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Mean annual rates of change in estimated GFR from baseline to the final follow-up visit (“total slopes”), and from 2 months to the final follow-up visit (“chronic slopes”) by treatment allocation were estimated using shared parameter models adjusted for age, sex, prior diabetes, urinary ACR category, and region. Models estimating chronic slope were additionally adjusted for baseline estimated GFR (as a continuous variable) and the interaction between baseline estimated GFR and follow-up time. This approach jointly models the annual rate of change in estimated GFR and the time to event for end-stage kidney disease (ESKD) or death. Analyses used all available central laboratory estimated GFR measurements prior to the development of ESKD.  Relative difference is the absolute difference as a fraction of the mean slope in the placebo group, expressed as a percentage. The heterogeneity p values shown are calculated from the relative differences. 
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Mean annual rates of change in estimated GFR from baseline to the final follow-up visit (“total slopes”), and from 2 months to the final follow-up visit (“chronic slopes”) by treatment allocation were estimated using shared parameter models adjusted for age, sex, prior diabetes, urinary ACR category, and region. Models estimating chronic slope were additionally adjusted for baseline estimated GFR (as a continuous variable) and the interaction between baseline estimated GFR and follow-up time. This approach jointly models the annual rate of change in estimated GFR and the time to event for end-stage kidney disease (ESKD) or death. Analyses used all available central laboratory estimated GFR measurements prior to the development of ESKD.  Relative difference is the absolute difference as a fraction of the mean slope in the placebo group, expressed as a percentage. The heterogeneity p values shown are calculated from the relative differences for Japan and non-Japan regions. 
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The values shown as “Total” represent the mean (±SE) changes from randomization to the final follow-up visit. The values shown as “Chronic” represent the mean (±SE) changes from 2 months after the first dose of empagliflozin or placebo to the final follow-up visit. The mean changes in each trial group were estimated with the use of shared parameter models. For the plot, linear mixed models for repeated measures analyses were used to estimate the mean estimated GFR in each group at each scheduled follow-up visit (prespecified exploratory assessment). The vertical lines indicate the 95% confidence intervals for the estimated means. The coordinates of the boxes are shifted slightly on the x axis to avoid overlap. 
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	Europe
	North America
	China and Malaysia
	Japan

	
	Empagliflozin
(N=1344)
	Placebo
(N=1304)
	Empagliflozin
(N=844)
	Placebo
(N=873)
	Empagliflozin
(N=812)
	Placebo
(N=820)
	Empagliflozin
(N=304)
	Placebo
(N=308)

	DEMOGRAPHICS
	
	
	
	
	
	
	
	

	Age (years)
	 65.5 (14.2)
	 65.4 (13.7)
	 69.2 (10.8)
	 68.6 (11.2)
	 55.6 (13.1)
	 55.0 (13.4)
	 64.4 (12.2)
	 66.2 (11.8)

	Female sex
	  390 (29.0) 
	  384 (29.4) 
	  336 (39.8) 
	  356 (40.8) 
	  285 (35.1) 
	  280 (34.1) 
	   86 (28.3) 
	   75 (24.4) 

	Race
	
	
	
	
	
	
	
	

	White
	 1259 (93.7) 
	 1238 (94.9) 
	  680 (80.6) 
	  682 (78.1) 
	    0 (0.0) 
	    0 (0.0) 
	    0 (0.0) 
	    0 (0.0) 

	Black
	   22 (1.6) 
	   17 (1.3) 
	  106 (12.6) 
	  117 (13.4) 
	    0 (0.0) 
	    0 (0.0) 
	    0 (0.0) 
	    0 (0.0) 

	Asian
	   43 (3.2) 
	   33 (2.5) 
	   37 (4.4) 
	   38 (4.4) 
	  810 (99.8) 
	  820 (100.0) 
	  304 (100.0) 
	  308 (100.0) 

	Mixed
	    9 (0.7) 
	    3 (0.2) 
	    5 (0.6) 
	    4 (0.5) 
	    0 (0.0) 
	    0 (0.0) 
	    0 (0.0) 
	    0 (0.0) 

	Other
	   11 (0.8) 
	   13 (1.0) 
	   16 (1.9) 
	   32 (3.7) 
	    2 (0.2) 
	    0 (0.0) 
	    0 (0.0) 
	    0 (0.0) 

	PRIOR DISEASE
	
	
	
	
	
	
	
	

	Diabetes
	
	
	
	
	
	
	
	

