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Abstract 

Background: The inflammatory response occurring in acute myocardial infarction (AMI) has been proposed as a 
potential pharmacological target. Sodium-glucose co-transporter 2 inhibitors (SGLT2-I) currently receive intense clini-
cal interest in patients with and without diabetes mellitus (DM) for their pleiotropic beneficial effects. We tested the 
hypothesis that SGLT2-I have anti-inflammatory effects along with glucose-lowering properties. Therefore, we inves-
tigated the link between stress hyperglycemia, inflammatory burden, and infarct size in a cohort of type 2 diabetic 
patients presenting with AMI treated with SGLT2-I versus other oral anti-diabetic (OAD) agents.

Methods: In this multicenter international observational registry, consecutive diabetic AMI patients undergoing per-
cutaneous coronary intervention (PCI) between 2018 and 2021 were enrolled. Based on the presence of anti-diabetic 
therapy at the admission, patients were divided into those receiving SGLT2-I (SGLT-I users) versus other OAD agents 
(non-SGLT2-I users). The following inflammatory markers were evaluated at different time points: white-blood-cell 
count, neutrophil-to-lymphocyte ratio (NLR), platelet-to-lymphocyte ratio (PLR), neutrophil-to-platelet ratio (NPR), and 
C-reactive protein. Infarct size was assessed by echocardiography and by peak troponin levels.

Results: The study population consisted of 583 AMI patients (with or without ST-segment elevation): 98 SGLT2-I users 
and 485 non-SGLT-I users. Hyperglycemia at admission was less prevalent in the SGLT2-I group. Smaller infarct size 
was observed in patients treated with SGLT2-I compared to non-SGLT2-I group. On admission and at 24 h, inflamma-
tory indices were significantly higher in non-SGLT2-I users compared to SGLT2-I patients, with a significant increase 
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Background
Among patients with acute myocardial infarction 
(AMI), various pathophysiological events occur due 
to ischemia and generate an intense inflammatory 
response [1, 2]. Furthermore, restoring blood flow pro-
duces a ‘second hit’ phenomenon, called ischemia-rep-
erfusion (I/R) injury, more remarkable than the primary 
ischemic event. The I/R injury results from combined 
events, including production of reactive oxygen spe-
cies (ROS) and inflammation [3]. Neutrophils are the 
first leukocytes detected in infarcted areas, followed by 
monocytes and lymphocytes, releasing proteo-enzymes 
and cytokines, and phagocytizing necrotic debris [4, 
5]. Mounting evidence suggests that neutrophil-to-
lymphocyte ratio (NLR), platelet-to-lymphocyte ratio 
(PLR), and neutrophil-to-platelet ratio (NPR) might 
be considered as biomarkers of systemic inflammation 
and associated with poor clinical outcomes in various 
cardiovascular diseases, including acute coronary syn-
dromes (ACS) [1, 6–8]. Moreover, recent investigations 
have shown that the inflammatory status correlates 
with infarct size and adverse clinical outcome in ACS 
patients [9, 10].

Sodium-glucose cotransporter 2 inhibitors (SGLT2-I) 
are oral antidiabetic (OAD) agents that exert beneficial 
effects on glycemic control in type 2 diabetes mellitus 
(T2DM). In large, randomized trials, SGLT2-I signifi-
cantly improved cardiovascular and renal outcomes in 
diabetic patients, with benefits extended to non-diabetic 
patients with and without heart failure [11–13]. In addi-
tion, SGLT-2-I have been tested in several preclinical 
studies demonstrating the reduction in acute myocardial 
I/R injury [14]. Based on these observations, we hypoth-
esized that SGLT2-I might have cardio-protective and 
anti-inflammatory effects independently of their anti-
hyperglycemic properties [15, 16]. To test this hypothesis, 
we investigated the inflammatory burden and myocar-
dial infarct size in T2DM patients with AMI receiving 

SGLT2-I compared to other OAD agents (non-SGLT-I 
users).

Methods
Study population
In this multicenter international observational registry 
(SGLT2-I AMI PROTECT, ClinicalTrials.gov Identi-
fier: NCT 05261867), we screened consecutive diabetic 
patients admitted with AMI, both ST-segment elevation 
myocardial infarction (STEMI) and non-ST-segment 
elevation myocardial infarction (NSTEMI), undergo-
ing percutaneous coronary intervention (PCI), between 
January 2018 and September 2021. The definition of 
STEMI and NSTEMI and patients’ management followed 
current guidelines [17, 18]. Based on admission antidia-
betic therapy, patients were divided into SGLT2-I users, 
if they were admitted on chronic SGLT2-I therapy (i.e., 
started at least 3 months before hospitalization), and 
non-SGLT2-I users, if they received other OAD strate-
gies alone. Patients on insulin therapy or with incomplete 
information on medical therapy were excluded. Further 
exclusion criteria were AMI treated with coronary artery 
bypass grafting, severe valvular heart disease, prosthetic 
heart valves, severe anemia, history of or ongoing bleed-
ing, pulmonary embolism, fever (≥ 38 °C), chronic renal 
failure (glomerular filtration rate < 30 mL/min/1.73  m2), 
autoimmune diseases, malignancies or ongoing cardio-
toxic medications, and congenital heart disease. Patients 
with more than 20% of missing values in the collected 
data were also excluded due to potential bias. The present 
study was conducted according to the principles of the 
Declaration of Helsinki; all patients were informed about 
their participation in the registry and provided informed 
consent for the anonymous publication of scientific data.

Inflammatory biomarkers and infarct size detection
Systemic inflammatory markers [C-reactive protein 
(CRP), white-blood-cell count (WBC) and neutrophils 

in neutrophil levels at 24 h. At multivariable analysis, the use of SGLT2-I was a significant predictor of reduced inflam-
matory response (OR 0.457, 95% CI 0.275–0.758, p = 0.002), independently of age, admission creatinine values, and 
admission glycemia. Conversely, peak troponin values and NSTEMI occurrence were independent predictors of a 
higher inflammatory status.

Conclusions: Type 2 diabetic AMI patients receiving SGLT2-I exhibited significantly reduced inflammatory response 
and smaller infarct size compared to those receiving other OAD agents, independently of glucose-metabolic control. 
Our findings are hypothesis generating and provide new insights on the cardioprotective effects of SGLT2-I in the set-
ting of coronary artery disease.

Trial Registration: Data are part of the ongoing observational registry: SGLT2-I AMI PROTECT. ClinicalTrials.gov Identifier: 
NCT 05261867.

