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Table S1. Characteristics of the study participants according to baseline UPCR concentrations (median categories)*.
	　
	　
	UPCR, g/gCr
	　

	Characteristics
	Total
	  Median 1 (<0.6) 
	Median 2 (≥0.6)
	P value

	No. of participants
	639
	315
	324
	

	Age, year
	69.0 (58.0-76.0)
	70.0 (61.0-77.0)
	67.0 (55.8-74.0)
	0.013

	BMI, kg/m2
	23.2 (21.0-25.9)
	23.0 (21.0-25.6)
	23.4 (21.0-26.4)
	0.148

	Systolic blood pressure, mmHg
	138.0 (125.0-154.0)
	131.0 (120.0-147.2)
	144.0 (130.2-160.0)
	<0.001

	Gender, No. (%)
	
	
	
	

	  Male
	432 (67.6)
	218 (69.2)
	214 (66.0)
	0.394

	  Female
	207 (32.4)
	97 30.8)
	110 (34.0)
	

	Etiology of CKD, No. (%)
	
	
	
	<0.001

	  Diabetic nephropathy
	125 (19.6)
	24 (7.6)
	101 (31.2)
	

	  Nephrosclerosis
	251 (39.3)
	164 (52.1)
	87 (26.9)
	

	  Glomerulonephritis
	141 (22.1)
	42 (13.3)
	99 (30.6)
	

	  Other
	122 (19.1)
	85 (27.0)
	37 (11.4)
	

	Hypertension, n (%)
	558 (87.3)
	249 (79)
	309 (95.4)
	<0.001

	Laboratory results
	
	
	
	

	  Hemoglobin, g/L
	123.1 ± 21.7
	128.1 ± 19.6
	118.2 ± 2.5
	<0.001

	  Serum albumin, g/L
	124.0 (107.0-139.0)
	43.0 (40.0-45.0)
	38.0 (33.0-41.0)
	<0.001

	  Serum creatinine, mmol/L
	153.0 (114.0-236.5)
	126.0 (105.5-163.5)
	205.5 (135.0-312.0)
	<0.001

	  eGFR, ml/min per 1.73 m2
	34.0 (20.1-49.0)
	42.5 (29.8-52.5)
	24.5 (15.2-38.2)
	<0.001

	  UPCR, g/gCr
	0.6 (0.1-2.1)
	0.1 (0.0-0.2)
	2.1 (1.1-4.4)
	<0.001

	Medication use, No. (%)
	
	
	
	

	  Use of RAAS inhibitor
	395 (61.8)
	163 (51.7)
	232 (71.6)
	<0.001

	  Use of calcium channel blocker
	282 (44.1)
	99 (31.4)
	183 (56.5)
	<0.001

	  Use of diuretics
	164 (25.7)
	48 (15.2)
	116 (35.8)
	<0.001


*Continuous variables are presented as mean (standard deviation) or median (interquartile range), categorical variables are presented as numbers (percentages).
Abbreviations: UPCR, urinary protein-to-creatinine ratio; BMI, body mass index; eGFR, estimated glomerular filtration rate; CKD, chronic kidney disease; RASS, renin-angiotensin-aldosterone system; CCB, calcium channel blocker.

Table S2. Interaction of baseline UPCR concentrations (median) and diabetes (yes, no) on the risk of CV events.
	　
	　
	　
	HR ( 95% CI)
	　

	Diabetes
	UPCR, g/gCr
	Events/N (%)
	Crude model
	Adjusted model*
	P for interaction*

	No
	Median1 (<0.6)
	13/246 (5.3)
	Ref (1.00)
	Ref (1.00)
	0.032

	
	Median 2 (≥0.6)
	14/192 (7.3)
	1.58 (0.74, 3.36)
	1.33 (0.61, 2.93) 
	

	Yes
	Median 1 (<0.6)
	4/69 (5.8)
	1.11 (0.36, 3.40)
	0.95 (0.30, 2.94)
	

	　
	Median 2 (≥0.6)
	28/132 (21.2)
	5.97 (3.08, 11.58)
	4.51 (2.18, 9.33)
	　


*Adjusted for age, sex, body mass index, systolic blood pressure, estimated glomerular filtration rate, history of hypertension, and use of calcium channel blocker, use of renin-angiotensin-aldosterone system inhibitor, as well as use of diuretics. 
Abbreviations: HR, hazards ratio; CI, confidence interval; UPCR, urinary protein-to-creatinine ratio; CV, cardiovascular.








Table S3. Association between UPCR (< 0.5, ≥ 0.5 g/gCr) and CV events in various subgroups*
	　
	  Normal (<0.5)
	 Proteinuria (≥0.5)
	　
	　

	Subgroups
	Events/N (%)
	Events/N (%)
	HR ( 95% CI)
	P for interaction*

	Age, years
	
	
	
	0.358

	    <60
	2/75 (2.7)
	5/105 (4.8)
	1.34 (0.22, 8.20) 
	

	    ≥60
	15/231 (6.5)
	37/228 (16.2)
	1.98 (1.03, 3.83) 
	

	Sex
	
	
	
	0.823

	    Male
	12/214 (5.6)
	29/218 (13.3)
	2.05 (0.98, 4.28)
	

	    Female
	5/92 (5.4)
	13/115 (11.3)
	2.51 (0.80, 7.84)
	

	BMI, kg/m2
	
	
	
	0.108

	    <24
	7/165 (4.2)
	24/169 (14.2)
	3.43 (1.40, 8.36) 
	

	    ≥24
	9/101 (8.9)
	15/139 (10.8)
	0.97 (0.38, 2.50) 
	

	Baseline SBP, mmHg
	
	
	
	0.243

	    <140
	7/209 (3.3)
	16/147 (10.9)
	3.04 (1.19, 7.75)
	

	    ≥140
	10/94 (10.6)
	26/180 (14.4)
	1.84 (0.82, 4.13) 
	

	eGFR, ml/min per 1.73 m2
	
	
	
	0.580 

	    <30
	7/75 (9.3)
	30/197 (15.2)
	2.91 (1.23, 6.89) 
	

	    ≥30
	10/231 (4.3)
	12/136 (8.8)
	1.73 (0.71, 4.18)
	　


*Adjusted for age, sex, body mass index, systolic blood pressure, estimated glomerular filtration rate, history of hypertension, and use of calcium channel blocker, use of renin-angiotensin-aldosterone system inhibitor, as well as use of diuretics, if not stratified.
Abbreviations: HR, hazards ratio; CI, confidence interval; UPCR, urinary protein-to-creatinine ratio; CV, cardiovascular; BMI, body mass index; SBP, systolic blood pressure; eGFR, estimated glomerular filtration rate.








Figure S1. Flowchart of the participants of a post hoc analysis of the Chronic Kidney Disease Research of Outcomes in Treatment and Epidemiology (CKD-ROUTE).
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Figure S2. CV events after 3 years of follow-up by clinical categories of UPCR (median) and diabetes status (yes, no) at baseline.
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