	Yes
	  543 (40.4) 
	  508 (39.0) 
	  530 (62.8) 
	  536 (61.4) 
	  317 (39.0) 
	  316 (38.5) 
	  135 (44.4) 
	  155 (50.3) 

	No
	  801 (59.6) 
	  796 (61.0) 
	  314 (37.2) 
	  337 (38.6) 
	  495 (61.0) 
	  504 (61.5) 
	  169 (55.6) 
	  153 (49.7) 

	Diabetes type
	
	
	
	
	
	
	
	

	Type 1
	   18 (1.3) 
	   15 (1.2) 
	   16 (1.9) 
	   18 (2.1) 
	    0 (0.0) 
	    1 (0.1) 
	    0 (0.0) 
	    0 (0.0) 

	Type 2
	  520 (38.7) 
	  490 (37.6) 
	  513 (60.8) 
	  515 (59.0) 
	  310 (38.2) 
	  313 (38.2) 
	  127 (41.8) 
	  148 (48.1) 

	Other/unknown
	    5 (0.4) 
	    3 (0.2) 
	    1 (0.1) 
	    3 (0.3) 
	    7 (0.9) 
	    2 (0.2) 
	    8 (2.6) 
	    7 (2.3) 

	Cardiovascular disease
	
	
	
	
	
	
	
	

	Yes
	  451 (33.6) 
	  443 (34.0) 
	  258 (30.6) 
	  285 (32.6) 
	  112 (13.8) 
	  126 (15.4) 
	   40 (13.2) 
	   50 (16.2) 

	No
	  893 (66.4) 
	  861 (66.0) 
	  586 (69.4) 
	  588 (67.4) 
	  700 (86.2) 
	  694 (84.6) 
	  264 (86.8) 
	  258 (83.8) 

	Primary kidney diagnosis
	
	
	
	
	
	
	
	

	Diabetic kidney disease
	  295 (21.9) 
	  263 (20.2) 
	  391 (46.3) 
	  397 (45.5) 
	  252 (31.0) 
	  256 (31.2) 
	   94 (30.9) 
	  109 (35.4) 

	Hypertension/ renovascular
	  310 (23.1) 
	  324 (24.8) 
	  219 (25.9) 
	  229 (26.2) 
	  136 (16.7) 
	  141 (17.2) 
	   41 (13.5) 
	   45 (14.6) 

	Glomerular
	  357 (26.6) 
	  324 (24.8) 
	   77 (9.1) 
	   79 (9.0) 
	  317 (39.0) 
	  320 (39.0) 
	  102 (33.6) 
	   93 (30.2) 

	Other/unknown
	  382 (28.4) 
	  393 (30.1) 
	  157 (18.6) 
	  168 (19.2) 
	  107 (13.2) 
	  103 (12.6) 
	   67 (22.0) 
	   61 (19.8) 

	CLINICAL MEASUREMENTS
	
	
	
	
	
	
	

	Blood pressure (mmHg)
	
	
	
	
	
	
	
	

	Systolic
	136.7 (18.6)
	136.8 (18.3)
	133.8 (17.5)
	133.2 (17.8)
	139.5 (18.2)
	140.4 (18.8)
	133.9 (16.2)
	135.9 (17.3)

	Diastolic
	 78.2 (11.6)
	 78.1 (11.4)
	 73.8 (10.7)
	 73.9 (11.2)
	 82.4 (11.3)
	 82.4 (11.8)
	 77.4 (11.6)
	 78.5 (12.5)

	Body mass index (kg/m2)
	 30.4 (6.2)
	 30.5 (6.4)
	 33.0 (7.5)
	 33.2 (7.6)
	 26.8 (5.2)
	 26.8 (5.2)
	 25.1 (4.1)
	 25.3 (4.0)

	LABORATORY MEASUREMENTS
	
	
	
	
	
	
	

	Estimated GFR (mL/min/1.73m2)
	
	
	
	
	
	
	
	

	Mean (SD)
	 34.8 (12.0)
	 35.3 (12.3)
	 35.3 (11.5)
	 34.9 (10.9)
	 40.5 (17.4)
	 40.2 (17.5)
	 46.2 (17.9)
	 44.3 (18.4)

	Distribution
	
	
	
	
	
	
	
	

	<30
	  525 (39.1) 
	  501 (38.4) 
	  288 (34.1) 
	  314 (36.0) 
	  256 (31.5) 
	  264 (32.2) 
	   62 (20.4) 
	   72 (23.4) 

