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	[bookmark: _Toc135312041][bookmark: _Toc130393017]Supplementary Table 1.  Prevalence of rapid kidney function decline according to CVD history at baseline and occurrence of HF events during the first 4 years of follow-up. 

	
	All Participants
	No CVD History 
	CVD History

	
	All
	No HF
	HF
	All
	No HF
	HF
	All
	No HF
	HF

	No/slow kidney function decline (n [%])
	5,966 (79.1)
	5,825 (80.0)
	141
(55.3)
	3,929 (79.8)
	3,867 (80.3)
	62 
(59.1)
	2037
(77.9)
	1958 (79.4)
	79 
(52.7)

	Rapid kidney function decline (n [%])
	1,573 (20.9)
	1,459 (20.0)
	114 
(44.7)
	994
(20.2)
	951 
(19.7) 
	43 
(40.9)
	579 
(22.1)
	508 
(20.6)
	71
(47.3)

	All (n [%])
	7,539 (100)
	7,284 (100)
	255
(100)
	4,923 (100)
	4,818 (100)
	105
(100)
	2,616
(100)
	2,466 (100)
	150
(100)

	Abbreviations: HF, heart failure, CVD cardiovascular disease



	[bookmark: _Toc135312042][bookmark: _Toc130393018]Supplementary Table 2. Association of rapid kidney function decline and other clinical characteristics with odds of HF within 4 years from baseline.


	
	Model 1
Rapid kidney function decline
	Model 2
Model 1 + ACCORD trial assignments and ACCORD clinical centers
	Model 3
Model 2 +  sex, age, duration of diabetes, BMI, WC, HbA1c, SBP, DBP, HDL, log triglycerides, smoking history, CVD history at baseline (All participants)
	Model 4
Model 3 + eGFR and log UACR at baseline

	Model 5
Model 4 + eGFR and log UACR before event or at censoring 


	Predictors
	OR
	95% CI
	p-value
	OR
	95% CI
	p-value
	OR
	95% CI
	p-value
	OR
	95% CI
	p-value
	OR
	95% CI
	p-value

	Rapid kidney function decline
	3.23
	2.51-4.16
	<0.0001
	3.39
	2.62-4.39
	<0.0001
	3.27
	2.44-4.37
	<0.0001
	2.81
	2.08-3.78
	<0.0001
	3.73
	2.63-5.31
	<0.0001

	Intensive glycemic control
	-
	-
	-
	1.12
	0.87-1.44
	0.39
	1.27
	0.89-1.82
	0.19
	1.21
	0.85-1.74
	0.29
	1.24
	0.867-1.78
	0.24

	Intensive BP control
	-
	-
	-
	0.83
	0.56-1.23
	0.34
	0.95
	0.61-1.48
	0.82
	1.00
	0.64-1.57
	0.99
	1.17
	0.74-1.85
	0.50

	Fenofibrate vs. placebo
	-
	-
	-
	0.84
	0.60-1.18
	0.31
	1.10
	0.76-1.59
	0.61
	1.15
	0.79-1.67
	0.47
	1.44
	0.97-2.12
	0.07

	Female
	-
	-
	-
	-
	-
	-
	0.98
	0.66-1.45
	0.92
	1.05
	0.70-1.56
	0.81
	1.09
	0.73-1.63
	0.67

	Age
	-
	-
	-
	-
	-
	-
	1.06
	1.03-1.08
	<0.0001
	1.06
	1.03-1.09
	<0.0001
	1.06
	1.04-1.09
	<0.0001

	Diabetes duration
	-
	-
	-
	-
	-
	-
	1.02
	1.00-1.04
	0.03
	1.01
	0.99-1.03
	0.21
	1.01
	0.99-1.09
	0.18

	BMI
	-
	-
	-
	-
	-
	-
	1.03
	0.98-1.08
	0.29
	1.03
	0.98-1.08
	0.29
	1.03
	0.98-1.09
	0.26

	WC
	-
	-
	-
	-
	-
	-
	1.02
	1.00-1.04
	0.05
	1.02
	1.00-1.04
	0.08
	1.02
	1.00-1.04
	0.11

	Baseline HbA1c
	-
	-
	-
	-
	-
	-
	1.24
	1.06-1.44
	0.006
	1.19
	1.02-1.37
	0.03
	1.19
	1.02-1.39
	0.03

