	Supplemental Table 1. Cumulative exposure duration of RASi use and risks of study outcomes at least >2 months of follow-up among propensity score-matched patients with advanced stages 4-5 of DKD

	
	ESRD
	All-cause mortality
	Cardiovascular mortality

	Cumulative 
exposure
in days
	Events/N 
	aHR (95% CI)
	Events/N
	aHR (95% CI)
	Events/N
	aHR (95% CI)

	Nonuse
	213 / 1600
	1.00 (reference)
	410 / 1775
	1.00 (reference)
	140 / 1775
	1.00 (reference)

	Use
	255 / 1839
	0.98 (0.82, 1.18)
	402 / 2015
	0.66 (0.58, 0.76)
	169 / 2015
	0.81 (0.64, 1.02)

	~by 3 layers
	
	
	
	
	
	

	1-100
	64 / 480
	1.26 (0.95, 1.67)
	170 / 540
	1.44 (1.20, 1.72)
	75 / 540
	1.79 (1.35, 2.38)

	101-250
	53 / 595
	0.71 (0.53, 0.97)
	107 / 627
	0.65 (0.52, 0.80)
	39 / 627
	0.66 (0.46, 0.95)

	≥251
	138 / 764
	1.03 (0.83, 1.28)
	125 / 848
	0.37 (0.30, 0.46)
	55 / 848
	0.48 (0.35, 0.67)

	~by 4 layers
	
	
	
	
	
	

	1-63
	57 / 427
	1.20 (0.90, 1.61)
	139 / 389
	1.65 (1.39, 1.98)
	63 / 389
	2.34 (1.78, 3.06)

	64-186
	67 / 520
	0.95 (0.73, 1.24)
	112 / 528
	0.73 (0.59, 0.89)
	40 / 528
	0.74 (0.52, 1.05)

	187-271
	30 / 310
	0.57 (0.39, 0.83)
	29 / 321
	0.27 (0.19, 0.40)
	12 / 321
	0.33 (0.19, 0.60)

	≥272
	159 / 727
	1.14 (0.93, 1.38)
	122 / 777
	0.34 (0.28, 0.42)
	54 / 777
	0.46 (0.33, 0.63)

	Abbreviations: the same as Tables 1, 2, and 4.
Adjusted for all covariates (age per year, sex, comorbidities, number of medical visits, Charlson comorbidity index, confounding drugs, (and competing risk for ESRD).
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	Supplemental Table 2. Risk of RASi-related complications during follow-up

	　
　
	RASi users
(n=2196)
	RASi nonusers
(n=2196)

	Hyperkalemia from outpatient and inpatient summation

	 Events (%)
	245 (11.2 %)
	158 (7.2 %)

	 Person-years observed
	2960
	2182

	 Incidence rate per 100 person-years
	8.3
	7.2

	 Adjusted HR* (95% CI)　
	1.45 (1.19, 1.77)
	1 (Reference)

	Acute kidney injury from outpatient and inpatient summation

	 Events (%)
	289 (13.2 %)
	232 (10.6 %)

	 Person-years observed
	2982
	2140

	 Incidence rate per 100 person-years
	9.7 
	10.8 

	 Adjusted HR* (95% CI)　
	1.16 (0.98, 1.38)
	1 (reference)

	Abbreviations: the same as Tables 1-2.
Adjusted for all covariates (age per year, sex, comorbidities, number of medical visits, Charlson comorbidity index, and confounding drugs.









	Supplemental Table 3. Subgroup analyses of study outcomes among propensity score-matched patients with advanced stages 4-5 of DKD

	Variable
	ESRD
	All-cause mortality
	Cardiovascular mortality

	
	aHR
	95% CI
	aHR
	95% CI
	aHR
	95% CI

	Sex
	
	
	
	
	
	

	  Male
	1.04
	(0.87, 1.24)
	0.53
	(0.45, 0.63)
	0.74
	(0.57, 0.97)

	  Female
	0.95
	(0.77, 1.16)
	0.52
	(0.43, 0.62)
	0.61
	(0.45, 0.82)

	Age (year)
	
	
	
	
	
	

