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Incretine: effetto diretto sul 
cuore?



Actions of glucagon-like peptide-1 (GLP-1) and GLP-1 receptor (GLP-1R) 

agonists on the atria and vasculature. 

John R. Ussher, and Daniel J. Drucker Circ Res. 

2014;114:1788-1803
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Potential indirect cardiovascular effects of glucagon-like peptide-1 

receptor (GLP-1R) agonists. 

John R. Ussher, and Daniel J. Drucker Circ Res. 

2014;114:1788-1803



Role of dipeptidyl peptidase-4 

(DPP4) inhibition in heart failure: 

DPP4 may affect heart failure 

through both catalytic dependent 

and independent pathways. 

Jixin Zhong et al. Circ Heart Fail. 2015;8:819-825



British Journal of Pharmacology (2013) 169 1048–10576

In HFD rats, 
vildagliptin and 
sitagliptin restored 
the LF/HF ratio, in 
comparison with 
the vehicle. *P < 

0.05 versus NDV, †P 
< 0.05 versus 
HFDV.



The citrate synthase activity, 
mitochondrial oxidative 

phosphorylation capacity, 
supercomplex formation, and 
their quantity were reduced in 
the skeletal muscle from the 

MI mice, and these decreases 
were normalized in the 
MIþMK-0626 group, in 

association with the 
improvement of 

mitochondrial biogenesis



Jixin Zhong et al. Circ Heart Fail. 2015;8:819-825



Patel B.D. et al. European Journal of 

Medicinal Chemistry 74 (2014) 574e605

DPP-4i sono tutti uguali?



Studio randomizzato 52 sett di trattamento con vildagliptin
128 trattati vs 126 controlli





PROLOGUE Multicenter, randomized, 
prospective, open-label, blindedendpoint trial 
carried out at 48 institutions in Japan to 
evaluate the inhibitory effect of sitagliptin on 
the progression of atherosclerosis based on 
carotid-artery intima-media
thickness (IMT)





Pazienti con malattia coronarica con recente 
coronarografia e normale funzione ventricolare 
sinistra in attesa di rivascolarizzazione elettiva

Criteri di esclusione:  anormalità della cinetica 
LV a riposo, una storia di MI nei 3 mesi 
precedenti, anomalie di conduzione , 
cardiopatie valvolari e diabete insulino-dip







There were 186,326 patients in Taiwan between January 2000 and December 2012 with a 
primary diagnosis of acute myocardial infarction (AMI) (ICD codes: 410–410.92). 
From this group, patients were excluded who had a previous admission for AMI, who were ≤18 
or ≥120 years old, and whose gender was undetermined. 
Among the remaining 186,112 cases with a primary diagnosis AMI, 72,924 cases had diabetes 
mellitus and underwent propensity score matching to controls to minimize baseline differences 
between the two groups. 
2672 AMI patients with DPP-4i and 2672 matched controls were, therefore, included in our 
final analysis. 







This nationwide study showed that 
DPP-4i therapy improved the long-
term survival of diabetic patients 

after first AMI, regardless of 
gender. 

Furthermore, DPP-4i therapy was 
shown to be especially beneficial in 

patients
without peripheral vascular 

disease, ESRD, or COPD.



Results suggested the possibility of a mortality benefit with GLP-1 agonists but not 
DPP-4 inhibitors, but the subgroup hypothesis had low credibility. Sensitivity analyses 
showed no important differences in the estimates of effects.



The relative effect of DPP-
4 inhibitors on the risk of
heart failure in patients 
with type 2 diabetes is
uncertain, given the 
relatively short follow-up 
and low quality of 
evidence



Dove le possibili indicazioni 
per usufruire delle 
potenzialità del farmaco 