	Mean HbA1c during follow-up
	-
	-
	-
	-
	-
	-
	1.16
	0.93-1.43
	0.19
	1.10
	0.89-1.37
	0.38
	1.08
	0.87-1.34
	0.49

	SBP
	-
	-
	-
	-
	-
	-
	1.01
	1.00-1.02
	0.08
	1.00
	0.99-1.01
	0.48
	1.00
	0.99-1.01
	0.71

	DBP
	-
	-
	-
	-
	-
	-
	0.97
	0.95-0.99
	0.0009
	0.98
	0.96-0.99
	0.006
	0.99
	0.96-0.99
	0.006

	HDL
	-
	-
	-
	-
	-
	-
	0.99
	0.97-1.01
	0.40
	0.99
	0.97-1.01
	0.41
	0.99
	0.97-1.01
	0.39

	Log Triglycerides
	-
	-
	-
	-
	-
	-
	1.07
	0.87-1.45
	0.66
	0.98
	0.72-1.33
	0.88
	0.97
	0.71-1.33
	0.86

	Smoking history
	-
	-
	-
	-
	-
	-
	1.17
	0.87-1.59
	0.30
	1.13
	0.83-1.53
	0.43
	1.14
	0.84-1.55
	0.40

	CVD history at baseline
	-
	-
	-
	-
	-
	-
	1.96
	1.44-2.67
	<0.0001
	1.87
	1.36-2.56
	<0.0001
	1.84
	1.34-2.53
	0.0002

	Diuretic therapy at baseline
	-
	-
	-
	-
	-
	-
	1.59
	2.28-2.14
	0.002
	1.56
	1.15-2.11
	0.005
	1.53
	1.13-2.08
	0.006

	Beta blocker therapy at baseline
	-
	-
	-
	-
	-
	-
	1.27 
	0.93-1.73
	0.13
	1.25
	0.92-1.71
	0.16
	1.28
	0.93-1.75
	0.13

	RASB therapy at baseline
	-
	-
	-
	-
	-
	-
	1.03
	0.74-1.43
	0.87
	0.97
	0.69-1.36
	0.85
	0.98
	0.70-1.37
	0.89

	eGFR at baseline†
	-
	-
	-
	-
	-
	-
	-
	-
	-
	0.99
	0.99-1.01
	0.50
	0.99
	0.97-0.99
	0.01

	Log UACR at baseline‡
	-
	-
	-
	-
	-
	-
	-
	-
	-
	1.43
	1.31-1.57
	<0.0001
	1.28
	1.12-1.47
	0.0003

	eGFR at event/censoring 
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	1.02
	1.01-1.03
	0.0008

	Log UACR at event/censoring
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	1.20
	1.06-1.35
	0.004

	†ORs are per 10 ml/min/1.73 m2 increment in eGFR
‡ORs are per 1 natural log mg/g increment in UACR
Abbreviations: HF, heart failure; BMI, body mass index; WC, waist circumference;  HbA1c, glycated hemoglobin; SBP, systolic blood pressure; DBP, diastolic blood pressure; LDL, low density lipoprotein; HDL, high density lipoprotein; CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate; UACR, urinary albumin/creatinine ratio.



	[bookmark: _Toc135312043][bookmark: _Toc130393019]Supplementary Table 3. Association of rapid kidney function decline during follow-up (vs no/slow kidney function decline) with odds of HF within 5 years from baseline.