	  ≤70
	1.18
	(0.98, 1.43)
	0.58
	(0.46, 0.73)
	0.61
	(0.41, 0.91)

	  >70
	0.83
	(0.69, 1.01)
	0.51
	(0.44, 0.59)
	0.70
	(0.56, 0.88)

	Hypertension
	
	
	
	
	
	

	  No
	2.45
	(0.89, 6.79)
	0.94
	(0.34, 2.58)
	N/A
	N/A

	  Yes
	1.00
	(0.87, 1.14)
	0.52
	(0.46, 0.59)
	0.68
	(0.56, 0.83)

	Coronary heart disease
	
	
	
	
	
	

	  No
	1.00
	(0.84, 1.19)
	0.52
	(0.44, 0.62)
	1.05
	(0.73, 1.51)

	  Yes
	1.01
	(0.82, 1.26)
	0.53
	(0.45, 0.64)
	0.56
	(0.44, 0.72)

	Hyperlipidemia
	
	
	
	
	
	

	  No
	1.06
	(0.86, 1.32)
	0.55
	(0.46, 0.66)
	0.72
	(0.53, 0.98)

	  Yes
	0.96
	(0.81, 1.14)
	0.51
	(0.43, 0.60)
	0.66
	(0.50, 0.86)

	Chronic liver disease
	
	
	
	
	
	

	  No
	1.01
	(0.87, 1.16)
	0.53
	(0.47, 0.61)
	0.64
	(0.52, 0.79)

	  Yes
	0.95
	(0.62, 1.43)
	0.50
	(0.35, 0.70)
	1.28
	(0.68, 2.41)

	Antihyperglycemic drugs
	
	
	
	
	
	

	  No
	0.92
	(0.61, 1.40)
	0.46
	(0.32, 0.66)
	0.82
	(0.46, 1.48)

	  Yes
	1.02
	(0.88, 1.17)
	0.53
	(0.47, 0.61)
	0.65
	(0.52, 0.80)

	NSAID
	
	
	
	
	
	

	  No
	1.17
	(0.92, 1.49)
	0.43
	(0.35, 0.53)
	0.56
	(0.40, 0.79)

	  Yes
	0.94
	(0.80, 1.11)
	0.58
	(0.50, 0.67)
	0.74
	(0.58, 0.95)

	Antihypertensive drugs
	
	
	
	
	
	

	  No
	1.03
	(0.43, 2.42)
	0.72
	(0.43, 1.21)
	1.11
	(0.34, 3.68)

	  Yes
	1.00
	(0.87, 1.15)
	0.52
	(0.46, 0.59)
	0.67
	(0.55, 0.83)

	Charlson comorbidity index
	
	
	
	
	
	

	  ≤3 
	1.55
	(1.11, 2.16)
	0.53
	(0.37, 0.74)
	0.61
	(0.32, 1.16)

	  >3
	0.92
	(0.79, 1.07)
	0.53
	(0.47, 0.60)
	0.68
	(0.55, 0.84)

	Medical visits
	
	
	
	
	
	

	  ≤24 
	0.90
	(0.72, 1.13)
	0.55
	(0.45, 0.67)
	0.71
	(0.50, 1.00)

	  >24
	1.07
	(0.90, 1.26)
	0.52
	(0.44, 0.60)
	0.65
	(0.51, 0.83)

	Abbreviations: the same as Tables 1, 2, and 4.
Adjusted for all covariates (age per year, sex, comorbidities, number of medical visits, Charlson comorbidity index, confounding drugs, (and competing risk for ESRD).
















	Supplemental Table 4. Study outcomes by definitions of RASi use among propensity score-matched patients with advanced stages 4-5 of DKD

	
	ESRD
	All-cause mortality
	Cardiovascular mortality

	Definition
	aHR (95% CI)
	aHR (95% CI)
	aHR (95% CI)

	Over 30 days as use
	
	
	

	  Nonuse (n=1895)
	1.00 (Ref)
	1.00 (Ref)
	1.00 (Ref)

	  Use (n=1895)
	0.96 (0.83, 1.11)
	0.44 (0.38, 0.50)
	0.57 (0.46, 0.72)

	Over 60 days as use
	
	
	

