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Figure 2 Risk of all-cause mortality with insulin secretagogues versus other comparators approved by EMA and
currently used in Europe (MHeOR, 95% CI: Mantel-Haenzel Odds Ratio, with 95% of Confidence Intervals). A
total of 46 RCTs were included in this pooled primary analysis.

Nutr Metab Cardiovasc Dis . 2020 Sep 24;30(10):1601-1608.
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Glifozins Block SGLT2 and Reduces Glucose and Na+ Reabsorption

aIncreases urinary volume by only ~1 additional void/day (~375 mL/day) in a 12-week study of healthy patients and patients with Type 2 diabetes1 HbA1c, glycated hemoglobin; SBP, systolic blood pressure; SGLT,
sodium–glucose co-transporter 1. Marsenic O. Am J Kidney Dis 2009;53:875–885; 2. FORXIGA. Summary of product characteristics, 2014; 3. Mudaliar S, et al. Diabetes Care 2016;39:1115–1122

Decrease in intracellular 

sodium concentration 

Based on this MOA, 

the following occur3:

• Diuresis

• Natriuresis

• HbA1c reduction

• Weight loss

• SBP reduction

~70 g/day
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280 

kcal/daya
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I trial cardiovascolari degli inibitori del SGLT-2

Diabetes Care 2018;41:14–31



N Engl J Med 2015;373:2117-28.

death from cardiovascular causes,
nonfatal myocardial infarction, or
nonfatal stroke



Empagliflozin riduce il rischio cardiovascolare e migliora la sopravvivenza generale
nei pazienti con T2D ad alto rischio CV
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Zinman B et al. N Engl J Med 2015;373:2117 & supplementary appendix



From: JAMA Cardiol. 2021;6(2):148-158
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(non-fatal MI, non-fatal stroke and CV death)
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Lancet 2020; 396: 819–29
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Pooled treatment effects of empagliflozin and dapagliflozin on the composite of first
hospitalisation for heart failure or cardiovascular death in relevant subgroups





Hospitalizations for Heart Failure.
Primary Outcome

(Cardiovascular Death or Hospitalization for 
Heart Failure)

N Engl J Med. 2021 Aug 27. doi: 10.1056/NEJMoa2107038. 

EMPEROR-Preserved STUDY



Potential Mechanisms Involved in the Cardioprotective and Renoprotective Effects of 
Sodium–glucose Cotransporter 2 Inhibitors



JAMA Cardiol. 2021;6(2):148-158



Inibitori del SGLT-2 e protezione renale
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N Engl J Med 2019;380:2295-306.
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Composite primary outcome:
end stage kidney disease, doubling of
the serum creatinine level from
baseline, or death from renal or
cardiovascular disease.
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N Engl J Med 2020;383:1436-46.

Primary composite outcome:
first occurrence of any of the following:
decline of at least 50% in estimated GFR,
onset of end-stage kidney disease, death
from renal or cardiovascular causes.
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Proposed renal-protective pathways with SGLT2 inhibitors

Giorgino et al. Cardiovasc Diabetol (2020) 19:196



Che cosa NON vi ho detto ?
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Diabetes Obes Metab. 2020;22(Suppl. 1):55–68.
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Gli inibitori del SGLT-2
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Fig. 1 Proposed key mechanisms of cardiorenal protection by sodium-
glucose cotransporter 2 (SGLT2) inhibitors and glucagon-like peptide-1
receptor agonists (GLP-1RAs) in patients with type 2 diabetes and
cardiovascular disease. eGFR Estimated glomerular filtration rate, HR
heart rate

Diabetes Ther (2019) 10:1733–1752



Conclusioni


