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[bookmark: _Toc85315042]Supplementary table S1. Characteristics of the Patients at Baseline. 
	
	Total
	DM
	Non-DM
	p-value

	
	N=1,222
	N=537
	N=685
	

	Age, years
	82.4 (5.6)
	81.5 (5.8)
	83.1 (5.3)
	<0.001

	Female sex 
	603 (49.3%)
	262 (48.8%)
	341 (49.8%)
	0.712

	Hypertension
	1,037 (84.9%)
	477 (88.8%)
	560 (81.8%)
	<0.001

	Dyslipidaemia
	871 (71.3%)
	422 (78.6%)
	449 (65.5%)
	<0.001

	Body mass index, kg/m2 
	28.9 (5.2)
	29.5 (5.5)
	28.4 (4.9)
	0.019

	Chronic kidney disease*
	707 (58.5%)
	296 (55.5%)
	411 (60.9%)  
	0.061

	Coronary artery disease
	434 (35.5%)
	228 (42.5%)
	206 (30.1%)
	<0.001

	Previous stroke
	130 (10.6%)
	67 (12.5%)
	63 (9.2%)
	0.065

	Peripheral-artery disease
	94 (7.7%)
	53 (9.9%)
	41 (6.0%)
	0.011

	Atrial fibrillation
	524 (42.9%)
	228 (42.5%)
	296 (43.2%)
	0.809

	Frailty status
	
	
	
	

	Robust
	152 (12.4%)
	61 (11.4%)
	91 (13.3%)
	

	Pre-frail
	493 (40.3%)
	267 (39.0%)
	267 (39.0%)
	0.426

	Frail
	577 (47.2%)
	327 (47.7%)
	327 (47.7%)
	

	Echocardiographic data 
	
	
	
	

	Left ventricular ejection fraction, %
	54.8 (12.2)
	55.7 (11.9)
	54.2 (12.4)
	0.038

	LVEF ≤40%
	212 (17.3%)
	82 (15.3%)
	130 (19.0%)
	0.089

	Mean gradient, mmHg
	47.2 (13.6)
	47.1 (13.8)
	47.3 (13.4)
	0.847

	Mitral regurgitation of grade ≥3
	198 (16.2%)
	84 (15.6%)
	114 (16.6%)
	0.646

	Baseline medical therapy
	
	
	
	

	Renin–angiotensin system inhibitor
	
	
	
	0.004

	None
	479 (39.2%)
	280 (40.9%)
	199 (37.1%)
	

	ACE inhibitor
	342 (28.0%)
	201 (29.3%)
	141 (26.3%)
	

	ARB
	363 (29.7%)
	177 (25.8%)
	186 (34.6%)
	

	ARNI
	38 (3.1%)
	27 (3.9%)
	11 (2.1%)
	

	Beta-blocker
	448 (36.7%)
	240 (35.0%)
	208 (38.7%)
	0.183

	Mineralocorticoid receptor antagonist
	181 (14.8%)
	102 (14.9%)
	79 (14.7%)
	0.930

	Diuretic
	913 (74.7%)
	516 (75.3%)
	397 (73.9%)
	0.576

	Laboratory data 
	
	
	
	

	Hemoglobin, g/dl
	11.9 (1.7)
	11.7 (1.7)
	12.2 (1.7)
	<0.001

	Estimated glomerular filtration, ml/min/1.73 m2 
	56.2 (16.4)
	57.9 (18.6)
	54.9 (14.3)
	0.001 

	NT-proBNP, pg/ml
	5785.0 (14534.8)
	4413.0 (5474.6)
	6725.7 (18270.1)
	0.046



Categorical variables are presented as n (%) and continuous variables as mean (standard deviation [SD]). Group comparisons were performed using the Student’s “t” test for continuous variables and chi-square test for categorical variables. * Chronic kidney disease was defined as an eGFR between 25 and 60 ml/min/1.73 m2 at baseline, considering that individuals with eGFR <25 ml/min/1.73 m2 had been excluded from the trial. DM: diabetes mellitus; eGFR: estimated glomerular filtration rate; LVEF: left ventricular ejection fraction; NT-proBNP: N-terminal pro-B-type natriuretic peptide.




Supplementary table S2. Unadjusted Outcomes stratified by DM. 
	
	DM
(n= 537)
	Hazard ratio
(95% CI)
	p-value
	Non-DM
(n= 685)
	Hazard ratio
(95% CI)
	p-value

	
	Dapagliflozin
(n=264)
	Standard Care
(n=273)
	
	
	Dapagliflozin
	Standard Care
	
	

	Primary outcome
	

	Primary composite outcome 
	40 (15.2)
	62 (22.7)
	0.630 (0.423 – 0.938)
	0.022
	51 (15.0)
	62 (18.0)
	0.815 (0.562 – 1.180)
	0.137

	Secondary outcomes
	
	
	
	

	Death from any cause
	20 (7.6)
	26 (9.5)
	0.786 (0.439 – 1.408)
	0.418
	27 (7.9)
	29 (8.4)
	0.938 (0.556 – 1.585)
	0.813

	Worsening of HF
	25 (9.5)
	43 (15.8)
	0.568 (0.343 – 0.931)
	0.023
	32 (9.4)
	46 (13.4)
	0.689 (0.439 – 1.083)
	0.032

	Hospitalization for HF
	17 (6.4)
	32 (11.7)
	0.524 (0.291 – 0.943)
	0.028
	28 (8.2)
	34 (9.9)
	0.825 (0.500 – 1.361)
	0.104