	  Nonuse (n=1664)
	1.00 (Ref)
	1.00 (Ref)
	1.00 (Ref)

	  Use (n=1664)
	0.94 (0.80, 1.09)
	0.37 (0.32, 0.43)
	0.45 (0.35, 0.58)

	Over 90 days as use
	
	
	

	  Nonuse (n=1470)
	1.00 (Ref)
	1.00 (Ref)
	1.00 (Ref)

	  Use (n=1470)
	0.94 (0.80, 1.10)
	0.30 (0.26, 0.36)
	0.35 (0.26, 0.46)

	Over 180 days as use
	
	
	

	  Nonuse (n=1020)
	1.00 (Ref)
	1.00 (Ref)
	1.00 (Ref)

	  Use (n=1020)
	1.00 (0.83, 1.21)
	0.23 (0.18, 0.28)
	0.30 (0.21, 0.43)

	Abbreviations: the same as Tables 1, 2, and 4.
Adjusted for all covariates (age per year, sex, comorbidities, number of medical visits, Charlson comorbidity index, confounding drugs, (and competing risk for ESRD).










	Supplemental Table 5. Study outcomes in propensity score-matched patients with advanced stages 4-5 of DKD excluding dying or developing ESRD within 30, 60, 90, and 180 days after the index date

	
	ESRD
	All-cause mortality
	Cardiovascular mortality

	　Follow-up
	Events/N
	aHR (95% CI)
	Events/N
	aHR (95% CI)
	Events/N
	aHR (95% CI)

	>30 days
	
	
	
	
	
	

	 Nonuse
	267 / 1807
	1 (reference)
	490 / 1938
	1 (reference)
	163 / 1938
	1 (reference)

	 Use
	313 / 1984
	1.01 (0.86, 1.19)
	433 / 2108
	0.62 (0.54, 0.70)
	188 / 2108
	0.80 (0.64, 0.98)

	>60 days
	
	
	
	
	
	

	 Nonuse
	213 / 1600
	1 (reference)
	410 / 1775
	1 (reference)
	140 / 1775
	1 (reference)

	 Use
	255 / 1839
	0.98 (0.82, 1.18)
	402 / 2015
	0.66 (0.58, 0.76)
	169 / 2015
	0.81 (0.64, 1.02)

	>90 days
	
	
	
	
	
	

	 Nonuse
	187 / 1450
	1 (reference)
	354 / 1639
	1 (reference)
	120 / 1639
	1 (reference)

	 Use
	227 / 1739
	0.97 (0.8, 1.18)
	377 / 1934
	0.70 (0.61, 0.82)
	157 / 1934
	0.86 (0.68, 1.10)

	>180 days
	
	
	
	
	
	

	 Nonuse
	114 / 1123
	1 (reference)
	255 / 1347
	1 (reference)
	78 / 1347
	1 (reference)

	 Use
	152 / 1469
	1.02 (0.8, 1.31)
	310 / 1714
	0.77 (0.65, 0.91)
	126 / 1714
	0.99 (0.75, 1.33)

	Abbreviations: the same as Tables 1, 2, and 4.
Adjusted for all covariates (age per year, sex, comorbidities, number of medical visits, Charlson comorbidity index, confounding drugs, (and competing risk for ESRD).










	Supplemental Table 6. Adjusted hazard ratios (aHRs) of study outcomes among propensity score–matched patients with advanced stages 4-5 of DKD by use of RASi if excluding those who were not prescribed any RASi before the onset of advanced CKD

	Outcomes　
	Events (%)
	
	Estimated event rate
(events/100 person-years)
	
	　
Estimated aHR (95% CI)

	
	
	
	
	
	

	
	Use
	Nonuse
	　
	Use
	Nonuse
	　
	

	ESRD 
	431 (20.0 %)
	406 (18.5 %)
	
	20.3 (18.5, 22.4)
	24.2 (21.9, 26.7)
	
	1.00 (0.88, 1.15)

	All-cause mortality
	453 (21.0 %)
	639 (29.1 %)
	
	14.2 (12.9, 15.6)
	27.9 (25.8, 30.2)
	
	0.53 (0.47, 0.60)

	Cardiovascular mortality
	193 (9.0%)
	206 (9.4 %)
	
	6.1 (5.2, 7.0)
	9.0 (7.8, 10.3)
	
	0.68 (0.56, 0.84)

	Abbreviations: the same as Tables 1, 2, and 4.
Adjusted for all covariates (age per year, sex, comorbidities, number of medical visits, Charlson comorbidity index, confounding drugs, (and competing risk for ESRD.


