Keywords: SGLT2-I, Hyperglycemia, Inflammation, Infarct size, Acute myocardial infarction
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count] were determined according to standard protocols, 
on admission and after 24 h. The inflammatory response 
was evaluated using the following parameters: total white 
blood cells, NLR, NPR, PLR and CRP. Patients with con-
comitant basal values of CRP and NLR above the median 
of the study population were considered to have an 
inflammatory response. For all patients, blood for high-
sensitivity Troponin I (hs-TnI) evaluation was drawn at 
the time of hospital admission and every 3–6 h thereafter 
for the following 24  h. The hs-TnI peak was considered 
the highest value before its fall.

All patients underwent a 2D echocardiogram at admis-
sion and before discharge, performed by experienced 
operators. At least 3 consecutive beats were recorded for 
each view, and all images were stored for offline analy-
sis. Left ventricular ejection fraction (LVEF) was calcu-
lated with the biplane Simpson’s method according to the 
European Association of Cardiovascular Imaging guide-
lines [19]. Myocardial infarct size was estimated using 
the left ventricular end-diastolic volume (LVEDV), the 
biplane LVEF and the regional wall motion abnormali-
ties (RWMA) defined as having at least two hypokinetic 
or akinetic segments with or without LVEF < 50%. Wall 
motion abnormalities were visually assessed based on the 
observed wall thickening and endocardial motion of the 
myocardial segment according to the American Society 
of Echocardiography and the European Association of 
Cardiovascular Imaging guidelines [19].

Blood glucose and definition of diabetes mellitus
Blood glucose levels were assessed on admission as part 
of the standard evaluation. Pre-existing T2DM was 
defined as known DM at the time of hospitalization irre-
spective of the therapeutic management (diet and life-
style measures alone or additional administration of oral 
glucose-lowering medication and insulin) [20].

Statistical analysis
Data distribution was assessed visually with histo-
grams or the Shapiro-Wilk test as appropriate. Differ-
ences between groups were analyzed using the t-test 
or the Mann–Whitney U-test for continuous variables 
and the chi-square test or the Fisher’s exact test for cat-
egorical variables, as appropriate. Continuous variables 
were summarized using the mean and standard devia-
tion or median and interquartile range, as appropriate. 
A multiple logistic regression model was used to iden-
tify independent predictors of inflammation. Correlation 
between variables was assessed with either Pearson’s R 
or Spearman’s ρ, as appropriate. In addition, linear and 
polynomial regression models were fit to evaluate the 
relationship between continuous variables. All analyses 

were performed using the Statistical Package for Social 
Sciences, version 25.0 (SPSS, PC version, IBM Corp, 
Armonk, NY, USA) and R version 3.5.2 (R Foundation for 
Statistical Computing, Vienna, Austria). The significance 
level was set to p < 0.05.

Results
Study population
Out of 993 AMI diabetic patients screened, 286 were 
excluded due to insulin therapy, 113 because of coronary 
artery bypass grafting and 11 for all the others exclusion 
criteria. The final study population consisted of 583 dia-
betic AMI patients treated with PCI, which were divided 
in SGLT2-I (n = 98) or non-SGLT2-I users (n = 485).

Baseline characteristics
Baseline characteristics and medical therapy on admis-
sion are reported in Table 1. The mean age of the overall 
study population was 71 years, and more than 76.2% were 
males. SGLT2-I patients were younger and presented 
better renal function on admission compared to non-
SGLT2-I users. The mean time of exposure to SGLT2-I 
therapy was 7.3 ± 3.1 months. At variance, gender, body 
mass index/surface area, main cardiovascular risk fac-
tors, glucose-metabolic control, and comorbidities were 
similar in the two groups. Regarding medical therapy at 
the admission, no differences were found, except for a 
lower intake of sulfonylureas in SGLT2-I users (Table 1).

The two study groups exhibited similar admission 
characteristics, including GRACE risk score, and Kil-
lip class, except for admission heart rate that was sig-
nificantly lower in SGLT2-I users than in non-SGLT2-I 
patients (Table  2). Rate of STEMI was similar between 
the two subgroups. The median times from symptoms to 
diagnostic coronary angiography did not differ between 
groups for both STEMI and NSTEMI (Table  2). Finally, 
the main angiographic characteristics were also similar 
between the two study groups (Table 2).

Impact of SGLT2‑I on infarct size
Infarct size parameters are shown in Table 3. On admis-
sion, left ventricular volume and function and RMWA 
were similar between the two study groups. The indi-
vidual values of the troponin curve, as well as the peak 
troponin values,   were significantly lower in SGLT2-
I users than non-SGLT2-I patients (p ≤ 0.003 for all, 
Table  3). Consistently, ST-segment resolution post-PCI 
was more frequent in SGLT2-I group (p = 0.001). Like-
wise, the infarct size measured by left ventricular func-
tion and RMWA at discharge was significantly lower in 
the SGLT2-I group compared to non-SGLT2-I users 
(p = 0.001 for both).
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Impact of SGLT2‑I on the inflammatory burden
Inflammatory markers are presented in Table  4. On 
admission, total WBC count, neutrophils, and CRP lev-
els were significantly higher in non-SGLT2-I patients 
compared to those receiving SGLT2-I (p < 0.006 for all). 
Consequently, the NLR, PLR, and NPR were markedly 
lower in the SGLT2-I users (p < 0.03 for all, Fig. 1). After 
24 h, neutrophils, NLR and CRP remained significantly 
lower in patients receiving SGLT2-I (p = 0.03, p < 0.001 
and p = 0.04, respectively). Furthermore, CRP values 
remained higher in non-SGLT2-I users at discharge 

(p = 0.01). As shown in Fig. 2, trends in lymphocyte and 
neutrophil levels were markedly different between the 
two groups: a significant increase in neutrophil levels at 
24 h were observed in non-SGLT2-I patients but not in 
the SGLT2-I group. The admission blood glucose levels, 
but not glycosylated hemoglobin (HbA1c), were sig-
nificantly lower in SGLT2-I-patients compared to non-
SGLT2-I group (p = 0.006).

At multivariable analysis, the use of SGLT2-I was a sig-
nificant predictor of reduced inflammatory response (OR 
0.457, 95% CI 0.275–0.758, p = 0.002), independently of 
age, admission creatinine values, and admission glycemia 
(Table  5). Conversely, peak troponin values (OR 1.000, 
95% CI 1.001–1.002, p = 0.025) and NSTEMI occurrence 
(OR 1.702, 95% CI 1.129–2.566, p = 0.011) were inde-
pendent predictors of a higher inflammatory status.