	Urgent HF visit
	9 (3.4)
	20 (7.3)
	0.450 (0.205 – 0.988)
	0.041
	8 (2.3)
	17 (4.9)
	0.468 (0.202 – 1.085)
	0.026

	Death from CV causes 
	8 (3.0)
	13 (4.8)
	0.630 (0.261 – 1.520) 
	0.300
	19 (5.6)
	20 (5.8)
	0.958 (0.511 – 1.795)
	0.894

	Any hospitalization for HF or death from CV causes 
	21 (8.0)
	41 (15.0)
	0.505 (0.298 – 0.854)
	0.009
	40 (11.7)
	44 (12.8)
	0.910 (0.593 – 1.397)
	0.200


Data are presented as number (%) for each group. The treatment effect (95% confidence interval) is derived from non-adjusted Cox regression analysis. CV: Cardiovascular, DM: diabetes mellitus, HF: heart failure


[bookmark: _Toc85315043]Supplementary table S3. Safety Endpoints stratified by DM
	
	DM
	Non-DM

	End Point
	Dapagliflozin
(N= 264)
	Standar Care
(N= 273)
	p-value
	Dapagliflozin
(N=341)
	Standar Care
(N=344)
	p-value

	
	number (%)
	
	number (%)
	

	Genitourinary infection 
	49 (18.6)
	39 (14.3)
	0.181
	45 (13.2)
	32 (9.3)
	0.107

	Genital infection
	7 (2.7)
	1 (0.4)
	0.029
	4 (1.2)
	2 (0.6)
	0.406

	Urinary tract infection
	42 (15.9)
	38 (13.9)
	0.517
	41 (12.0)
	30 (8.7)
	0.156

	Relevant urinary tract infection*
	9 (3.4)
	8 (2.9)
	0.751
	8 (2.3)
	3 (0.9)
	0.125

	Bacteremia
	14 (5.3)
	18 (6.6)
	0.528
	17 (5.0)
	14 (4.1)
	0.564

	Symptomatic hypotension
	16 (6.1)
	12 (4.4)
	0.386
	24 (7.0)
	10 (2.9)
	0.013

	Syncope
	9 (3.4)
	7 (2.6)
	0.565
	13 (3.8)
	6 (1.7)
	0.099

	Ketoacidosis
	0
	0
	-
	0
	0
	-

	Major hypoglycemia
	3 (1.1)
	8 (2.9)
	0.142
	1 (0.3)
	0 (0.0)
	0.315

	Necrotizing fasciitis
	0
	0
	-
	0
	0
	-

	Nontraumatic amputation
	3 (1.1)
	3 (1.1)
	0.967
	2 (0.6)
	1 (0.3)
	0.558

	Cancer
	13 (4.9)
	11 (4.0)
	0.616
	17 (5.0)
	11 (3.2)
	0.237


Statistical comparisons were performed using the chi-square test for categorical variables. *A relevant urinary tract infection was defined as one that led to hospital admission or was complicated by urinary sepsis. 
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	DM + eGFR < 60 mL/min/1.73 m²
(n= 300)
	Hazard ratio
(95% CI)
	p-value
	DM + eGFR > 60 mL/min/1.73 m²
(n= 237)
	Hazard ratio
(95% CI)
	p-value

	
	Dapagliflozin
(n=146)
	Standard Care
(n=154)
	
	
	Dapagliflozin
(n=118)
	Standard Care
(n=119)
	
	

	Primary outcome
	
	
	
	
	
	
	
	

	Primary composite outcome 
	30 (20.5)
	39 (25.3)
	0.758 (0.471 – 1.220)
	0.254
	10 (8.5)
	23 (19.3)
	0.418 (0.199 – 0.879)
	0.021

	Secondary outcomes
	
	
	
	

	Death from any cause
	15 (10.3)
	20 (13.0)
	0.773 (0.396 – 1.512)
	0.452
	5 (4.2)
	6 (5.0)
	0.841 (0.257 – 2.756)
	0.775

	Worsening of HF
	18 (12.3)
	24 (15.6)
	0.740 (0.402 – 1.365)
	0.336
	7 (5.9)
	19 (16.0)
	0.356 (0.150 – 0.847)
	0.020

	Hospitalization for HF
	11 (7.5)
	19 (12.3)
	0.574 (0.273 – 1.206)
	0.143
	6 (5.1)
	13 (10.9)
	0.452 (0.172 – 1.189)
	0.107

	Urgent HF visit
	7 (4.8)
	10 (6.5)
	0.710 (0.270 – 1.864)
	0.486
	2 (17)
	10 (8.4)
	0.197 (0.043 – 0.897)
	0.036

	Death from CV causes 
	6 (4.1)
	11 (7.1)
	0.563 (0.208 – 1.523) 
	0.258
	2 (1.7)
	2 (1.7)
	1.015 (0.143 – 7.206)
	0.988

	Any hospitalization for HF or death from CV causes 
	15 (10.3)
	27 (17.5)
	0.551 (0.293 – 1.035)
	0.064
	6 (5.1)
	14 (11.8)
	0.420 (0.161 – 1.092)
	0.075


Data are presented as number (%) for each group. The treatment effect (95% confidence interval) is derived from non-adjusted Cox regression analysis. CV: Cardiovascular, DM: diabetes mellitus. eGFR: estimated glomerular filtrate rate, HF: heart failure.