	
	All Participants
	No CVD History
	CVD History

	Models
	OR (95% CI)
	P value
	OR (95% CI)
	P value
	OR (95% CI)
	P value

	Model 1: Rapid kidney function decline
	3.84 (3.01-4.89)
	<0.0001
	3.31 (2.27-4.82)
	<0.0001
	4.13 (2.48-4.84)
	<0.0001

	Model 2: Model 1 +  ACCORD trial treatment assignments and ACCORD clinical centers 
	4.06 (3.16-5.20)
	<0.0001
	3.58 (2.43-5.27)
	<0.0001
	4.28 (3.02-5.91)
	<0.0001

	Model 3: Model 2 +  sex, age, duration of diabetes, BMI, WC, baseline HbA1c, SBP, DBP, HDL, log triglycerides, smoking history, diuretic therapy, beta blocker therapy, RASB therapy, CVD history at baseline (All participants), mean Hba1c during follow-up
	3.99 (3.00-5.30)
	<0.0001
	2.98 (1.93-4.62)
	<0.0001
	4.88 (3.31-7.12)
	<0.0001

	Model 4: Model 3 + eGFR and log UACR at baseline
	3.36 (2.50-4.51)
	<0.0001
	2.58 (1.65-4.04)
	<0.0001
	4.17 (2.78-6.24)
	<0.0001

	Model 5: Model 4 + last eGFR and log UACR before censoring or event
	4.90 (3.44-6.99)
	<0.0001
	3.76 (2.19-6.47)
	<0.0001
	6.20 (3.82-10.0)
	<0.0001

	Data are based on the analysis of 4,758 participants who completed 5 years of follow-up and/or had an HF events within that time interval. Included were 832 participants with rapid kidney function decline and 303 participants with an HF event.
Abbreviations: OR, odds ratio; 95% CI, 95% confidence interval; BMI, body mass index; WC, waist circumference; HbA1c, glycated hemoglobin; SBP, systolic blood pressure; RASB, renin-angiotensin blockers; CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate; UACR, urine albumin-creatinine ratio







	[bookmark: _Toc135312044]Supplementary Table 4. Odds of HF within 4 years from baseline according to baseline eGFR and UACR classes.

	Baseline eGFR
(ml/min/1.73 m2)
	Baseline UACR
(mg/g)
	No HF
N (%)
	HF
N (%)
	Adjusted
OR (95% CI)

	≥90
	<30
	2,452 (33.8)
	33 (13.0) 
	1 (ref)

	≥90
	≥30
	1,009 (13.9)
	56 (22.1)
	3.51 (2.15-5.74)

	60-89
	<30
	2,172 (30.0)
	46 (18.1)
	1.17 (0.71-1.94)

	60-89
	≥30
	948 (13.1)
	72 (28.4)
	3.53 (2.18-5.71)

	<60
	<30
	390 (5.4)
	20 (7.9)
	2.12 (1.11-4.03)

	<60
	≥30
	280 (3.9)
	27 (10.6)
	3.98 (2.19-7.23)

	All
	All
	7,251 (100)
	255 (100)
	

	Abbreviations: HF, heart failure; eGFR, estimated glomerular filtration rate; UACR, urinary albumin/creatinine ratio; OR, odds ratio; CI, confidence interval.



[bookmark: _Toc135312045][bookmark: _Toc130393020]Supplemental Figure 1. Measurements performed at baseline and follow-up.
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[bookmark: _Toc135312046][bookmark: _Toc130393021]Supplemental Figure 2. Flow chart for the selection of study participants

Abbreviations: eGFR, estimated glomerular filtration rate; UACR, urinary albumin/creatinine ratio
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[bookmark: _Toc135312047][bookmark: _Toc130393022]Supplemental Figure 3. Distributions of the number of eGFR measurements (A) and years spanned by them (B)

	   
	

	A
B

	

	[image: ][image: ]
	




image1.png
All ACCORD participants
N=10,251

>3 eGFR measures between baseline
and HF event or 4 year-censoring
N=7,874

Available uACR measures at baseline
N=7,539

Completed 4 years of follow-up and/or
HF event in that time period
N=8,095





image2.png
Percent

40%

35%

30%

25%

20%

15%

10%

5%

0%

05-1.0

1015

15-2.0 2025 253.0
Years spanned by GFRs

3.035

3.5-4.0




image3.png
Percent

35%

30%

25%

20%

15%

10%

5%

0%

10