In the overall study population (n = 583), positive lin-
ear correlations were found between neutrophils values 
measured at 24 h and both the admission glucose levels 
(r = 0.40, p = 0.009) and peak troponin values (r = 0.40, 
p < 0.001) (Fig.  3). Notably, neutrophil values and peak 
troponin values were confirmed to be linearly correlated 
independently of the admission glucose level (r = 0.31, 
p < 0.001), supporting the effect of other mechanisms in 
addition to glucose-metabolic control.

Moreover, in non-SGLT2-I patients we detected a neg-
ative linear correlation between neutrophils at 24 h and 
discharge LVEF (r = − 0.50 p < 0.001), a finding not con-
firmed in the SGLT2-I study group (Fig. 4).

Discussion
To the best of our knowledge, our study is the first aiming 
at investigating the protective role of SGLT2-I therapy in 
diabetic patients with a diagnosis of AMI. Specifically, we 
focused on the interplay between admission hyperglyce-
mia, inflammation burden, and infarct size in a cohort of 
T2DM patients admitted with AMI, comparing SGLT2-I 
versus non-SGLT2-I users.

The main findings of our study are: (i) reduced infarct 
size was detected in patients receiving SGLT2-I com-
pared to non-SGLT2-I patients; (ii) on admission and 
after 24  h, inflammatory indices were significantly 
higher in non-SGLT2-I users compared to the SGLT2-I 
group; (iii) stress hyperglycemia was significantly lower 
in SGLT2-I patients compared to non-SGLT2-I group, 
even though HbA1c did not differ between groups; (iv) 
the use of SGLT2-I was a significant predictor of reduced 
inflammatory response, independently of age, admission 
creatinine values and admission stress hyperglycemia; 
conversely, peak troponin values and NSTEMI occur-
rence turn out to be independent predictors of higher 
inflammatory status.

Table 1 Comorbidities and admission medical therapy

Continuous variables are presented as mean ± SD or as median [IQR]; categorical 
variables as number (%). BMI:  Body Mass Index; BSA:  Body Surface Area; PAD: 
peripheral arterial disease; COPD: Chronic obstructive pulmonary disease; CKD: 
Chronic kidney disease with 30 < GFR < 60 ml/min; PCI:  Percutaneous Coronary 
Intervention; AF: Atrial fibrillation; RAAS-I: Renin-angiotensin-aldosterone system 
inhibitors; CCB: Calcium Channel Blockers; DPP-4: DipeptidylPeptidase 4; GLP-1: 
Glucagon-like peptide-1

Total
(N = 583)

SGLT2‑I 
users
(N = 98)

Non‑SGLT‑I 
users
(N = 485)

p value

Age, n (%) 71 [61–79] 65 [58–74] 72 [62–80] < 0.001

Male Sex, n (%) 444 (76.2) 80 (81.6) 364 (75.1) 0.163

BMI, Kg/m2 28.3 ± 4.9 28.2 ± 4.9 28.4 ± 5 0.577

BSA, m2 1.9 ± 0.2 1.9 ± 0.3 1.9 ± 0.2 0.145

Smoking, n (%) 337 (57.8) 62 (63.3) 275 (56.7) 0.230

Hypertension, n (%) 485 (83.2) 87 (88.8) 398 (82.1) 0.105

Dyslipidemia, n (%) 460 (78.9) 84 (85.7) 376 (77.5) 0.07

PAD, n (%) 70 (12) 13 (13.3) 57 (11.8) 0.674

COPD, n (%) 78 (13.4) 13 (13.3) 65 (13.4) 0.971

CKD, n (%) 51 (8.7) 8 (8.2) 43 (8.9) 0.822

Previous TIA/CVA, n (%) 46 (7.9) 9 (9.2) 37 (7.6) 0.603

Previous AMI, n (%) 152 (26.1) 29 (29.6) 123 (25.4) 0.384

Previous PCI, n (%) 166 (28.5) 33 (33.7) 133 (27.4) 0.211

AF, n (%) 53 (9.1) 9 (9.2) 44 (9.1) 0.972

Antiplatelets, n (%) 293 (50.3) 52 (53.1) 241 (49.7) 0.543

Anticoagulation, n (%) 50 (8.6) 5 (5.1) 45 (9.3) 0.178

RAAS-I, n (%) 330 (56.6) 64 (65.3) 266 (54.8) 0.07

Diuretics, n (%) 170 (32) 26 (26.5) 144 (29.7) 0.820

B-blockers, n (%) 255 (43.7) 47 (48) 208 (42.9) 0.356

CCB, n (%) 156 (26.8) 22 (22.4) 134 (27.6) 0.291

Statins, n (%) 284 (48.7) 54 (55.1) 230 (47.4) 0.165

 Low/moderate 
intensity

203 (71.5) 35 (64.8) 173 (75.2) 0.120

 High intensity 81 (28.5) 19 (35.2) 57 (24.8)

 Ezetimibe, n (%) 70 (12) 13 (13.3) 57 (11.8) 0.674

Metformin, n (%) 420 (72) 72 (73.5) 348 (71.8) 0.730

Sulfonylureas, n (%) 157 (26.9) 12 (12.2) 145 (30) 0.001

DPP-4 Inhibitors, n (%) 47 (8.1) 7 (7.1) 40 (8.2) 0.714

GLP-1 Agonist, n (%) 14 (2.4) 3 (3.1) 11 (2.3) 0.640
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In the last years, SGLT2-I gained intense interest in the 
search for the mechanisms responsible for their benefi-
cial effects in patients with and without DM [21]. Since 
SGLT2 has not been shown to be expressed in human 
cardiomyocytes, while it is abundantly represented in 

proximal tubular cells, it is intriguing how SGLT2-I 
might display beneficial off-target effects on the cardio-
vascular system. Increasing diuresis/natriuresis, improv-
ing glucose control, blood pressure-lowering, weight 
loss, improving vascular function, and changes in tissue 

Table 2 Clinical admission and angiographic characteristics

Continuous variables are presented as median (IQR) while categorical ones as n (%). STEMI: ST-segment Elevation Myocardial Infarction; NSTEMI:  non-ST segment 
Elevation Myocardial Infarction; SBP: Systolic blood pressure; DBP:  Diastolic blood pressure; HR: Heart rate; LM : Left main; LAD: Left anterior descending artery; CX: 
Circumflex artery; RCA: Right coronary artery

Total
(N = 583)

SGLT2‑I 
users
(N = 98)

Non‑SGLT‑I 
users
(N = 485)

