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Qualità e Punti di Forza
Deve essere un farmaco che 

modifica la malattia

Sicurezza e Rischi
Deve limitare ipoglicemie o eventi 

avversi come aumento di peso, 
tumori, aumento di CVD

Efficacia e Manegevolezza
Deve essere efficace in 

combinazione con diversi agenti 
terapeutici e personalizzabile sul 

paziente

Sostenibilità
Deve ridurre i costi della terapia e i 

rischi di ospedalizzazione

Cosa cerchiamo da un farmaco per la cura del 
diabete?

Vantaggi e Opportunità Rischi e pericoli

Interno

Esterno
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Observed 2 hours post-OGTT
average plasma glucose vs. 

plasma DPP-4 inhibition 10 min
post-OGTT in C57/Bl6N mice, 

(with model line and 90% 
prediction interval)

Diapositiva preparata da MASSIMO FEDERICI e ceduta alla Società Italiana di Diabetologia. 

Per ric
evere la versione originale si prega di scrivere a siditalia@siditalia.it



Nonglycemic actions of GLP-1 on organs that express a functional GLP-1R. 
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GLP-1 Cleavage and Control of Glycemia?
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Effect of SITAGLIPTIN on obese subjects in 
TECOS trial
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Efficacy of DPP-4 inhibitors in the clinical phase III 
programmes with at least 52 weeks duration

as add on therapy to metformin
compared to sulfonylureas

Gallwitz B (2019) Clinical Use of DPP-4 Inhibitors. Front. Endocrinol. 10:389.
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Placement of DPP-4 inhibitors into the treatment algorithm
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DUAL EFFECT OF DPP-4 INHIBITION?
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Potential mechanisms for DPP-4
inhibitor-mediated effects on the kidney.
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Acute and chronic changes in FENa in response to sitagliptin compared with placebo in 
patients with type 2 diabetes. 
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Putative natriuretic mechanisms for DPP-4 inhibitors (DPP-4i). 
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Longitudinal medical resources and costs among type 2 diabetes patients participating in 
the Trial Evaluating Cardiovascular Outcomes with Sitagliptin (TECOS).

Reed  SD et al., Diabetes Obes Metab. 2018;20:1732–1739.

Hospitalization rates and relative impact of sitagliptin 
on all‐cause hospitalizations

Mean cumulative number of hospitalizations per patient 
by treatment group

Lower hospitalization rates across time with sitagliptin slightly offset 
sitagliptin treatment costs over 3 years in type 2 diabetes patients at 

high risk for cardiovascular events
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CONCLUSIONI
Nuove ipotesi sul meccanismo d’azione dei DPP-4i
• L’inibizione della DPP-4 endoteliale spiega gli effetti metabolici 

dei DPP-4i, mediati da GLP-1
• L’aumento della DPP-4 correlato all’obesità origina dal tessuto 

epatico 
• La DPP-4 epatica e adipocitaria è coinvolta nella regolazione 

dell’infiammazione d’organo
• Altri bersagli della DPP-4 come SDF-1 potrebbero contribuire 

agli effetti dei DPP-4i

…the DPP4 inhibitors remain the best tolerated of any glucose-lowering
medications and, therefore,  they should retain their position in  the stepped

approached to diabetes therapy…
(Philip Home DIABETOLOGIA 2019)
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