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EXTENDED METHODS
Data collection
For each patient, demographic and baseline clinical data were collected, including age, sex, anthropometric data, cardiovascular risk factors, family history of cardiovascular disease, history of comorbidities, first admission diagnosis and discharge therapy. A standard 12-lead EKG and laboratory tests were performed in all cases. The glomerular filtration rate was calculated using the CKD-EPI formula. We also collected information on major epicardial coronary arteries obstruction based on visual assessment during acute CAG performed by expert interventional cardiologists. For all patients, blood for high-sensitivity Troponin I (hs-TnI) evaluation was drawn at the time of hospital admission and every 3-6 hours thereafter for the following 24 hours. The hs-TnI peak was considered the highest value before its fall. 
All patients underwent a 2D transthoracic echocardiography following the latest European recommendations at admission and before discharge, performed by experienced operators (1). At least 3 consecutive beats were recorded for each view, and all images were stored for offline analysis. Left ventricular ejection fraction (LVEF) was calculated with the biplane Simpson’s method according to the European Association of Cardiovascular Imaging guidelines (2). Myocardial infarct size was estimated using the left ventricular end-diastolic volume (LVEDV), the biplane LVEF and the regional wall motion abnormalities (RWMA) defined as having at least two hypokinetic or akinetic segments with or without LVEF < 50%. Specifically, the grading of mitral regurgitation was assessed according to the recent European guidelines on valvular heart disease (3). 

Blood Glucose and Definition of Diabetes mellitus
Blood glucose levels were assessed on admission as part of the standard evaluation. Admission glucose levels were determined by the first venous blood samples available. Stress hyperglycemia was defined as plasma glucose levels greater than 140 mg/dL at any given time during hospitalization in diabetic and non-diabetic patients (4,5). Hyperglycemic subjects with admission glucose levels > 200 mg/dl received insulin–glucose infusion to decrease blood glucose between 126 and 199 mg/dl for the first 24 hours, followed by subcutaneous insulin injections (6,7). Pre-existing T2DM was defined as known DM at the time of hospitalization irrespective of the therapeutic management (diet and lifestyle measures alone or additional administration of oral glucose-lowering medication and insulin) (8,9). 

Procedures
Complex PCI was defined according to the PCI with at least 1 of the following characteristics: 3 vessels treated, >3 lesions treated, total stent length > 60 mm, bifurcation with 2 stents implanted, use of any atherectomy device, left main as target vessel, surgical bypass graft or chronic total occlusion as target lesions (10,11). Revascularization was declared complete if all stenotic vessels are revascularized, irrespective of size (anatomic revascularization) and territory supplied; a functional classification may be used, whereby revascularization is declared complete if all ischemic myocardial territories are reperfused (12,13). Staged PCI was defined as a planned intervention performed after the first catheterization. The presence of signs and symptoms of acute ischemia (including worsening of angina) would disqualify the intervention as a staged procedure (14).

Clinical Outcomes
Pre-specified endpoints were all-cause mortality, cardiovascular deaths, arrhythmias, myocardial infarction, heart failure, and the composite one (MACE). All-cause mortality included all causes of death for the population during the follow-up. Cardiovascular mortality consisted of deaths that result from an AMI, sudden cardiac death, heart failure, stroke, and other cardiovascular causes. Heart failure, both with preserved and reduced ejection fraction, was diagnosed according to current ESC guidelines (15). Heart failure re-hospitalization was evaluated according to the ESC Guidelines and consisted of unscheduled hospital admission for a primary diagnosis of HF in which the patient presented typical signs, symptoms, and diagnostic testing consistent with the diagnosis of HF and consequently received HF-directed therapy (16). MACE is a composite of cardiovascular mortality, non-fatal re-AMI and non-fatal heart failure hospitalization (16). 
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SUPPLEMENTARY TABLES
Supplementary Table 1. Laboratory data of SGLT2-I users and non-SGLT2-I users, according to the presence of CKD.
	
	No CKD
N = 397
	CKD
N = 249
	SGLT2-I 
users

	
	SGLT2-I 
users
N = 83
	Non-SGLT2-I 
users
N = 314
	
p-value
	SGLT2-I 
users
N = 28
	Non-SGLT2-I users
N = 221
	p-value
	CKD versus no-CKD

	Hospital Admission
	
	
	
	
	
	
	

	WBC, 109/L
	9.5  2.9
	11  5
	0.005
	10.2  3.1
	11.5  6
	0.422
	0.213

	PLTs, count x 109 per L
	232 [189 - 287]
	243 [196 - 287]
	0.219
	219 [169 - 303]
	243 [181 - 300]
	0.491
	0.744

	CPR, mg/dl
	0.6 [0.3 – 2.82]
	0.8 [0.3 – 2.52]
	0.787
	1.4 [0.5 – 5.0]
	1.4 [0.32 – 3.30]
	0.548
	0.143

	HbA1c, mmol/L
	52 [47 - 57]
	51 [44 - 60]
	0.513
	53 [49 - 58]
	49 [44 - 61]
	0.082
	0.111

	Admission Glycemia, mg/dl 
	160 [139 - 210]
	181 [149 - 236]
	0.025
	156 [141 - 184]
	188 [142 - 260]
	0.128
	0.888

	BNP, pg/ml
	366 [92 - 614]
	307 [108 - 1065]
	0.423
	153 [88 - 318]
	731 [278 - 1531]
	0.001
	0.285

	After 24 hours
	
	
	
	
	
	
	