P value

STEMI, n (%) 279 (47.9) 48 (49) 231 (47.6) 0.807

Time symptoms–balloon (STEMI) 3[2–5] 3[2–6] 3 [2– 5] 0.756

Time symptoms–balloon < 24 h (NSTEMI) 188 (61.8) 34 (68) 154 (60.6) 0.326

SBP, mmHg 140 [125–160] 140 [125–151] 140 [125–160] 0.501

DBP, mmHg 80 [70–90] 84 [70–90] 80 [70–90] 0.364

HR 81 [70–94] 75 [65–86] 83 [72–95] < 0.001

Angina, n (%) 427 (73.2) 70 (71.4) 357 (73.6) 0.657

Killip Class ≥ 2, n (%) 119 (20.4) 14 (14.3) 105 (21.6) 0.099

GRACE Score 156 ± 38 152 ± 36 156 ± 38 0.603

LM lesion, n (%) 28 (4.8) 2 (2) 26 (5.4) 0.161

LAD lesion, n (%) 332 (56.9) 58 (59.2) 274 (56.5) 0.624

CX lesion, n (%) 150 (25.7) 28 (28.6) 122 (25.2) 0.480

RCA lesion, n (%) 182 (31.2) 30 (30.6) 152 (31.3) 0.887

1 Vessel lesion, n (%) 250 (42.9) 48 (49) 202 (41.6) 0.181

2 Vessels lesion, n (%) 205 (35.2) 31 (31.6) 174 (35.9) 0.422

3 Vessels lesion, n (%) 124 (21.3) 17 (17.3) 107 (22.1) 0.298

Hospital stays, days 5 [4–8] 5 [4–7] 5 [4–8] 0.896

Table 3 Infarct size in patients with SGLT2-I versus patients with other OAD agents alone

Continuous variables are presented as median (IQR) while categorical ones as n (%). Hs-TnI: High sensitivity Troponin; LVEDV: Left ventricular end diastolic volume; 
LVEF: Left ventricular ejection fraction; RWMA: Regional wall motion abnormalities

Total
(N = 583)

SGLT2‑I 
users
(N = 98)

Non‑SGLT‑I 
users
(N = 485)

p value

Hospital Admission

 Q wave, n (%) 131 (25.2) 18 (23.4) 113 (25.6) 0.615

 Admission LVEDV, ml 108 ± 33 106 ± 35 108 ± 33 0.582

 Admission LVEF, % 47 ± 11 48 ± 10 47 ± 11 0.161

 RWMA, n (%) 491 (84.2) 81 (82.7) 410 (84.5) 0.641

 I hs-TnI, ng/L 210 [44–1431] 131 [33–773] 240 [50–1964] 0.003

 II hs-TnI, ng/L 1411 [338–10.032] 635 [165–2108] 1842 [370–13.447] < 0.001

 III hs-TnI, ng/L 1306 [390–11.028] 441 [160–1120] 2356 [566–18.056] < 0.001

 hs-TnI max, ng/L 2438 [591–16.227] 901 [307–2543] 3445 [710–9223] < 0.001

Hospital Discharge

 LVEDV, ml 108 ± 36 103 ± 29 110 ± 38 0.261

 LVEF, % 49 ± 10 53 ± 19 48 ± 11 0.001

 RWMA, n (%) 454 (78) 64 (65.3) 390 (80.6) 0.001

 ST resolution, n (%) 187 (67) 42 (87.5) 146 (63.2) 0.001
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sodium handling are likely to play a role [22]. In addi-
tion, some studies have hypothesized that SGLT2-I 
might exhibit cardiac protection beyond glucose and 
lipid-metabolic regulation [16, 23, 24]. Additional ben-
eficial cardiovascular effects of SGLT2-I might include a 
reduction in adipose tissue-mediated inflammation and 
proinflammatory cytokine production, inhibition of the 
sympathetic nervous system, prevention of ischemia/rep-
erfusion injury, improvement in cardiac energy metabo-
lism with a shift towards ketone bodies as metabolic 
substrate, reduction of oxidative stress, and suppres-
sion of advanced glycation end-product signaling [16, 
25]. Although the precise mechanisms remain unclear, 
immune-metabolic mechanisms have drawn increas-
ing attention. Thus, SGLT2-I cardioprotective proper-
ties may result from both a direct effect on glucose level 
reduction (glucose-lowering dependent effects) and a 
glycemic-independent effect.

SGLT2‑I and glycemic‑dependent effect
This class of antidiabetic agents has been confirmed to 
ameliorate glycemic parameters when used alone or in 
combination in T2DM patients [26]. Decreasing glucose 

levels by SGLT2-I may lower macrophage inflammatory 
response, as macrophages preferentially utilize glucose 
from glycolysis as an energy source [27]. In our study 
population, stress hyperglycemia was more frequently 
observed in patients treated with other OAD agents alone 
than in those receiving SGLT2-I. Consistent with the 
known interplay between stress hyperglycemia, infarct 
size, and inflammatory burden in AMI patients [28, 29], 
in our cohort we observed positive linear correlations 
between neutrophils values measured at 24 h and admis-
sion glucose levels and peak troponin values. According 
to these findings, part of the anti-inflammatory effect of 
this class of antidiabetic agents could be attributed to the 
tighter control of stress hyperglycemia, independently of 
HbA1c values.

SGLT2‑I and glycemic‑independent effect
Whereas SGLT2-I are effective glucose-lowering agents, 
its cardioprotective effects are unlikely related exclusively 
to the improvements in glucose-lowering per se. In fact, 
the rapid efficacy noted (within days of treatment ini-
tiation) cannot be merely justified by a glucose-lowering 
mechanism [21, 22]. Likewise, in our study there were no 

Table 4 Laboratory data and biomarkers in patients with SGLT2-I versus patients with other OAD agents alone

Continuous variables are presented as median (IQR) while categorical ones as n (%). WBC:   White blood cell; PLTs: Platelets; NLR: Neutrophil-to-lymphocyte ratio; 
PLR: Platelet-to-lymphocyte ratio; NPR: Neutrophil-to-platelet ratio; CRP:  C-reactive protein

Total
(N = 583)

SGLT2‑I 
users
(N = 98)

