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SGLT2iGLP-1RAs



5 Novo Nordisk company presentation

Only 2 in 10 patients of the CAPTURE study population received a 
diabetes medication with proven CV benefit 
in line with international guidelines1

*Liraglutide, Semaglutide, Dulaglutide  **Empagliflozin, Canagliflozin, Dapagliflozin.
AsCVD, atherosclerotic cardiovascular disease; CV, cardiovascular, CVD, cardiovascular disease; GLP-1RA, glucagon-like peptide-1 receptor agonist; 
SGLT-2, sodium-glucose co-transporter-2.
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1ADA Diabetes Care 2020;43(Suppl 1):S98–110

Mosenzon O, Alguwaihes A, Arenas Leon J.L., et al. CAPTURE: a cross-sectional study of the contemporary (2019) prevalence of cardiovascular disease in adults with type 2 diabetes across 13 countries. Abstract 158. 
Presented at the 56th Annual Meeting of the European Association of the Study of Diabetes, Macrovascular complications and beyond, 10:15 CEST on 24 September 2020.

N=9823



Bénéfices au niveau cardio- vasculaire des 
SGLT2i et GLP1a

• Prévention sur les autres facteurs de risque CV ( HTA, dyslipidémie)

• Prévention athérosclérose

• Prévention des évènements cardio-vasculaires

• Prévention et traitement de l’insuffisance cardiaque

• Prévention FA



HTA





SGLT2i et HTA

↓ poids et activité 
sympathique

Effet natriurétique et 
glycosurie, diurèse 
osmotique

Effet sur la rigidité 
artérielle et fonction 
endothéliale?



HTA SUSTAIN 6



How do GLP-1 RA reduce systolic blood pressure?

Sheikh A. Diabetol Metab Syndr. 2013;5(1):47

• Weight loss

• Diuresis and natriuresis

• Vascular relaxation/vasodilation

• Potential effects on RAAS

• CNS/neural mechanisms?



Lipides



ETR     (95% CI)
p-value vs 
placebo

Total cholesterol 0.97 (0.95; 1.00) <0.05

0.99 (0.97; 1.01)

LDL cholesterol 0.96 (0.93; 0.99) <0.05

0.99 (0.96; 1.03)

HDL cholesterol 1.00 (0.99; 1.02)

1.04 (1.02; 1.06) <0.0001

Triglycerides 0.97 (0.93; 1.01)

0.93 (0.89; 0.97) <0.001

Free fatty acids 0.99 (0.95; 1.04)

0.92 (0.88; 0.96) <0.001

SUSTAIN 6 – Ratio to baseline 

Effect of semaglutide on lipids

Data are ETRs to baseline, and treatment ratios with CI, based on in-trial data for scheduled visits for the full analysis set. Each parameter was analysed by a mixed model for repeated measures with treatment group (semaglutide 0.5 
and 1.0 mg and corresponding placebo doses) and stratification (9 levels) as fixed factors and the corresponding baseline value of the parameter as a covariate, all nested within visit. Lipid parameters were analysed on log-scale. CI, 
confidence interval; ETR, estimated treatment ratio; HDL, high-density lipoprotein cholesterol; LDL, low-density lipoprotein cholesterol
Marso SP et al. N Engl J Med 2016; 375:1834–1844.

Semaglutide 0.5 mg

Semaglutide 1.0 mg

0.8 0.9 1 1.1

ETR (semaglutide:placebo)





Prévention athérosclérose





A. Sharma, S. Verma / Can J Diabetes 44 (2020) 93e10295
A1C,glycated hemoglobin;ICAM-1, intercellular adhesionmolecule 1;VCAM-1, vascular cell adhesion molecule 1

Mechanisms whereby GLP-1 analogues modify the risk of 
cardiovascular outcomes



Prévention des évènements 
cardio-vasculaires



Prévention des évènements 
cardio-vasculaires

GLP1a



9340 pts D2 (HbA1c≥7%) 

Haut risque CV:
50 ans et une maladie CV (CAD, 
PAD, CVD, HF, IRC ≥3)

60 ans et ≥1FRCV
(microalbuminurie, HTA, 
hypertrophie VG, dysfonction 
systolique ou diastolique VG, IPS<9) 

FUP med 3,8 ans

Primary Outcome: mortalité 
CV, MI, Stroke

Liraglutide 1,8mg sc vs placebo

81% ont une maladie CV 



Semaglutide sc

3297 pts diabète type 2 (HbA1c≥7%)
Haut risque CV: 
72% ont une maladie CV

50 ans et une maladie CV (CAD, PAD, 
CVD, HF, IRC ≥3)

60 ans et ≥1FRCV

Fup médian 2,1 ans

Semaglutide 0,5mg ou 1mg vs 
placebo

Primary Outcome: mortalité CV, MI, 
stroke 



Dulaglutide

9901 pts Diabète II, 66 ans HbA1c
7,2
Haut risque CV, 
➢ 50 ans avec maladie cvasculaire
➢ 55 ans maladie cvasculaire ou

