/Glu +
	HR=0.387, P<0.0001
	HR=0.672 P=0.046

	Glu/Asp
	95%CI (0.247-0.607)
	95%CI [0.455-0.993]

	 
	 
	 

	B
	Asp/Asp homozygotes vs. Glu/Glu + Glu/Asp

	 
	Microalbuminuria events
	

	
	
	 Cardiovascular events

	non-ACEi
	HR=0.596, P=0.608
	HR=1.403, P=0.470

	
	95%CI (0.083-4.300)
	95%CI (0.343-5.737)

	ACEi
	HR=6.210, P<0.0001
	HR=3.655, P=0.006

	
	95%CI (2.563-15.043)
	95%CI (1.445-9.242)


Supplementary Table 3. Multivariable Cox analysis for microalbuminuria and cardiovascular end points with the p.Glu936Asp additive model. 
	
	Renal events

Number of events=98
	 
	Cardiovascular events

Number of events=112

	
	Hazard Ratio
	P value
	
	Hazard Ratio
	P value

	
	(95% CI)
	
	
	(95% CI)
	

	p.Glu936Asp

(Addit model)
	1.348
	0.0932


	
	1.217
	0.2562

	
	(0.951-1.912)


	
	
	(0.867-1.708)


	

	ACEi therapy
	0.430
	0.0001
	
	0.734
	0.1153

	
	(0.281-0.660)


	
	
	(0.499-1.079)


	

	Gender (male)
	1.570
	0.0878
	
	1.678
	0.0395

	
	(0.935-2.636)


	
	
	(1.025-2.747)


	

	Smoking habits
	1.463
	0.1040
	
	-
	-

	
	(0.925-2.316)


	
	
	
	

	HbA1c†
	5.434
	<0.0001
	
	2.924
	0.0140

	
	(2.318-12.738)


	
	
	(1.243-6.878)


	

	UAE†
	8.718
	<0.0001
	
	1.715
	0.0010

	
	(5.634-13.489)


	
	
	(1.243-2.365)


	

	Age
	-
	             -
	
	1.047
	0.0007

	
	
	
	
	(1.019-1.075)


	

	Hypertension duration
	-
	                 -
	
	1.029
	0.0176

	
	
	
	
	(1.005-1.053)


	

	BMI
	-
	                 -
	
	0.938
	0.0104

	
	
	
	
	(0.894-0.985)


	

	Serum Creatinine
	-
	                 -
	
	2.012
	0.2951

	
	
	
	
	(0.544-7.444)


	

	LDL cholesterol
	-         
	                                  -
	 
	1.007
	0.0121

	
	
	
	 
	(1.001-1.012)


	


† log transformed. 
Legend to supplementary figure 1
Supplementary Figure 1. Impact of p.Glu936Asp CFH genotypes on new-onset microalbuminuria and cardiovascular events. Kaplan-Meier curves show the fraction of Asp/Asp homozygous,  Glu/Asp   heterozygous or Glu/Glu homozygous  diabetics who progressed to microalbuminuria (panel A) or developed cardiovascular events (panel B) throughout the study period. P values and HR (95% CI) of unadjusted Cox analyses are shown.
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