Non‑SGLT‑I 
users
(N = 485)

p value

Hospital Admission

 WBC,  109/L 9.7 [8.1–12.8] 9 [8.1–10.8] 10 [8.1–13.1] 0.006

 Neutrophils,  109/L 6.8 [5.3–9.4] 6 [5.3–7.5] 7.1 [5.3–9.8] 0.001

 Lymphocytes,  109/L 1.8 [1.3–2.6] 2.2 [1.5–2.9] 1.7 [1.3–2.5] 0.001

 PLTs, count x  109 per L 241 [187–290] 230 [178–292] 243 [189–291] 0.207

 NLR 3.6 [2.4–5.9] 2.9 [1.9–4.1] 3.9 [2.5–6.5] < 0.001

 PLR 126.2 [91.5–175.8] 102.5 [77.7–143.2] 132.1 [95–182.3] < 0.001

 NPR 0.03 ± 0.02 0.03 ± 0.01 0.03 ± 0.02 0.03

 CPR, mg/dL 3.9 ± 12.6 3.1 ± 3.8 4 ± 13.8 < 0.001

 Adm. Creatinine, mg/dL 1.2 ± 0.9 1.03 ± 0.3 1.2 ± 0.9 0.016

 HbA1c, mmol/L 50 [46–58] 52 [48–56] 50 [44–59] 0.583

 Admission Glycemia, mg/dl 180 [144–240] 156 [139–200] 187 [147–247] 0.006

 BNP, pg/ml 378 [118–1015] 235 [85–452] 474 [129–1306] < 0.001

After 24 h

 WBC, N/µl 9.5 [7.9–12] 9.2 [8.1–10.4] 9.5 [7.9–12.3] 0.201

 Neutrophils,  109/L 6.7 [5.4–9.1] 6.2 [5.5–7.3] 7 [5.3–9.6] 0.03

 Lymphocytes,  109/L 1.7 [1.2–2.4] 2 [1.4–3.1] 1.7 [1.2–2.3] 0.001

 NLR 3.8 [2.5–6] 3 [1.9–4.6] 4 [2.7–6.6] < 0.001

 CPR, mg/dL 9 ± 21 3.3 ± 4.4 11 ± 23.5 0.040

Hospital Discharge

 WBC, N/µl 8.5 [7–9.8] 8.6 [7.4–9.5] 8.4 [6.9–9.8] 0.587

 CPR, mg/dL 8 ± 24.3 3.1 ± 3.7 9.9 ± 28.5 0.01
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differences in HbA1c values between the two cohorts, 
consistent with post hoc trial analyses showing that base-
line HbA1c values are not affected by treatment with 
SGLT2-I [30]. A definitive proof of this concept emerged 
from the DAPA-HF trial, wherein the efficacy of dapa-
gliflozin to reduce heart failure occurrence and mortal-
ity was independent of the presence of DM [13]. These 
data have been also confirmed in experimental models of 
heart failure in which the benefit of SGLT2 inhibition was 
observed regardless of diabetes or hyperglycemia [31, 
32]. In our study, 24-hour neutrophil and peak troponin 
values were linearly correlated, irrespective of the admis-
sion glucose level. Moreover, SGLT2-I was identified as a 
significant predictor of reduced inflammatory response, 
regardless of admission hyperglycemia. Thus, our find-
ings support the hypothesis of additional cardioprotec-
tive effects beyond the glucose-lowering effect per se, as 

SGLT2-I may directly target inflammatory pathways. In 
our study, patients previously treated with other OAD 
agents, compared to those receiving SGLT2-I, exhib-
ited an amplified “inflammatory status” as expressed by 
increased levels of inflammatory markers (neutrophils, 
NLR, PLR, and CRP). Inflammation is an essential con-
tributor to infarct size severity, and proinflammatory 
biomarkers correlate with the prognosis of AMI [1, 33]. 
Although SGLT2-I has been suggested to attenuate or 
ameliorate the inflammatory profile in patients with dia-
betes, the exact pathophysiological mechanism remains 
unclear [34–37]. Recent evidence suggests that empagli-
flozin could inhibit the nucleotide-binding domain-like 
receptor protein-3 (NLRP3) inflammasome and that this 
can occur independently of glucose-lowering per se [38, 
39]. Moreover, dapagliflozin can protect from I/R dam-
age, reduce infarct size, and improve cardiac function 

Fig. 1 Box plot and Dot plot comparing the distribution of White Blood Cells (A and C) and Neutrophil-Lymphocyte Ratio (NLR) (B and D) at 
admission and discharge in SGLT2-I users vs. non-SGLT2-I users (blue box and red box respectively)
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in non-diabetic mice, by the selective degradation of 
the inflammasome component NLRP3, thereby reduc-
ing maturation and secretion of inflammatory markers 
[40]. Part of the anti-inflammatory effects of SGLT2-I 
could be also related to ketone inhibition of the NLRP3 
inflammasome [41, 42]. Indeed, SGLT2-I has been dem-
onstrated to evoke a significant increase in plasma beta-
hydroxybutyrate with a parallel decline in fasting plasma 
insulin levels due to a considerable improvement in insu-
lin sensitivity; these effects were significantly correlated 

Fig. 2 Density Plot showing the neutrophils (A and C) and lymphocytes (B and D) distribution at admission and after 24 h in SGLT2-I versus 
non-SGLT2-I users. Blue curve denotes non-SGLT2-I users; red curve represents patients receiving SGLT2-I. The dotted arrow shows how the peak of 
the neutrophil’s distribution in non SGLT2-I users moved towards higher values after 24 h

Table 5 Multivariable analysis – Predictors of inflammatory 
response

Variables Std. Err. OR 95% CI p‑value

Age, years 0.009 1.011 0.994–1.028 0.197

Adm. Creatinine, mg/dL 0.152 1.333 0.990–1.796 0.060

Admission glycemia, mg/dL 0.001 1.002 1.000–1.004 0.100

NSTEMI 0.209 1.702 1.129–2.566 0.011

hs-TnI max, ng/L 0.001 1.008 1.001–1.015 0.025

SGLT2-I 0.259 0.457 0.275–0.758 0.002
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to inhibition of NLRP3 inflammasome activity [43]. Con-
versely, the other OAD agents (except metformin) have 
a prevalent B-cell secretagogues effect, leading to hyper-
insulinemia/insulin resistance. The SGLT2-I anti-inflam-
matory properties can partially justify the reduced infarct 
size, as we observed in our patients. In fact, murine 
models of ischemia-reperfusion injury have shown that 
ablating the NLRP3 gene reduces the infarct size and 
ameliorates cardiac function [43]. Further explanations 
for the smaller infarct size in diabetic patients receiving 
SGLT2-I include the improvement in cardiac energetic 
metabolism triggered by this class of anti-diabetic agents. 
“Metabolic flexibility” is the capacity of the heart to adapt 
its substrate preference to short-term detrimental stim-
uli in order to maintain an adequate ATP production for 
optimal cardiac contractile function [44, 45]. In patients 
with T2DM, systemic and myocardial insulin-mediated 
glucose utilization is impaired, reducing cardiac meta-
bolic efficiency [46]. Henceforth, in diabetic patients 
with stressful conditions such as AMI, further impaired 
glucose utilization could leave cardiomyocytes without 
adequate energy sources and fatty acids and ketone bod-
ies provide an alternative energy source [42, 47]. Several 
studies have shown that in diabetic patients, SGLT2-I 
treatment exhibits protective effects by improving car-
diomyocyte metabolic flexibility. Indeed, empagliflozin 
promotes the shift towards ketone bodies as the meta-
bolic substrate, with a larger cardiac ATP production [48, 
49]. Another beneficial effect of SGLT-2 is the improve-
ment of sympathetic and parasympathetic nerve activity 
in humans [50]. Accordingly, our patients treated with 
SGLT-2 exhibited a lower heart rate at admission than 

patients treated with other OAD agents. The imbalance 
of the autonomic nervous system might increase myo-
cardial ischemia, inflammation and the immune system, 
platelet aggregation, as well as lipoprotein and glycaemic 
metabolism (hyperglycaemia, hypoglycaemia, glycaemic 
variability).