HVG, ou GFR < 60ml ou
albuminuria

➢ 60 ans et au moins 2 FRCV tabac, 
dyslipidémie, HTA, obésité abdo

31% ont une maladie CV

Dulaglutide 1,5mg sc OW vs 
placebo

Fup med 5,4 ans

Primary Outcome: mortalité CV, MI, 
stroke 



Semaglutide oral

3183 pts diabète II
Semaglutide cible 14mg
OD vs placebo

50 ans et une maladie CV 
(CAD, PAD, CVD, HF, IRC
≥3) 84% des pts

60 ans et ≥1FRCV

Fup median 15,9 mois

Primary Outcome: 
mortalité CV, MI, stroke 



Meta-analysis of GLP-1RA CVOTs

MACE -14% (p<0.0001)

CV Death -13% (p=0.0010)

MI -10% (p=0.020)

Stroke -17% (p=0.0002)

.Sattar N et al. Lancet Diabetes Endocrinol 2021 9: 653–62  



Meta-analysis of GLP-1RA CVOTs

All-cause mortality -12% (p=0.0001)

hospital admission for heart failure
                                   -11% (p=0.013)

kidney outcomes     -21% (p<0.0001)

Sattar N et al. Lancet Diabetes Endocrinol 2021 9: 653–62 

Composite kidney outcome consisting of development of macroalbuminuria, 
doubling of serum creatinine, or at least 40% decline in estimated glomerular 
filtration rate (eGFR), kidney replacement therapy, or death due to kidney 
disease

                                          



SELECT
SEMAGLUTIDE 2.4 MG OW

BMI, body mass index; CV, cardiovascular; CVD, cardiovascular disease; MACE, major adverse cardiovascular events; MI, myocardial infarction; NYHA, New York Heart Association; OW, once-weekly; PAD, peripheral artery disease; s.c., subcutaneous
NCT03574597. ClinicalTrials.gov. Accessed November 2018

17,500 patients
• Male or female age ≥45 years
• BMI ≥27 kg/m2 
• Established CVD:

• MI ≥60 days ago 
• Stroke ≥60 days ago
• Symptomatic PAD

• NYHA IV excluded
• Screening HbA1c <6.5%

Trial information

• Superiority trial

• 90% power based on an assumed true risk reduction 
of 17% with semaglutide

• Assumed combined event rate: 2.0%

• Mean follow-up ≈ 3 years and 8 months

Semaglutide 2.4 mg once weekly

Placebo 

Event-driven (1225 events)

(Estimated duration 59 months, including 7 weeks’ follow-up)

Randomisation (1:1)
 
  

Primary endpoint

• Time from randomisation to first occurrence of MACE (nonfatal MI, 
nonfatal stroke, CV death)

Confirmatory secondary endpoints

• Time from randomisation to (first) occurrence of CV death or all-
cause death

Trial objective

To demonstrate that s.c. semaglutide 2.4 mg once weekly lowers the risk of MACE versus placebo both added to standard of care, 
in subjects with established CVD and overweight or obesity



Prévention des évènements 
cardio-vasculaires

SGLT2i



7020 Pts Diabète type II
Empaglifozin 10-25mg-
placebo
HbA1c ≥7

100% maladie CV 
préalable, 75% CAD, 
10% HF

Primary Outcome: 
mortalité CV, MI, stroke

Aucun effet sur MI ou stroke



17160 pts à risque CV (CVD ou 
multiples FRCV)
63 ans, HbA1c 8,3, BMI 32
10186 sans CVD avérée

40% CVD, 32% CAD, 6% PAD
HF 9,9%

GFR>60ml/min

Primary Safety Outcome: MACE 
(mortalité CV, MI, ischemic stroke) 

Primary Efficacy Outcome: 
1°MACE
2° composite mortalité CV et 
hospitalisation pour HF

Fup médian 4,2 ans Aucun effet stroke et 
NS pour MI





Etudes spécifiques insuffisance cardiaque







Pas d’effet sur la 
mortalité CV



6200 pts
Hfpef FEVG >40%
Fup 2,3 ans
Dapa 10mg od vs placebo

Primay Outcome: worsening HF or CV death



Diabète et FA



Risk factors for incident atrial fibrillation

Presentation title Date 37



FA et chirurgie bariatrique



Faveur GLP1a

GLP1a et FA patients diabétiques



SGLT2i et FA patients diabétiques



Conclusion

• Les SGLT2i et les GLP1a ont montré une sécurité et un bénéfice sur le 
plan cardio-vasculaire chez le patient diabétique de type 2.

• Les SGLT2i > si insuffisance cardiaque.

• Les GLP1a > si obésité et haut risque cardio-vasculaire, 
athérothrombose.

• Utilisation des bons critères de remboursement pour garder la 
possibilité d’associer SGLT2i et GLP1a.

• Dans le futur, intérêt des GLP1a GIPa? Intérêt des GLP1a haute dose?
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