	≥30 <45
	  617 (45.9) 
	  591 (45.3) 
	  433 (51.3) 
	  435 (49.8) 
	  315 (38.8) 
	  320 (39.0) 
	  102 (33.6) 
	  115 (37.3) 

	≥45
	  202 (15.0) 
	  212 (16.3) 
	  123 (14.6) 
	  124 (14.2) 
	  241 (29.7) 
	  236 (28.8) 
	  140 (46.1) 
	  121 (39.3) 

	Urinary albumin-to-creatinine ratio (mg/g)
	
	
	
	
	
	
	
	

	Geometric mean (95% CI)
	175
(157-195)
	167
(150-187)
	107
(93-123)
	121
(105-138)
	467
(418-521)
	493
(442-549)
	566
(484-661)
	593
(508-693)

	Median (Q1-Q3)
	263
(32-931)
	218
(29-992)
	115
(19-577)
	125
(22-629)
	579
(213-1491)
	667
(232-1452)
	719
(293-1394)
	602
(293-1727)

	Distribution
	
	
	
	
	
	
	
	

	<30
	  321 (23.9) 
	  332 (25.5) 
	  265 (31.4) 
	  258 (29.6) 
	   63 (7.8) 
	   62 (7.6) 
	   16 (5.3) 
	   11 (3.6) 

	≥30 <300
	  386 (28.7) 
	  386 (29.6) 
	  279 (33.1) 
	  289 (33.1) 
	  201 (24.8) 
	  191 (23.3) 
	   61 (20.1) 
	   71 (23.1) 

	≥300
	  637 (47.4) 
	  586 (44.9) 
	  300 (35.5) 
	  326 (37.3) 
	  548 (67.5) 
	  567 (69.1) 
	  227 (74.7) 
	  226 (73.4) 

	NTpro-BNP (ng/L)
	209 (89-598)
	203 (92-525)
	213 (89-467)
	203 (80-537)
	105 (45-222)
	102 (43-232)
	88 (40-208)
	103 (45-215)

	MEDICATIONS
	
	
	
	
	
	
	
	

	RAS inhibitor
	 1182 (87.9) 
	 1120 (85.9) 
	  681 (80.7) 
	  693 (79.4) 
	  707 (87.1) 
	  713 (87.0) 
	  261 (85.9) 
	  271 (88.0) 

	Any diuretic therapy
	  696 (51.8) 
	  687 (52.7) 
	  444 (52.6) 
	  521 (59.7) 
	  161 (19.8) 
	  181 (22.1) 
	   61 (20.1) 
	   64 (20.8) 

	Any lipid-lowering therapy
	  914 (68.0) 
	  903 (69.2) 
	  663 (78.6) 
	  689 (78.9) 
	  431 (53.1) 
	  403 (49.1) 
	  182 (59.9) 
	  193 (62.7) 

	Data are mean (SD) or median (Q1-Q3) for continuous data unless otherwise stated; and n (%) for categorical data.
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	Europe
	North America
	China and Malaysia
	Japan
	Overall
	Region Phet

	
	Empagliflozin
(N=1344)
	Placebo
(N=1304)
	Empagliflozin
(N=844)
	Placebo
(N=873)
	Empagliflozin
(N=812)
	Placebo
(N=820)
	Empagliflozin
(N=304)
	Placebo
(N=308)
	Empagliflozin
(N=3304)
	Placebo
(N=3305)
	Overall HR (95% CI)
	

	
	n (%)
	n (%)
	n (%)
	n (%)
	n (%)
	n (%)
	n (%)
	n (%)
	n (%)
	n (%)
	
	

	Primary outcome: progression of kidney disease or death from cardiovascular causes
	188 (14.0)
	190 (14.6)
	87 (10.3)
	133 (15.2)
	124 (15.3)
	171 (20.9)
	33 (10.9)
	64 (20.8)
	432 (13.1)
	558 (16.9)
	0.72 (0.64-0.82)
	0.06

	Key secondary outcomes
	
	
	
	
	
	
	
	
	
	
	
	

	Hospitalization for heart failure or death from cardiovascular causes
	68 (5.1)
	78 (6.0)
	39 (4.6)
	44 (5.0)
	18 (2.2)
	19 (2.3)
	6 (2.0)
	11 (3.6)
	131 (4.0)
	152 (4.6)
	0.84 (0.67-1.07)
	0.92