Although the beneficial actions of SGLT2 need to be 
further elucidated, these agents induce many beneficial 
effects in multiple targets that result in a better prognosis 
in several cardiovascular diseases.

Study limitations
Our results should be interpreted considering some limi-
tations. First, laboratory parameters were incomplete in 
some patients, although patients with more than 20% 
of missing values in the collected data were excluded to 
avoid potential bias. Second, the sample size was pow-
ered to evaluate only a “class effect” but not the “doses 
effect”. Third, our study did not evaluate other inflamma-
tory markers such as IL-6, TNF-α, IL-1, and the soluble 
matricellular protein cysteine-rich angiogenic inducer, 
which might reflect a more accurate inflammatory bur-
den assessment. Nevertheless, a correlation between such 
parameters and the indices adopted in our study was pre-
viously demonstrated [6–8, 51, 52], and so we opted for 
measuring standardized and widely available inflamma-
tory markers. Lastly, although we excluded patients with 
chronic inflammatory systemic diseases (severe valvular 
heart disease, severe anemia, chronic severe renal failure, 
autoimmune diseases, malignancies), data on chronic 
inflammatory conditions, before the occurrence of AMI, 
are lacking.

Fig. 3 Correlations between neutrophils values measured at 24 h and the admission glucose levels (A) and peak troponin values (B), in the overall 
study population (n = 583)
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Conclusions
Type 2 Diabetic patients hospitalized for AMI and receiv-
ing SGLT2-I exhibited a significantly reduced inflamma-
tory response and infarct size compared to non-SGLT2-I 
users, independently of glucose-metabolic control. Our 
findings are hypothesis generating and support new 
pathophysiological and therapeutic insights regarding the 
cardioprotective effects of SGLT2-I in the setting of coro-
nary artery disease.

Acknowledgements
None.

Permissions information
The authors do hereby declare that all illustrations and figures in the manu-
script are entirely original and do not require reprint permission.

Statement of guarantor
C.P. and E.B. are the guarantors of the research and, as such, had full access to 
all the data in the study and take responsibility for the integrity of the data and 
the accuracy of the data analysis.

Author contributions
PP, LB and EG contributed conception and design of the study; PP, LB, AC, 
NM, FG, MA, AS, AS and AI organised the database and collected data; LB and 
EG performed the statistical analysis; PP and LB wrote the first draft of the 
manuscript; FG and AC wrote sections of the manuscript. GS, CS, AF, GC, CM, 
RM, DV, PC, EB and CP revised the article and approved the final version of the 
manuscript. All authors read and approved the final manuscript.

Funding
Dr. Paolisso reports receiving a research grant from the CardioPaTh PhD 
Program.

 Availability of data and materials 
The datasets used and/or analysed during the current study are available from 
the corresponding author on reasonable request. 

Fig. 4 Correlation between neutrophils at 24 h and discharge LVEF in SGLT2-I versus non-SGLT2-I users (red and blue lines respectively). An inverse 
correlation was found between the inflammatory burden (represented by neutrophils at 24 h) and the LVEF at discharge. Conversely, in SGLT2-I 
users, the higher inflammatory burden was not accompanied by a reduction in LVEF at discharge



Page 11 of 12Paolisso et al. Cardiovascular Diabetology           (2022) 21:77  

Declarations

 Ethics approval and consent to participate
Data were collected as part of an approved international multicenter observa-
tional study. The present study was conducted according to the principles of 
the Declaration of Helsinki; all patients were informed about their partici-
pation in the registry and provided informed consent for the anonymous 
publication of scientific data.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details
1 Cardiovascular Center Aalst, OLV-Clinic, Aalst, Belgium. 2 Department 
of Advanced Biomedical Sciences, University Federico II, Naples, Italy. 3 Unit 
of Cardiology, Department of Experimental, Diagnostic and Specialty 
Medicine-DIMES, University of Bologna, 40138 Bologna, Italy. 4 International 
Translational Research and Medical Education (ITME) Consortium, Naples, Italy. 
5 Department of Medicine (Division of Cardiology) and Department of Molecu-
lar Pharmacology, Wilf Family Cardiovascular Research Institute, Einstein-Sinai 
Diabetes Research Center, The Fleischer Institute for Diabetes and Metabolism, 
Albert Einstein College of Medicine, New York, USA. 6 Department of Transla-
tional Medical Sciences, University of Campania ‘Luigi Vanvitelli’, Naples, Italy. 
7 Department of Translational Medical Sciences, University of Campania “Luigi 
Vanvitelli”, Naples, Italy. 8 Division of Cardiology, A.O.R.N. “Sant’Anna e San 
Sebastiano”, Caserta, Italy. 9 Department of Advanced Medical and Surgical 
Sciences, University of Campania “Luigi Vanvitelli”, Naples, Italy. 10 Cardiology 
Clinic, ″Alexandrovska″ University Hospital, Medical University of Sofia, Sofia, 
Bulgaria. 11 Unit of Cardiology, Maggiore Hospital, Bologna, Italy. 12 Department 
of Cardiology, Hospital Cardarelli, Naples, Italy. 13 Medica Cor Hospital, Russe, 
Bulgaria. 14 Mediterranea Cardiocentro, Naples, Italy. 

Received: 8 March 2022   Accepted: 13 April 2022

References
 1. Paolisso P, Foà A, Bergamaschi L et al. Hyperglycemia, inflammatory 

response and infarct size in obstructive acute myocardial infarction and 
MINOCA. Cardiovasc Diabetol 2021;20:33.

 2. Olsen MB, Gregersen I, Sandanger Ø et al. Targeting the Inflammasome in 
Cardiovascular Disease. JACC Basic Transl Sci 2022;7:84–98.