	Supplemental Table 7. Adjusted hazard ratios (aHRs) of study outcomes among propensity score–matched patients with advanced stages 4-5 of DKD by use of RASi if only including those who were prescribed RASi for at least 6 months before the onset of advanced CKD

	Outcomes　
	Events (%)
	
	Estimated event rate
(events/100 person-years)
	
	　
Estimated aHR (95% CI)

	
	
	
	
	
	

	
	Use
	Nonuse
	　
	Use
	Nonuse
	　
	

	ESRD 
	380 (18.7%)
	352 (21.2%)
	
	18.7 (16.9, 20.7)
	30.3 (27.2, 33.6)
	
	0.76 (0.66, 0.88)

	All-cause mortality
	418 (20.6%)
	517 (31.1%)
	
	14.4 (13.1, 15.9)
	31.1 (28.5, 33.9)
	
	0.49 (0.43, 0.56)

	Cardiovascular mortality
	178 (8.8%)
	180 (10.8%)
	
	6.1 (5.3, 7.1)
	10.8 (9.3, 12.5)
	
	0.60 (0.49, 0.74)

	Abbreviations: the same as Tables 1, 2, and 4.
Adjusted for all covariates (age per year, sex, comorbidities, number of medical visits, Charlson comorbidity index, confounding drugs, (and competing risk for ESRD).


















	Supplemental Table 8. Adjusted hazard ratios (aHRs) of study outcomes among propensity score–matched patients with advanced stages 4-5 of DKD by use of RASi if only including those who were prescribed RASi within 6 months before the onset of advanced CKD

	Outcomes　
	Events (%)
	
	Estimated event rate
(events/100 person-years)
	
	　
Estimated aHR (95% CI)

	
	
	
	
	
	

	
	Use
	Nonuse
	　
	Use
	Nonuse
	　
	

	ESRD 
	354 (18.4%)
	143 (20.1%)
	
	18.0 (16.2, 20.0)
	36.0 (30.3, 42.4)
	
	0.79 (0.65, 0.96)

	All-cause mortality
	376 (19.6%)
	258 (36.3%)
	
	13.1 (11.8, 14.5)
	45.6 (40.2, 51.6)
	
	0.33 (0.28, 0.38)

	Cardiovascular mortality
	159 (8.3%)
	85 (12.0%)
	
	5.6 (4.7, 6.5)
	15.0 (12.0, 18.6)
	
	0.43 (0.33, 0.57)

	Abbreviations: the same as Tables 1, 2, and 4.
Adjusted for all covariates (age per year, sex, comorbidities, number of medical visits, Charlson comorbidity index, confounding drugs, (and competing risk for ESRD).


















	Supplemental Table 9. Adjusted hazard ratios (aHRs) of study outcomes among propensity score-matched patients with advanced stages 4-5 of DKD by use of RASi if considering three new confounding drugs (antiplatelets, statins, and beta-blockers) in the regression model

	Outcomes　
	Events (%)
	
	Estimated event rate
(events/100 person-years)
	
	　
Estimated aHR (95% CI)

	
	
	
	
	
	

	
	Use
	Nonuse
	　
	Use
	Nonuse
	　
	

	ESRD 
	439 (20.0%)
	406 (18.5%)
	
	24.2 (21.9, 26.7)
	20.3 (18.5, 22.3)
	
	0.99 (0.86, 1.13)

	All-cause mortality
	462 (21.0%)
	639 (29.1%)
	
	27.9 (25.8, 30.2)
	14.2 (12.9, 15.6)
	
	0.53 (0.47, 0.60)

	Cardiovascular mortality
	197 (9.0%)
	206 (9.4%)
	
	9.0 (7.8, 10.3)
	6.1 (5.2, 7.0)
	
	0.67 (0.55, 0.82)

	Abbreviations: the same as Tables 1, 2, and 4.
Adjusted for all covariates (age per year, sex, comorbidities, number of medical visits, Charlson comorbidity index, confounding drugs, three new confounding drugs (antiplatelets, statins, and beta-blockers), (and competing risk for ESRD).


















