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AGENDA 

• Il carico della Malattia Cardiovascolare (CVD) 

• La «memoria metabolica» 

• Complessità patogenetica del diabete 

• Terapia di combinazione precoce vs stepwise 



Association of Cardiometabolic Multimorbidity With 

Mortality 

2x 

2x 

2x 

2x 

The Emerging Risk Factors Collaboration JAMA. 2015;314:52-60. 



Standardized incidence rates for all cardiovascular outcomes 

among individuals with type 2 diabetes and matched control 

subjects. 20 years follow-up 

Sattar N et al. Circulation. 2023 
 

• 679 072 individuals 

with T2D from the 

Swedish National 

Diabetes Register 

  

• 2 643 800 matched 

control subjects 



Estimated years of life lost by age at diagnosis of type 2 

diabetes compared with people without diabetes  
Emerging Risk Factors Collaboration, Lancet 

2023 

1.515.718 participants  



Risk fators importance for  

cardiovascular outcomes 

among individuals with type 

2 diabetes and matched 

control subjects.  

20 years follow-up 

Sattar N et al. Circulation. 2023 
 



20 years 10 years 14 years 





Il buon controllo glicemico a partire dalle prime fasi 
della malattia sembra avere un effetto di riduzione 

del rischio cardiovascolare a lungo termine 
(memoria metabolica) 



ACCORD, ADVANCE e VADT: risultati 

Macro e micro combinati: ↓10% ↓, p=0.013 *endpoint  microvascolare: ↓14% ↓, p=0.015 

1. N Engl J Med 2008;358:2545-59;  
2. N Engl J Med 2008;358:2560-72;  

3. N Engl J Med 2009;360:129-39;  

ACCORD1 ADVANCE2 VADT3 

Numeri 10,251 11,140 1,791 

Endpoint CVD 
primario 
 

 10% (p=0.16)  6% (p=0.37)*  13% (p=0.12) 

Mortalità 
(complessiva) 

 22% (p=0.04)  7%    (p=NS)  6.5%  (p=NS) 

Mortalità 
cardiovascolare 

 39% (p=0.02)  12% (p=NS)  25%   (p=NS) 

Durata di diabete: 8-12 anni 



Hypothetical representation of the natural history of 
diabetic patients recruited in «Intensive Diabetes Trials» 





Russo GT et al. Diabetes 2025;74(1):75–81 



Studio di coorte: 105.477 

HbA1c alla diagnosi 

8,19% 

Paul et al. Cardiovasc Diabetol (2015) 14:100  





La complessità patogenetica del diabete richiede 
interventi multipli 

AdipocitiAdipociti  
(Metabolismo)(Metabolismo)  

Ridotto GLP1/GIPRidotto GLP1/GIP  

MuscoloMuscolo  
(Ridotto (Ridotto uptakeuptake) )   



Eterogeneità del DMT2. 

Oltre il Concetto di "One Size Fits All" 

• Il DMT2 è una patologia estremamente eterogenea per eziopatogenesi. 

• I meccanismi iperglicemizzanti variano significativamente tra i pazienti. 

• Ridotta secrezione insulinica e insulino-resistenza epatica e muscolare. 

• Eccessiva secrezione di glucagone e aumento del riassorbimento renale 

di glucosio.  

• Necessità di terapie che agiscano simultaneamente su più meccanismi.  

• La sfida è identificare chi risponde meglio a specifici trattamenti (medicina di 

precisione).  

 



The «reality» 

• Stepwise therapy is the traditional approach for newly diagnosed 

type 2 diabetes, but often involves clinical inertia and delayed 

intensification. 

• Clinical inertia, defined as the failure to intensify therapy when 

indicated, is pervasive in primary care settings, resulting in 

prolonged periods of hyperglycemia 

• Studies have demonstrated that patients often remain on failing 

monotherapy for years before treatment intensification occurs, 

during which time irreversible microvascular and macrovascular 

damage may progress 
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C’è un Razionale per la Terapie di Combinazione PRECOCE?  

• Agire simultaneamente su diversi difetti fisiopatologici. 

• Ridurre la tossicità del glucosio e migliorare la funzione beta-

cellulare. 

• Utilizzo di dosi sub-massimali per minimizzare gli effetti avversi. 



