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European Heart Journal, Volume 44, Issue 39, 14 October 2023, Pages 4043–4140.

High Cardiometabolic risk management

CARDIOMETABOLIC 
RISK

Obesity, Hypertention, Smoking, 
Dyslipidemia, Albuminuria

Patients with T2DM with:
• Clinically established 
ASCVD or
• Severe TOD or
• 10-year CVD risk ≥20% 
using SCORE2-Diabetes 

SCORE 2 DIABETES Sex-specific competing risk-adjusted models were used including conventional risk factors (i.e. age, smoking, systolic blood pressure, total, and HDL-cholesterol), as well as 
diabetes-related variables (i.e. age at diabetes diagnosis, glycated haemoglobin [HbA1c] and creatinine-based estimated glomerular filtration rate [eGFR]).



Eur Heart J, Volume 44, Issue 39, 14 October 2023, Pages 4141–4156, https://doi.org/10.1093/eurheartj/ehad445

GLP1 RA PROMOTE POSITIVE EFFECTS ON MOST COMPONENTS OF THE 
“CARDIOMETABOLIC CONTINUUM” 

Journal of Cardiovascular Pharmacology and Therapeutics 2022, Vol. 27 1-22



SUMMARIZES THE KEY RESULTS FROM EIGHT CVOT TRIALS

RR=    13-27%



Summarizes the key results from eight CVOT trials

Diabetes Obes Metab. 2023 Jun;25(6):1495-1502. doi: 10.1111/dom.14997



European Journal of Internal Medicine 109 (2023) 79–88

Diabetes Metab Res Rev. 2019;35:e3070.

HETEROGENEITY AND SIMILARITIES IN GLP-1 RECEPTOR 
AGONIST CARDIOVASCULAR OUTCOMES TRIALS 



European Journal of Internal Medicine 109 (2023) 79–88 

ARE THE DURATION OF ACTION AND THE STEADY-STATE 
CONCENTRATION OF GLP-1RA ASSOCIATED WITH THE RISKS 
OF CARDIOVASCULAR OUTCOMES? 

DURATION OF ACTION 

STEADY-STATE CONCENTRATION 



-14 %

-13 %

-17 %

-10 %

Lancet Diabetes Endocrinol. 2021 Oct;9(10):653-662. doi: 10.1016/S2213-8587(21)00203-5The analysis included 60,080 subjects



Lancet Diabetes Endocrinol. 2021 Oct;9(10):653-662. doi: 10.1016/S2213-8587(21)00203-5

-11 %



GLP-1 RA IN PATIENTS WITH TYPE 2 DIABETES WITH AND WITHOUT CHRONIC HEART FAILURE: A META-
ANALYSIS OF RANDOMIZED PLACEBO-CONTROLLED OUTCOME TRIALS

Diabetes Obes Metab. 2023 Jun;25(6):1495-1502. doi: 10.1111/dom.14997



Diabetes Obes Metab. 2023;25:189–197.

Drug dosage was uptitrated as tolerated every 14 days from 0.6 mg/d to 1.2 mg/d to 1.8 mg/d during the first 30 days



TheJournal of Clinical Endocrinology &Metabolism, 2023, 00, 1-6



CHANGE IN BODY WEIGHT IN HEAD-TO-HEAD COMPARISON TRIALS OF GLP-1RAS

Obesity Reviews. 2022;23:e13435.



Mean duration of follow-up was 39.8±9.4 months.

November 11, 2023, DOI: 10.1056/NEJMoa2307563



SOUL will provide evidence regarding the CV effects of oral semaglutide in 
individuals with type 2 diabetes and established ASCVD and/or CKD.





N Engl J Med 2022; 387:205-216



Lancet Diabetes Endocrinol 2022; 10: 393–406ASAT=abdominal subcutaneous adipose tissue 



Lancet Diabetes Endocrinol. 2022 Nov;10(11):774-785.



This pre-specified cardiovascular meta-analysis included all seven randomized controlled trials from the tirzepatide T2D clinical development program, SURPASS. 

SURPASS-4







GLP-1 RECEPTOR AGONISTS AND RENAL OUTCOMES IN PATIENTS WITH DIABETES 
MELLITUS TYPE 2 AND DIABETIC KIDNEY DISEASE

Lancet Diabetes Endocrinol. 2021 Oct;9(10):653-662. doi: 10.1016/S2213-8587(21)00203-5

GLP-1RAs, showed a beneficial effect on albuminuria but not
on hard kidney endpoints

RR=    15-36%





Clinical Kidney Journal, 2022, vol. 15, no. 9, 1657–1665 

RECOMMENDATIONS FOR SGLT2I VERSUS GLP-1 RA ON THE BASIS OF KIDNEY FAILURE RISK STRATIfiCATION



CONSIDERATIONS FOR SELECTING BETWEEN GLUCAGON-LIKE PEPTIDE-1 RECEPTOR AGONIST AND 
SODIUM-GLUCOSE COTRANSPORTER 2 INHIBITOR

GLP1-RA or SGLT2i ??



Gourdy et al. Cardiovascular Diabetology (2023) 22:79 

COMPLEMENTARY MECHANISMS OF ACTION OF SODIUM-GLUCOSE COTRANSPORTER-2 INHIBITORS (SGLT2IS) AND 
GLUCAGON-LIKE PEPTIDE-1 RECEPTOR AGONISTS (GLP-1RAS) 



Cardiovasc Diabetol. 2019 Oct 22;18(1):138. doi: 10.1186/s12933-019-0942-x.

Gourdy et al. Cardiovascular Diabetology (2023) 22:79

Diabetes Obes Metab. 2023;25:2897–2909.

CARDIOVASCULAR OUTCOMES WITH SGLT2 i, GLP1 RA AND WITH COMBINATION THERAPY IN PEOPLE WITH T2DM



CONCLUSIONS

1. Nel paziente cardiometabolico ad alto rischio,  gli GLP1-RA a lunga durata d’azione, 
indipendentemente dai loro effetto ipoglicemizzante, riducono l’incidenza degli eventi 
cardiovascolari maggiori (MACE), prevengono il ricovero per scompenso cardiaco di nuova 
insorgenza ed esercitano effetti nefroprotettivi prevenendo l’insorgenza della macroalbuminuria 
e rallentando il  declino della funzionalità renale.

2. I risultati di trials clinici ancora in corso  contribuiranno a definire meglio la capacità della 
semaglutide e della tirzepatide di implementare gli outcomes cardiovascolari e renali.

3. Prove crescenti supportano l’uso di GLP-1RA in combinazione con SGLT2i, nella prevenzione 
primaria e secondaria degli eventi cardiovascolari e renali nei pazienti diabetici e, più in 
generale, dei pazienti ad alto rischio cardiometabolico.
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