	Supplemental Table 10. Adjusted hazard ratios (aHRs) of study outcomes among propensity score-matched patients with advanced stages 4-5 of DKD by use of RASi if considering another new confounding sodium–glucose cotransporter 2 inhibitors in the regression model

	Outcomes　
	Events (%)
	
	Estimated event rate
(events/100 person-years)
	
	　
Estimated aHR (95% CI)

	
	
	
	
	
	

	
	Use
	Nonuse
	　
	Use
	Nonuse
	　
	

	ESRD 
	439 (20.0%)
	406 (18.5%)
	
	24.2 (21.9, 26.7)
	20.3 (18.5, 22.3)
	
	1.00 (0.87, 1.15)

	All-cause mortality
	462 (21.0%)
	639 (29.1%)
	
	27.9 (25.8, 30.2)
	14.2 (12.9, 15.6)
	
	0.53 (0.47, 0.60)

	Cardiovascular mortality
	197 (9.0%)
	206 (9.4%)
	
	9.0 (7.8, 10.3)
	6.1 (5.2, 7.0)
	
	0.68 (0.56, 0.83)

	Abbreviations: the same as Tables 1, 2, and 4.
Adjusted for all covariates (age per year, sex, comorbidities, number of medical visits, Charlson comorbidity index, confounding drugs,  sodium–glucose cotransporter 2 inhibitors, (and competing risk for ESRD).


















	[bookmark: _Hlk166601761]Supplemental Table 11. Hazard ratios (HRs) of study outcomes among propensity score–matched patients with advanced stages 4-5 of DKD by use of RASi if adding chronic obstructive pulmonary disease, a proxy for lifestyle factor smoking, in the regression model

	Outcomes　
	Events (%)
	
	Estimated event rate
(events/100 person-years)
	
	HR (95% CI)　

	
	
	
	
	
	

	
	Use
	Nonuse
	　
	Use
	Nonuse
	　
	Crude
	Adjusted

	ESRD 
	439 (20%)
	406 (18.5%)
	
	20.3 (18.5, 22.3)
	24.2 (21.9, 26.7)
	
	0.92 (0.80, 1.05)
	1.00 (0.88, 1.15)

	All-cause mortality
	462 (21%)
	639 (29.1%)
	
	14.2 (12.9, 15.6)
	27.9 (25.8, 30.2)
	
	0.53 (0.47, 0.60)
	0.53 (0.47, 0.60)

	Cardiovascular mortality
	197 (9%)
	206 (9.4%)
	
	6.1 (5.2, 7.0)
	9.0 (7.8, 10.3)
	
	0.70 (0.57, 0.85)
	0.68 (0.56, 0.84)

	Abbreviations: the same as Tables 1-2.
Adjusted for all covariates (age per year, sex, comorbidities including chronic obstructive pulmonary disease, number of medical visits, Charlson comorbidity index, confounding drugs, (and competing risk for ESRD).


















	Supplemental Table 12-1. Hazard ratios (HRs) of study outcomes among propensity score–matched patients with advanced stages 4-5 of DKD using RASi compared to nonusers, at a ratio of 2:1

	Outcomes　
	Events (%)
	
	Estimated event rate
(events/100 person-years)
	
	HR (95% CI)　

	
	
	
	
	
	

	
	Use
	Nonuse
	　
	Use
	Nonuse
	　
	Crude
	Adjusted

	ESRD 
	674 (21.0%)
	307 (19.1%)
	
	21.3 (19.8, 23.0)
	24.5 (21.9, 27.4)
	
	0.93 (0.82, 1.07)
	1.01 (0.88, 1.16)

	All-cause mortality
	667 (20.8%)
	437 (27.2%)
	
	13.9 (12.9, 15.0)
	25.3 (23.0, 27.8)
	
	0.56 (0.49, 0.63)
	0.56 (0.49, 0.63)

	Cardiovascular mortality
	277 (8.6%)
	146 (9.1%)
	
	5.8 (5.1, 6.5)
	8.5 (7.1, 9.9)
	
	0.70 (0.57, 0.86)
	0.68 (0.56, 0.84)

	Abbreviations: the same as Tables 1-2.
Adjusted for all covariates (age per year, sex, comorbidities, number of medical visits, Charlson comorbidity index, confounding drugs, (and competing risk for ESRD).


