	Death from any cause
	70 (5.2)
	80 (6.1)
	50 (5.9)
	54 (6.2)
	21 (2.6)
	26 (3.2)
	7 (2.3)
	7 (2.3)
	148 (4.5)
	167 (5.1)
	0.87 (0.70-1.08)
	0.88

	Other secondary outcomes
	
	
	
	
	
	
	
	
	
	
	
	

	Progression of kidney disease
	163 (12.1)
	165 (12.7)
	71 (8.4)
	111 (12.7)
	119 (14.7)
	165 (20.1)
	31 (10.2)
	63 (20.5)
	384 (11.6)
	504 (15.2)
	0.71 (0.62-0.81)
	0.06

	Death from cardiovascular causes
	30 (2.2)
	36 (2.8)
	20 (2.4)
	24 (2.7)
	6 (0.7)
	8 (1.0)
	3 (1.0)
	1 (0.3)
	59 (1.8)
	69 (2.1)
	0.84 (0.60-1.19)
	0.98

	End-stage kidney disease or death from cardiovascular causes*
	75 (5.6)
	85 (6.5)
	41 (4.9)
	63 (7.2)
	37 (4.6)
	53 (6.5)
	10 (3.3)
	16 (5.2)
	163 (4.9)
	217 (6.6)
	0.73 (0.59-0.89)
	0.96

	The Phet is the p value for heterogeneity between treatment allocation and region. * End-stage kidney disease is defined as start of maintenance dialysis or receipt of a kidney transplant.
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	Empagliflozin
(N=3292)
	Placebo
(N=3289)

	Number (%) of events
	430 (13.1%)
	553 (16.8%) 

	Incidence rate per 100 years at risk (95% CI) 
	6.85 (6.22-7.51)
	8.92 (8.19-9.68)

	Hazard ratio vs. placebo (95% CI)
	0.73 (0.64-0.82)

	p-value
	<0.0001

	Cox model adjusted for age, sex, prior diabetes, eGFR category, urinary ACR category, and region.
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Mean (SE) slope, mL per minute per 1.73m2 per year Absolute difference (95% Cl),

Relative difference (95% Cl),

Empagliflozin Placebo mL per minute per 1.73m2 per year % Phet
TOTAL SLOPE
Europe -2.15(0.12) -2.58(0.12) —a— 0.43(0.11,0.75) - -17(-29,-4)  0.21
North America -1.57(0.15) -2.53(0.15) —— 0.97 (0.55, 1.39) —a— -38 (-55,-22)
China and Malaysia -2.61(0.16) -3.54(0.16) — 0.93(0.50, 1.37) —— -26 (-39, -14)
Japan -2.57(0.23) -3.69(0.23) — 1.11(0.47,1.76) — -30 (-48,-13)
Al participants -2.16 (0.08) -2.92(0.08) e 0.75(0.54, 0.96) -26 (-33,-19)
CHRONIC SLOPE
Europe -1.36(0.12) -2.41(0.12) —— 1.04(0.71,1.37) -43(-57,-29)  0.01
North America -0.53(0.16) -2.35(0.16) - 1.82(1.37,2.26) —@—— -77 (-96,-58)
China and Malaysia -2.10(0.16) -3.33(0.17) — 1.23(0.78, 1.69) -37 (-51,-23)
Japan -1.62(0.24) -3.59(0.23) T 1.97(1.32,2.62) -55 (-73,-37)
Al participants -1.37(0.08) -2.75(0.08) 1.37(1.16,1.59) -50 (-58, -42)
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Mean (SE) slope, mL per minute per 1.73m2 per year
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Empagliflozin Placebo mL per minute per 1.73m2 per year
TOTAL SLOPE :
Japan -2.57(0.24) -3.69(0.23) —_— 1.11(0.47,1.76) — -30(-48,-13)  0.60
Non-Japan -2.11(0.08) -2.82(0.08) —— 0.71(0.48,0.93) - -25(-33,-17)
All participants -2.16 (0.08) -2.92(0.08) e 0.75(0.54,0.96) = -26 (-33,-19)
CHRONIC SLOPE :
Japan -1.62(0.24) -3.59(0.24) = 1.98(1.32,2.63) — -55(-73,-37)  0.58
Non-Japan -1.34(0.08) -2.64(0.09) —m— 1.30(1.06, 1.53) —— -49 (-58,-40)
Al participants -1.37(0.08) -2.75(0.08) - 1.37(1.16,1.59) = -50 (-58, -42)
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