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Unnikrishnan et al. Prediabetes. Nat Rev Dis Primers, 2025

Prediabete

Adulti con IGT
12% della popolazione adulta mondiale (2024)

634M

Adulti con IFG
9.2% della popolazione adulta mondiale (2024)

488M
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Zhang et al. A1C Level and Future Risk of Diabetes: A Systematic Review. Diabetes Care 2010

Prediabete

A1C modeled as a function of 
annualized incidence.



Richter et al. Development of type 2 diabetes mellitus in people with intermediate hyperglycaemia. Cochrane Database Syst Rev. 2018
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Rischio di progressione a diabete

IFG 5,6 mmol/L

IRR complessivo: 4,81 (95% CI 3,67–6,30) per 
T2DM vs normoglicemia

IFG+IGT
IRR complessivo: 10,94 (95% CI 7,22-16,58) 

per T2DM vs normoglicemia

IGT

IRR complessivo: 4,48 (95% CI 3,69–5,44) 
per T2DM vs normoglicemia



Storia naturale del T2DM

Tobin et al. Addition of exenatide twice daily to basal insulin for the treatment of type 2 diabetes: clinical studies and practical approaches to therapy. Int J Clin Pract. 2012
Tura et al. Profiles of Glucose Metabolism in Different Prediabetes Phenotypes, Classified by Fasting Glycemia, 2-Hour OGTT, Glycated Hemoglobin, and 1-Hour OGTT: An IMI DIRECT Study. Diabetes. 2021
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Prediabete e comorbidità

Schlesinger et al. Diabetologia 2022

Prediabete = fattore di rischio indipendente per 
mortalità per tutte le cause, eventi cardiovascolari
maggiori e mortalità cardiovascolare e malattia renale
cronica.

8–25%
increased risk of all-cause mortality
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Rooney et al. Diabetologia 2025
Echouffo-Tcheugui et al. Prediabetes and What It Means: The Epidemiological Evidence. Annu Rev Public Health. 2021 



Prediabete

↑ rischio cardio-
nefro-vascolare

↑ rischio di 
mortalità

↑ rischio di DM2
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Matuszewski et al. Beyond the Cardio-Renal-Metabolic Axis: Emerging Therapeutic Targets and Novel Mechanisms of Action of Flozins. J Clin Med. 2025
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SGLT2i e prediabete

Pourkarim et al. Current Evidence on SGLT-2 Inhibitors in Prediabetes: A Review of Preclinical and Clinical Data. J Clin Pharmacol. 2025 
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SGLT2i e prediabete

120 pazienti inclusi
randomizzazione 1:1:1:1 → 

• placebo
• metformina 1700 mg/die
• dapagliflozin 10 mg
• esercizio fisico (30 min/die per 5 gg/sett)

26 settimane di studio

Endpoint primario: variazione del MAGE
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SGLT2i e prediabete

Pazienti inclusi:
8 con NGT
8 con IFG

→ empagliflozin 25 mg/die per 14 gg

Clamp iperglicemico al:
- Baseline
- Dopo 48 ore
- Dopo 14 giorni
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Pourkarim et al. Current Evidence on SGLT-2 Inhibitors in Prediabetes: A Review of Preclinical and Clinical Data. J Clin Pharmacol. 2025 



SGLT2i e prediabete

Veelen et al. Effects of the sodium-glucose cotransporter 2 inhibitor dapagliflozin on substrate 
metabolism in prediabetic insulin resistant individuals: A randomized, double-blind crossover trial. 

Metabolism. 2023

14 pazienti inclusi, randomizzati a: 
- 14 giorni con dapagliflozin 10 mg 

→ placebo
- 14 giorni con placebo → 

dapagliflozin 10 mg

12°-14° valutazione con calorimetria 
indiretta
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SGLT2i e prediabete

Persson F, et al. DAPA-CKD Trial Committees and Investigators. Efficacy and Safety of Dapagliflozin by Baseline Glycemic Status: A Prespecified Analysis From the DAPA-CKD Trial. Diabetes Care. 
2021
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terminale
↓ decline del eGFR
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Herrington et al. Empagliflozin in Patients with Chronic Kidney Disease. N Engl J Med. 2023
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McMurray et al. DAPA-HF Trial Committees and Investigators. Dapagliflozin in Patients with Heart Failure and Reduced Ejection Fraction. N Engl J Med. 2019
Solomon et al. DELIVER Trial Committees and Investigators. Dapagliflozin in Heart Failure with Mildly Reduced or Preserved Ejection Fraction. N Engl J Med. 2022 

D
APA-H

F

D
ELIVER



SGLT2i e prediabete

Inzucchi et al. Efficacy and safety of dapagliflozin in patients with heart failure with mildly reduced or preserved ejection fraction by baseline glycaemic status (DELIVER): a subgroup analysis from an 
international, multicentre, double-blind, randomised, placebo-controlled trial. Lancet Diabetes Endocrinol. 2022 
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Anker et al. Effect of Empagliflozin on Cardiovascular and Renal Outcomes in Patients With Heart Failure by Baseline Diabetes Status: Results From the EMPEROR-Reduced Trial. Circulation. 2021 
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