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Statin pleiotrophy
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Genetic Deletion or Pharmacological Inhibition of Dipeptidyl Peptidase-4
Improves Cardiovascular Outcomes After Myocardial Infarction in Mice
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DPP-4 Inhibition by Sitagliptin Improves the Myocardial Response to Dobutamine
Stress and Mitigates Stunning
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Vildagliptin improves endothelium-dependent vasodilatation in type 2 diabetes
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DPP4i CVOTs
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DPP-4i: meccanismo d’azione
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DPP-4i: meccanismo d’azione

CLASSICAL MECHANISM

DPP-4 INHIBITION IN 6\0\

PERIPHERAL PLASMA

PREVENTS INACTIVATION R\
OF CIRCULATING GLP-1IN d\e\?
PERIPHERAL PLASMA 0

L. W\ © P 5

' INSULIN SECRETION

?
‘GLUCAGON SECRETION Q\PS e




Mouse gut Selective pharmacological inhibition of enteric DPP4
b, improves gluecose control under both euglycemic and
' insulin-resistant conditions
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Pleiotropismo dei DPP-4i
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DPP-4 pleiotroph
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The balance between damage and repair

Endothelial damage

Risk factors

Detatchment of
mature ECs
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Bone Marrow Takes Center Stage ‘
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Long-term Prediction of
Cardiovascular Outcomes by

Circulating CD34" and
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Sitagliptin increases circulating EPCs in T2D
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Rapid effect of Linagliptin on circulating EPCs in T2D

A randomized placebo-controlled cross-over trial to test the effects of 4-day
linagliptin therapy on circulating EPCs in T2D
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DPP-4i saxagliptin improves function of ERCs
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Vildagliptin but not glibenclamide increases EPCs

Glibenclamide subtrated effect ([-coefficient)
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DPP4i CVOTs
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Risk of hospitalization for heart failure in the SAVOR trial
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SAVOR-TIMI: Sorprese
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DPP-4 pleiotrophy

Stromal Cell-Derived Factor 1
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Packer Cardiovasc Diabetol (2018) 17:9
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Fadini and Avogaro Cardiovasc Diabetol (2018) 17:22 Ca rd IOVaSC U |a r‘ D |a b etol Ogy
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DPP-4i e microangiopatia
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New Hypotheses in Clinical Medicine

Do DPP-4 Inhibitors Cause Heart Failure Events by

Promoting Adrenergically Mediated Card10t0x1c1ty"
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Clinical Trial
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254 patients with T2D and heart failure NYHA I-1l1l and EF <40%
Randomized to vildagliptin vs placebo (about 30% discontinuation)
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Risk of hospitalization for heart failure in patients with type 2 diabetes newly treated with
DPP-4 inhibitors or other oral glucose-lowering medications: a retrospective registry study
on 127,555 patients from the Nationwide OsMed Health-DB Database
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Risk of HF by DPP-4i molecule in telh OSMED database
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Conclusions
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