	WBC, 109/L
	9.2  2.4
	10.4  4
	0.057
	10  2.7
	10.8  4.5
	0.760
	0.139

	CPR, mg/dl
	2.3 [0.8 – 11.8]
	2.2 [0.6 – 9.1]
	0.970
	2.9 [0.6 – 10.9[
	3.1 [1.1 – 9.6]
	0.537
	0.776

	Hospital Discharge
	
	
	
	
	
	
	

	WBC, 109/L
	8.5  2.3
	8.5  2.4
	0.719
	9.4  1.9
	8.7  3
	0.055
	0.023

	CPR, mg/dl
	1.1 [0.4 – 5.3]
	1.0 [0.4 – 3.6]
	0.280
	1.5 [0.4 -4.0]
	1.6 [0.6 – 4.5]
	0.484
	0.674



Continuous variables are presented as median (IQR) while categorical ones as n (%). WBC = White blood cell; PLTs = platelets; CRP = C-reactive protein; BNP = Brain Natriuretic Peptide.


Supplementary Table 2. In-hospital and long-term outcomes of SGLT2-I users and non-SGLT2-I users, according to the presence of CKD.
	
	No CKD
N = 397
	CKD
N = 249
	SGLT2-I 
users

	
	SGLT2-I 
users
N = 83
	Non-SGLT2-I 
users
N = 314
	
p-value
	SGLT2-I 
users
N = 28
	Non-SGLT2-I users
N = 221
	p-value
	CKD versus no-CKD

	In-hospital outcomes
	
	
	
	
	
	
	

	Cardiovascular-death, n (%)
	0 (0)
	4 (1.3)
	0.301
	0 (0)
	15 (6.8)
	0.155
	-

	Arrhythmia, n (%)
	5 (6)
	39 (12.4)
	0.099
	2 (7.1)
	45 (20.4)
	0.092
	0.833

	       New-onset AF, n (%)
	4 (80)
	25 (64.1)
	0.322
	1 (50)
	26 (57.7)
	0.388
	0.696

	       VT/VF, n (%)
	1 (20)
	14 (35.9)
	
	1 (50)
	19 (42.3)
	
	

	Re-AMI, n (%)
	0 (0)
	4 (1.3)
	0.301
	1 (3.6)
	2 (0.9)
	0.223
	0.084

	Re-PCI, n (%)
	2 (2.4)
	5 (1.6)
	0.615
	 2 (7.1)
	4 (1.8)
	0.083
	0.245

	IABP, n (%)
	0 (0)
	5 (1.6)
	0.247
	4 (14.3)
	14 (6.3)
	0.126
	<0.001

	Hospital stay, days
	6 [5 – 8]
	5 [4 – 7]
	0.002
	5 [4 – 7]
	6 [5 – 10]
	0.012
	0.052

	CI-AKI, n (%)
	2 (2.4)
	29 (9.2)
	0.040
	4 (14.3)
	41 (18.6)
	0.580
	0.016

	Long-term outcomes (*)
	
	
	
	
	
	
	

	All-cause deaths, n (%)
	5 (6.0)
	39 (12.4)
	0.099
	2 (7.1)
	50 (20.1)
	0.058
	0.833

	       Cardiovascular-death, n (%)
	3 (3.6)
	33 (10.5)
	0.052
	1 (3.6)
	37 (16.7)
	0.068
	0.992

	HF Hospitalization, n (%)
	5 (6.0)
	55 (17.5)
	0.009
	2 (7.1)
	43 (19.5)
	0.111
	0.833

	MACE, n (%)
	9 (10.8)
	88 (28.0)
	0.001
	5 (17.9)
	79 (35.7)
	0.059
	0.334



Long-term outcomes (*): total numbers of patients discharge alive (N = 625): SGLT2-I users (N = 111) and non-SGLT2-I users (N = 514). Abbreviations: AF=Atrial Fibrillation; VT=Ventricular Tachycardia; VF=Ventricular Fibrillation; AMI=Acute Myocardial Infarction, PCI=Primary Percutaneous Coronary Intervention; IABP=Intra-Aortic Balloon Pump; CI-AKI=Contrast-Induced Acute Kidney Injury; HF=Heart Failure; MACE=major adverse cardiovascular events.



Supplementary Table 3. Multivariable analysis of independent predictors of CI-AKI.


	CI-AKI

	Variables
	OR
	95%CI
	p-value

	Female
	0.563
	0.280 – 1.130
	0.106

	Mehran score
	1.095
	1.039 – 1.154
	0.001

	STEMI
	0.786
	0.444 – 1.391
	0.408

	LVEF, %
	0.965
	0.920 – 0.990
	0.008

	Peak Hs-TnI, ng/L 
	0.996
	0.928 – 1.104
	0.357

	SGLT2-1
	0.356
	0.134 – 0.943
	0.038




Abbreviations: CI-AKI= Contrast-induced acute kidney injury; SGLT2-I= SGLT2 inhibitors; STEMI= ST-segment Elevation Myocardial Infarction; LVEF = Left ventricular ejection fraction, Hs-TnI=high sensitivity Troponin. 



SUPPLEMENTARY FIGURE
Supplementary Figure 1. Comparison of the Mehran Risk Score in SGLT2-I versus non-SGLT2-I users, in both patients with and without CKD.
[image: Immagine che contiene grafico

Descrizione generata automaticamente]
image1.png
NO CKD CKD
404 404
p=0.013 p =0.397
I 1 I 1
30+ 30+ H
L]
o o
o : o
(3] ° (3]
7] 7]
c 204 c 204
o o
£ £
[ [
104 104
0+ 0+

no-SGLT2 SGLT2

no-SGLT2

SGLT2