- 49% (hazard ratio 0.51; 

95% CI 0.45–0.58; 

p<0.0001) 43.6% 

62.1% 

The primary efficacy endpoint was the time from 

randomisation to initial treatment failure, defined 

as HbA1c measurement of at least 53 mmol/mol 

(7·0%) 

2001 participants 



Diabetes Care 2016;39(10):1718–1728 

The study randomized 1,364 drug-naıve patients 

(HbA1c >7.5 to £12% [>58 to £108 mmol/mol]) 



Changes in weight: change from baseline in weight at 

week 24 in randomized groups 

Diabetes Care 2016;39(10):1718–1728 

1,364 drug-naıve patients 



Metanalisi 
Naseem E et al Canadian Journal of Diabetes 2026 

HbA1c 

-0.49% 

Durability 

HR 0.51 

B-cell funct. 

preserved 

Hypoglycaemia 

-7.5% lower  

incidence 

lower CV markers, less albuminuria, and weight 

Early combination therapy provides superior glycaemic control, durability and safety 



Metf+Vilda vs Metf sequential add-on 

Metf+Exen+Pio vs Metf sequential add-on 

Metf+SGLT2i+DPP4 vs Metf sequential add-on  

Metf+Dapa vs Metf. monotherapy 

Empa+Lina vs OAD monotherapy 

Metf+Sita vs Metf. monotherapy 

Naseem E et al Canadian Journal of Diabetes 2026 

Early combination vs Metf. monotherapy 

Early combination vs Metf. monotherapy 

Early combination vs Metf. monotherapy 



Early Combination Therapy versus Stepwise Escalation in 

Newly Diagnosed Type 2 Diabetes: A Systematic Review 

and Meta-Analysis of Multiple Clinical Outcomes 

 
• Early combination therapy provides superior glycemic control vs. 

stepwise escalation. 

• Treatment durability is nearly doubled with an early combination 

approach. 

• Early combination therapy preserves beta-cell function, unlike 

stepwise therapy. 

• This approach supports disease modification, not just symptomatic 

control. 

• Early combination therapy is associated with lower hypoglycemia 

and weight gain. 

 

 

Naseem E et al Canadian Journal of Diabetes 2026 



• 1.13 People with type 2 diabetes and no relevant comorbidities 

• 1.13.1 

• For adults with type 2 diabetes and no relevant comorbidity, offer: 
• modified-release metformin, and 
• an SGLT-2 inhibitor. [2026] 

 

• If metformin is contraindicated or not tolerated, offer monotherapy 
with an SGLT-2 inhibitor. [2026] 

 

https://www.nice.org.uk/guidance/ng28/chapter/terms-used-in-this-guideline


 

NICE 2026 



Metanalysis 

HbA1c 

NICE 2026 



 

Treatment effects as 

mean differences in 

units of % HbA1c  

NICE 2026 



NICE 2026 rationale for first-line metformin + SGLT2 inhibitor 

• Overall, network and pairwise meta-analyses comparing antidiabetic 

therapies showed that therapy combining metformin with an SGLT-2 

inhibitor vs. any other therapy combining metformin with 1 other 

medicine, and metformin alone: 

• Has superior HbA1c reduction, weight loss and cardiovascular outcomes 

versus metformin alone or any other metformin-based dual therapy  

• Reduces CV death, MI, stroke and HF hospitalisation  

• Provides renal protection, including lower risk of end-stage kidney disease   

• Benefits outweigh risks for most patients 

 

• Therefore it is considered the "most clinically effective therapy option" and 

recommended as standard initial treatment  

 

 

 



Arietti P et al. Journal of Diabetes & Metabolic Disorders (2025) 





Conclusioni 

• Agire subito: la memoria metabolica inizia dal giorno 1. L’inerzia 

terapeutica e l’approccio stepwise si associano a peggiori 

outcomes metabolici e clinici 

• Target rigorosi: obiettivi di HbA1c molto ambiziosi (<5.7-6%). I 

farmaci lo permettono senza rischio ipoglicemico 

• Terapia di combinazione: utilizzare combinazioni precocemente 

(o da subito), guidati dal fenotipo e dal profilo cardio-renale, 

migliora controllo metabolico, peso, durability, rischio CVD, 

complicanze  



 