 3. Algoet M, Janssens S, Himmelreich U, et al. ‘Myocardial ischemia-reper-
fusion injury and the influence of inflammation. Trends Cardiovasc Med. 
2022. https:// doi. org/ 10. 1016/j. tcm. 2022. 02. 005.

 4. Rock KL, Kono H. The inflammatory response to cell death. Annu Rev 
Pathol 2008;3:99–126.

 5. Huang S, Frangogiannis NG. Anti-inflammatory therapies in myo-
cardial infarction: failures, hopes and challenges. Br J Pharmacol 
2018;175:1377–1400.

 6. Chen C, Cong BL, Wang M et al. Neutrophil to lymphocyte ratio as a pre-
dictor of myocardial damage and cardiac dysfunction in acute coronary 
syndrome patients. Integr Med Res 2018;7:192–199.

 7. Somaschini A, Cornara S, Demarchi A et al. Neutrophil to platelet ratio: A 
novel prognostic biomarker in ST-elevation myocardial infarction patients 
undergoing primary percutaneous coronary intervention. Eur J Prev 
Cardiol 2020;27:2338–2340.

 8. Li W, Liu Q, Tang Y. Platelet to lymphocyte ratio in the prediction of 
adverse outcomes after acute coronary syndrome: a meta-analysis. Sci 
Rep 2017;7:40426.

 9. Shetelig C, Limalanathan S, Hoffmann P et al. Association of IL-8 With 
Infarct Size and Clinical Outcomes in Patients With STEMI. J Am Coll 
Cardiol 2018;72:187–198.

 10. Tøllefsen IM, Shetelig C, Seljeflot I, Eritsland J, Hoffmann P, Andersen 
G. High levels of interleukin-6 are associated with final infarct size 

and adverse clinical events in patients with STEMI. Open Heart. 
2021;8:e001869.

 11. Anker SD, Butler J, Filippatos G et al. Empagliflozin in Heart Failure with a 
Preserved Ejection Fraction. N Engl J Med 2021;385:1451–1461.

 12. Zinman B, Wanner C, Lachin JM et al. Empagliflozin, Cardiovascular Out-
comes, and Mortality in Type 2 Diabetes. N Engl J Med 2015;373:2117–28.

 13. McMurray JJV, Solomon SD, Inzucchi SE et al. Dapagliflozin in Patients 
with Heart Failure and Reduced Ejection Fraction. N Engl J Med 
2019;381:1995–2008.

 14. Andreadou I, Bell RM, Bøtker HE, Zuurbier CJ. SGLT2 inhibitors reduce 
infarct size in reperfused ischemic heart and improve cardiac function 
during ischemic episodes in preclinical models. Biochim Biophys Acta 
Mol Basis Dis 2020;1866:165770.

 15. Salvatore T, Caturano A, Galiero R, et al. Cardiovascular Benefits from 
Gliflozins: Effects on Endothelial Function. Biomedicines. 2021;9:1356.

 16. Marfella R, D’Onofrio N, Trotta MC et al. Sodium/glucose cotransporter 2 
(SGLT2) inhibitors improve cardiac function by reducing JunD expression 
in human diabetic hearts. Metabolism 2022;127:154936.

 17. Collet JP, Thiele H, Barbato E et al. 2020 ESC Guidelines for the manage-
ment of acute coronary syndromes in patients presenting without 
persistent ST-segment elevation. Eur Heart J 2021;42:1289–1367.

 18. Ibanez B, James S, Agewall S et al. 2017 ESC Guidelines for the man-
agement of acute myocardial infarction in patients presenting with 
ST-segment elevation: The Task Force for the management of acute 
myocardial infarction in patients presenting with ST-segment elevation of 
the European Society of Cardiology (ESC). Eur Heart J 2018;39:119–177.

 19. Lang RM, Badano LP, Mor-Avi V et al. Recommendations for cardiac cham-
ber quantification by echocardiography in adults: an update from the 
American Society of Echocardiography and the European Association of 
Cardiovascular Imaging. Eur Heart J Cardiovasc Imaging 2015;16:233–70.

 20. 2. Classification and Diagnosis of Diabetes: Standards of Medical Care in 
Diabetes-2019. Diabetes Care 2019;42:S13-s28.

 21. Varzideh F, Kansakar U, Santulli G. SGLT2 inhibitors in cardiovascular 
medicine. Eur Heart J Cardiovasc Pharmacother 2021;7:e67-e68.

 22. Lopaschuk GD, Verma S. Mechanisms of Cardiovascular Benefits of 
Sodium Glucose Co-Transporter 2 (SGLT2) Inhibitors: A State-of-the-Art 
Review. JACC Basic Transl Sci 2020;5:632–644.

 23. Cowie MR, Fisher M. SGLT2 inhibitors: mechanisms of cardiovascular 
benefit beyond glycaemic control. Nat Rev Cardiol 2020;17:761–772.

 24. Palmiero G, Cesaro A, Vetrano E, et al. Impact of SGLT2 Inhibitors on 
Heart Failure: From Pathophysiology to Clinical Effects. Int J Mol Sci. 
2021;22:5863.

 25. D’Onofrio N, Sardu C, Trotta MC et al. Sodium-glucose co-transporter2 
expression and inflammatory activity in diabetic atherosclerotic plaques: 
Effects of sodium-glucose co-transporter2 inhibitor treatment. Mol 
Metab 2021;54:101337.

 26. Buse JB, Wexler DJ, Tsapas A et al. 2019 update to: Management of hyper-
glycaemia in type 2 diabetes, 2018. A consensus report by the American 
Diabetes Association (ADA) and the European Association for the Study 
of Diabetes (EASD). Diabetologia 2020;63:221–228.

 27. Grubić Rotkvić P, Cigrovski Berković M, Bulj N, Rotkvić L. Minireview: are 
SGLT2 inhibitors heart savers in diabetes? Heart Fail Rev 2020;25:899–905.

 28. Marfella R, Siniscalchi M, Esposito K et al. Effects of stress hyperglycemia 
on acute myocardial infarction: role of inflammatory immune process in 
functional cardiac outcome. Diabetes Care 2003;26:3129–35.

 29. Esper RJ, Nordaby RA. Cardiovascular events, diabetes and guidelines: the 
virtue of simplicity. Cardiovasc Diabetol 2019;18:42.

 30. Sattar N. Revisiting the links between glycaemia, diabetes and cardiovas-
cular disease. Diabetologia 2013;56:686–95.