	Supplemental Table 12-2. Hazard ratios (HRs) of study outcomes among propensity score-matched patients with advanced stage 5 of DKD using RASi compared to nonusers, at a ratio of 2:1

	Outcomes　
	Events (%)
	
	Estimated event rate
(events/100 person-years)
	
	HR (95% CI)　

	
	
	
	
	
	

	
	Use
	Nonuse
	　
	Use
	Nonuse
	　
	Crude
	Adjusted

	ESRD 
	607 (24.6%)
	300 (23.5%)
	
	23.8 (21.9, 25.8)
	28.7 (25.6, 32.2)
	
	0.89 (0.78, 1.03)
	0.96 (0.84, 1.11)

	All-cause mortality
	550 (22.3%)
	364 (28.%)
	
	13.8 (12.6, 15.0)
	24.1 (21.7, 26.8)
	
	0.57 (0.50, 0.66)
	0.58 (0.50, 0.66)

	Cardiovascular mortality
	226 (9.1%)
	122 (9.6%)
	
	5.7 (4.9, 6.4)
	8.1 (6.7, 9.7)
	
	0.71 (0.57, 0.89)
	0.70 (0.56, 0.88)

	Abbreviations: the same as Tables 1-2.
Adjusted for all covariates (age per year, sex, comorbidities, number of medical visits, Charlson comorbidity index, confounding drugs, (and competing risk for ESRD).


















	Supplemental Table 12-3. Association between cumulative define daily doses (cDDDs) of RASi use and study outcomes among propensity score-matched patients with advanced stages 4-5 of DKD using RASi compared to nonusers, at a ratio of 2:1

	
	ESRD
	All-cause mortality
	Cardiovascular mortality

	Taking nonuse as the reference
	Events / N
	aHR (95% CI)
	Events / N
	aHR (95% CI)
	Events / N
	aHR (95% CI)

	Median cDDD
	
	
	
	
	
	

	 ~by 3 layers
	
	
	
	
	
	

	   1-150
	266 / 1379
	1.18 (1.00, 1.39)
	398 / 1379
	1.08 (0.94, 1.24)
	163 / 1379
	1.29 (1.03, 1.62)

	   151-400
	167 / 1089
	0.68 (0.56, 0.82)
	137 / 1089
	0.33 (0.28, 0.40)
	53 / 1089
	0.38 (0.28, 0.52)

	   ≥401
	241 / 746
	1.25 (1.06, 1.48)
	132 / 746
	0.29 (0.24, 0.35)
	61 / 746
	0.40 (0.29, 0.54)

	 ~by 4 layers
	
	
	
	
	
	

	   1-120
	228 / 1182
	1.21 (1.02, 1.44)
	356 / 1182
	1.18 (1.03, 1.36)
	147 / 1182
	1.41 (1.12, 1.77)

	   121-292
	146 / 984
	0.70 (0.57, 0.85)
	144 / 984
	0.40 (0.33, 0.49)
	55 / 984
	0.46 (0.34, 0.63)

	   293-550
	130 / 616
	0.83 (0.67, 1.01)
	72 / 616
	0.27 (0.21, 0.35)
	32 / 616
	0.35 (0.23, 0.51)

	   ≥551
	170 / 432
	1.53 (1.27, 1.84)
	95 / 432
	0.31 (0.25, 0.39)
	43 / 432
	0.43 (0.30, 0.61)

	Mean cDDD
	
	
	
	
	
	

	 ~by 3 layers
	
	
	
	
	
	

	   1-100
	198 / 990
	1.29 (1.08, 1.55)
	319 / 990
	1.26 (1.09, 1.46)
	139 / 990
	1.57 (1.24, 1.99)

