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Meta-analysis: Comparison of effect of more intensive glycaemic control on 
clinical outcomes*

Total CHD
Non-fatal MI

CHD death

Heart failure
Stroke

CVD death
Non-CHD-related CV death
Non-CV mortality
All-cause mortality

Outcome

0.86 (0.78, 0.95)

0.88 (0.73, 1.06)

1.12 (0.91, 1.38)
0.93 (0.81, 1.06)

1.07 (0.83, 1.38)
1.13 (0.89, 1.44)
1.03 (0.90, 1.18)
1.05 (0.89, 1.23)

OR (95% CI)

0.86 (0.78; 0.95)

0.85 (0.75; 0.96)

0.88 (0.73; 1.06)

1.12 (0.91; 1.38)
0.93 (0.81; 1.06)

1.07 (0.83; 1.38)
1.13 (0.89; 1.44)
1.03 (0.90; 1.18)
1.05 (0.89; 1.23)
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Intensive therapy better
Odds ratio

*Contributing studies include: PROactive, ADVANCE, VADT & ACCORD 
CI, confidence interval; CHD, chronic heart disease; CVD, cardiovascular death; MI, myocardial infarction; OR, odds ratio.
Ray KK. Lancet 2009;373:1765–1772, supplementary figure 4. 

Standard therapy better





Risk factors
(dyslipidaemia, hypertension, 
diabetes, obesity, smoking)

Death
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Dzau	VJ	et	al.	Circulation	2006

CV	continuum	in	patients	with	diabetes



Timing of CV 
safety trials with 
drugs for type 2 
diabetes.

Mannucci, Mosenzon, & Avogaro Diabetes Care 2016;39:S196-S204



Natural History of CV and CVOT
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The complementary Effects of Treat-to-Benefit Treatments

GLP-1RA

SGLT2i

HEMODYNAMIC EFFECTS

Reduce pre-load
Reduce after-load
Reduce epicardial fat

ANTI-ATHEROGENIC	EFFECTS

-Increase	NO	release
-Decrease	inflammation

-Stabilize	plaque
-Reduce	fat	spillover



SGLT2i CVOT Results

3P-
MACE

CV 
DEATH

M
I

hH
F

KIDN
EY

EMPAREG -14 -38 -13 (N.S.) -35 -39

CANVAS -14 -13 (N.S.) -11 (N.S.) -33 -40

DECLARE -7 (N.S.) -2 (N.S.) -11 (N.S.) -47 -47

CREDENCE -20 -22 NR -39 -30

DAPA-HF -26 -25 -18 -30 -17 (N.S.)







Marsico et al. EHJ 2020



Number needed 
to treat over time 

for major 
adverse 

cardiovascular 
events

Davies	et	al.	DOM	2020



Natural History of CV and CVOT
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CVOT in primary prevention: differences & Similarities
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Favours Glucose lowering
strategy or Drug

Favours standard care
or placebo

PPAR
DPP4-i

Intensive 
control

GLP-1RA
SGLT2i

MACE

Favours Glucose lowering
strategy or Drug

Favours standard care
or placebo

PPAR
DPP4-i

Intensive 
control

GLP-1RA
SGLT2i

hHF

Ghosh-Swaby et al. Lancet DE 2020
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CV	continuum	in	patients	with	diabetes

GLP-1RA SGLT2i





ESC/EASD	Guidelines





Conclusioni
• I CVOTs hanno dimostrato come l’approccio treat-to-

benefit utilizzando GLP-1RA e SGLT2i migliori gli 
outcomes CV e renali

• L’effetto delle 2 classi di farmaci sembrano agire in 
tempi diversi nel continuum CV

• I benefici del GLP-1RA e di SGLT2i possono essere 
estesi anche in pazienti con multipli fattori di rischio

• Il concetto di early treatment si deve applicare 
all’esordio della malattia indipendentemente o meno 
dalla presenza di malattia CV