 31. Cannon CP, Perkovic V, Agarwal R, et al. Evaluating the effects of canagli-
flozin on cardiovascular and renal events in patients with type 2 diabetes 
mellitus and chronic kidney disease according to baseline HbA1c, includ-
ing those with HbA1c < 7%: results from the CREDENCE trial. Circulation. 
2020;141:407–10.

 32. Connelly KA, Zhang Y, Visram A, et al. Empagliflozin improves diastolic 
function in a nondiabetic rodent model of heart failure with preserved 
ejection fraction. JACC Basic Transl Sci. 2019;4:27–37.

 33. Paolisso P, Foà A, Bergamaschi L et al. Impact of admission hyperglyce-
mia on short and long-term prognosis in acute myocardial infarction: 
MINOCA versus MIOCA. Cardiovasc Diabetol 2021;20:192.

https://doi.org/10.1016/j.tcm.2022.02.005


Page 12 of 12Paolisso et al. Cardiovascular Diabetology           (2022) 21:77 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

 34. Iannantuoni F, de Marañon A M, Diaz-Morales N, et al. The SGLT2 Inhibitor 
empagliflozin ameliorates the inflammatory profile in type 2 diabetic 
patients and promotes an antioxidant response in Leukocytes. J Clin Med. 
2019;8:1814.

 35. Heerspink HJL, Perco P, Mulder S et al. Canagliflozin reduces inflammation 
and fibrosis biomarkers: a potential mechanism of action for beneficial 
effects of SGLT2 inhibitors in diabetic kidney disease. Diabetologia 
2019;62:1154–1166.

 36. Leng W, Wu M, Pan H et al. The SGLT2 inhibitor dapagliflozin attenuates 
the activity of ROS-NLRP3 inflammasome axis in steatohepatitis with 
diabetes mellitus. Ann Transl Med 2019;7:429.

 37. Sardu C, Massetti M, Testa N, et al. Effects of Sodium-Glucose Transporter 
2 Inhibitors (SGLT2-I) in patients with ischemic heart disease (IHD) 
treated by coronary artery bypass grafting via MiECC: inflammatory 
burden, and clinical outcomes at 5 years of follow-up. Front Pharmacol. 
2021;12:777083.

 38. Ye Y, Jia X, Bajaj M, Birnbaum Y. Dapagliflozin Attenuates Na(+)/H(+) 
Exchanger-1 in Cardiofibroblasts via AMPK Activation. Cardiovasc Drugs 
Ther 2018;32:553–558.

 39. Byrne NJ, Matsumura N, Maayah ZH, et al. Empagliflozin blunts worsen-
ing cardiac dysfunction associated with reduced NLRP3 (Nucleotide-
Binding Domain-Like Receptor Protein 3) inflammasome activation in 
heart failure. Circ Heart Fail. 2020;13:e006277.

 40. Yu YW, Que JQ, Liu S, et al. Sodium-Glucose Co-transporter-2 inhibitor of 
dapagliflozin attenuates myocardial ischemia/reperfusion injury by limit-
ing NLRP3 inflammasome activation and modulating autophagy. Front 
Cardiovasc Med. 2021;8:768214.

 41. Youm YH, Nguyen KY, Grant RW et al. The ketone metabolite 
β-hydroxybutyrate blocks NLRP3 inflammasome-mediated inflammatory 
disease. Nat Med 2015;21:263–9.

 42. Zelniker TA, Braunwald E. Mechanisms of Cardiorenal Effects of Sodium-
Glucose Cotransporter 2 Inhibitors: JACC State-of-the-Art Review. J Am 
Coll Cardiol 2020;75:422–434.

 43. Kim SR, Lee SG, Kim SH et al. SGLT2 inhibition modulates NLRP3 inflam-
masome activity via ketones and insulin in diabetes with cardiovascular 
disease. Nat Commun 2020;11:2127.

 44. De Rosa M, Gambardella J, Shu J, Santulli G. Dietary fat is a key determi-
nant in balancing mitochondrial dynamics in heart failure: a novel mech-
anism underlying the obesity paradox. Cardiovasc Res 2018;114:925–927.

 45. Glatz JFC, Nabben M, Young ME, Schulze PC, Taegtmeyer H, Luiken J. 
Re-balancing cellular energy substrate metabolism to mend the failing 
heart. Biochim Biophys Acta Mol Basis Dis 2020;1866:165579.

 46. Jankauskas SS, Kansakar U, Varzideh F et al. Heart failure in diabetes. 
Metabolism 2021;125:154910.

 47. Sowton AP, Griffin JL, Murray AJ. Metabolic Profiling of the Diabetic Heart: 
Toward a Richer Picture. Front Physiol 2019;10:639.

 48. Ferrannini E, Baldi S, Frascerra S et al. Shift to Fatty Substrate Utiliza-
tion in Response to Sodium-Glucose Cotransporter 2 Inhibition in 
Subjects Without Diabetes and Patients With Type 2 Diabetes. Diabetes 
2016;65:1190–5.

 49. Abdurrachim D, Manders E, Nicolay K, Mayoux E, Prompers JJ. Single dose 
of empagliflozin increases in vivo cardiac energy status in diabetic db/db 
mice. Cardiovasc Res 2018;114:1843–1844.

 50. Shimizu W, Kubota Y, Hoshika Y et al. Effects of empagliflozin versus 
placebo on cardiac sympathetic activity in acute myocardial infarction 
patients with type 2 diabetes mellitus: the EMBODY trial. Cardiovasc 
Diabetol 2020;19:148.

 51. Rossello X, Bueno H, Pocock SJ et al. Predictors of all-cause mortality 
and ischemic events within and beyond 1 year after an acute coronary 
syndrome: Results from the EPICOR registry. Clin Cardiol 2019;42:111–119.

 52. Pocock SJ, Huo Y, Van de Werf F et al. Predicting two-year mortality from 
discharge after acute coronary syndrome: An internationally-based risk 
score. Eur Heart J Acute Cardiovasc Care 2019;8:727–737.

Publisher’s note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	Infarct size, inflammatory burden, and admission hyperglycemia in diabetic patients with acute myocardial infarction treated with SGLT2-inhibitors: a multicenter international registry
	Abstract 
	Background: 
	Methods: 
	Results: 
	Conclusions: 

	Background
	Methods
	Study population
	Inflammatory biomarkers and infarct size detection
	Blood glucose and definition of diabetes mellitus
	Statistical analysis

	Results
	Study population
	Baseline characteristics
	Impact of SGLT2-I on infarct size
	Impact of SGLT2-I on the inflammatory burden

	Discussion
	SGLT2-I and glycemic-dependent effect
	SGLT2-I and glycemic-independent effect
	Study limitations

	Conclusions
	Acknowledgements
	References