	   101-250
	148 / 962
	0.78 (0.64, 0.94)
	161 / 962
	0.49 (0.41, 0.59)
	55 / 962
	0.49 (0.36, 0.67)

	   ≥251
	328 / 1262
	1.02 (0.87, 1.19)
	187 / 1262
	0.29 (0.24, 0.34)
	83 / 1262
	0.38 (0.29, 0.50)

	 ~by 4 layers
	
	
	
	
	
	

	   1-63
	143 / 759
	1.32 (1.08, 1.62)
	268 / 759
	1.58 (1.35, 1.85)
	121 / 759
	2.05 (1.60, 2.62)

	   64-186
	160 / 823
	1.02 (0.84, 1.23)
	169 / 823
	0.63 (0.53, 0.75)
	56 / 823
	0.61 (0.45, 0.84)

	   187-365
	115 / 809
	0.60 (0.49, 0.75)
	87 / 809
	0.28 (0.22, 0.36)
	33 / 809
	0.32 (0.22, 0.47)

	   ≥366
	256 / 823
	1.22 (1.03, 1.44)
	143 / 823
	0.29 (0.24, 0.35)
	67 / 823
	0.40 (0.30, 0.55)

	Abbreviations: the same as Tables 1, 2, and 4.
Adjusted for all covariates (age per year, sex, comorbidities, number of medical visits, Charlson comorbidity index, confounding drugs, (and competing risk for ESRD).

























	Supplemental Table 12-4. Association between cumulative exposure duration of RASi use and risks of study outcomes at least >1 month of follow-up among propensity score-matched patients with advanced stages 4-5 of DKD using RASi compared to nonusers, at a ratio of 2:1

	
	ESRD
	All-cause mortality
	Cardiovascular mortality

	Cumulative 
exposure
in days
	Events / N 
	aHR (95% CI)
	Events / N
	aHR (95% CI)
	Events / N
	aHR (95% CI)

	Nonuse
	207 / 1330
	1.00 (reference)
	349 / 1426
	1.00 (reference)
	118 / 1426
	1.00 (reference)

	Use
	
	
	
	
	
	

	~by 3 layers
	
	
	
	
	
	

	1-100
	131 / 801
	1.37 (1.10, 1.71)
	273 / 865
	1.39 (1.18, 1.63)
	119 / 865
	1.70 (1.31, 2.20)

	101-250
	116 / 929
	0.83 (0.66, 1.04)
	161 / 961
	0.60 (0.50, 0.73)
	55 / 961
	0.60 (0.43, 0.82)

	≥251
	254 / 1188
	1.04 (0.87, 1.25)
	187 / 1262
	0.33 (0.28, 0.40)
	83 / 1262
	0.45 (0.33, 0.60)

	~by 4 layers
	
	
	
	
	
	

	1-63
	85 / 581
	1.30 (1.01, 1.69)
	222 / 636
	1.72 (1.45, 2.04)
	101 / 636
	2.19 (1.67, 2.88)

	64-186
	130 / 790
	1.17 (0.94, 1.46)
	169 / 820
	0.79 (0.65, 0.95)
	56 / 820
	0.75 (0.54, 1.03)

	187-271
	42 / 459
	0.52 (0.37, 0.73)
	51 / 477
	0.34 (0.25, 0.45)
	21 / 477
	0.41 (0.26, 0.65)

	≥272
	244 / 1088
	1.09 (0.91, 1.31)
	179 / 1155
	0.34 (0.28, 0.40)
	79 / 1155
	0.44 (0.33, 0.59)

	Abbreviations: the same as Tables 1, 2, and 4.
Adjusted for all covariates (age per year, sex, comorbidities, number of medical visits, Charlson comorbidity index, confounding drugs , (and competing risk for ESRD).




Supplemental Figure 1. Cumulative Incidence of cancer, as a negative control outcome, by use of RASi in the propensity score-matched patients with advanced stages 4-5 of diabetic kidney disease.
[image: ]


image1.jpeg
Cumulative Incidence rate

15

12

CIF of cancer

- «= =Nonuser

—User

Gray's test p = 0.888

6 8 10 12 14 16

Year




