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DPP-4 Inhibitors and fibrotic diabetic kidney
disease model

DPP-4i reduces:
- TGF-f2-induced endothelial-
to-mesenchymal transition
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SDF-1a and VEGF: neovascolarization
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DPP-4i and diabetic retinopahy

EXAMINE TRIAL
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DPP-4 inhibitors
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DPP-4 inhibitors and SDF-1a

. e
Efavf,f!"e Stromal CefpBerived
7 o] 58T ‘ for 1a
g 40 - =g g 30 = "(\
g as{ T 2 254 '3T~
g @ * S 2o
E S
8 15+ 6\)\62 10 =
g 101 St N
= Bx 2 & <
0 T 1 ) 0 I
Sitagliptin w d\ 60 Sitagliptin Control
Vascular endothelial 6,(\69- ‘ @C*S‘)
growth factors  + SNG4 BN
2B £ ofe
(QQ U;) e & 25 - —l—
Q 3\@ 8 20-
. ‘Na ﬁ) o X T
06(\' OQ T O :% 15 =
‘\,aQ \)(\ al G.C) 8 10 =
0 \Z 5+
%)
N 0 r 1
? @( Sitagliptin Control

Fadini GP, et al. Diabetes Care 2010;33:1607-9.



\-e
‘06\0\ o
L 0\6
DPP-4 inhibitors
‘ oﬁf
4 ‘
&) X
- : ‘ \‘@\:\ Increa §DF10(
| : ; o 32 \6 vels
: : Improved endo@ i
1 1 \‘\‘a \L
| , functI&rfb ‘ d{\a
: : Y A Increased
! : Endot eﬁﬁ’ ! Ped endothelial
! i Qpéndent <.{\ Jothelial progenitor cells
v v \N)ﬂasodllatlo&\ S viability
6 Y
Improved Red&@gn of ‘ (@9 Improved repair
lipid profile pressure %\Q of endovascular
\Z damage
Reduction of
atherogenesis Myocardial Improved
protection from cardiac
ischaemia function
\% \%

Reduction of cardiovascular events

Mannucci E, Dicembrini |. Curr Med Res Opin 2012;28:715-21.




\-e
e,\0\ o
\o°©
DPP-4 inhibitors O
J @f
Increased \\’0(\ &
WO §
: GLP-1 levels ~ 2 | Increa DF1a
- v = 4 \6 vels
: Improved endo {
: functl&rfble ‘\@\\6 l
! v c‘.\d\ |
; ﬁg’ @ > ncreased
; Endot e ! ed endothelial
! Qpéndent | (\&idothelial progenitor cells
v \N)ﬂasodllatlo&\ 5‘-’ viability
N 6 \
Red&@gn of ‘ (@9 Improved repair
pressure \Q of endovascular
N < damage
>
\ .3\
Gluc eleermg Reduction of
O,&N €2 dlabe@@ atherogenesis Myocardial Improved
. 0 protection from cardiac
O\QQ Q\)(\ ischaemia function
@(
¢ N 2 2
?e Reduction of cardiovascular events

Mannucci E, Dicembrini |. Curr Med Res Opin 2012;28:715-21.



DPP-4 Inhibitors and Lipids:

Systematic Review and Meta-Analysis EX
Matteo Monami - Caterina Lamanna - Carla Maria Desideri - Edoardo Mannu \‘8\0
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CV effects of DPP-4 inhibitors x{ ‘
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Positive effects independent from DPP-4i glucose-lowering effect \09\

O
DPP-4 inhibitors 0
v fo“@f
Increased
- ' GLP-1 levels = Incre Q@§DF1G
1 1 &
| . v o\ 6\6 vels
: : Improved endo& ‘b
; ; functigri® R l
. v ’\\)‘ Y c‘\d Increased
: : Endotpe fial- ”\i@{%d endothelial
! . % ndent ¢S \’s\r?dothellal progenitor cells
3 U @()W sodllatlo;\\% viability
6 \4
|mpr0ved Re %n of (Q)g |mproved repair
damage
\’ &’0\ Q@\x °
e V
GI%Q% Iowermgg\o(\ Reduction of :
(\'N pe2 d';b?ée atherogenesis Myocardial Improved
. QO protection from cardiac
O\QQ 6‘6\) \ ischaemia function
G‘ 0“ v v V
? ‘ Reduction of cardiovascular events

Mannucci E, Dicembrini |l. Curr Med Res Opin 2012;28:715-21.



>
« Porcine model of ischaemia-reperfusion injury'\\gf&%t of exenatide
2 \Ca
R

Exenatide
2 3
\9) Sg@einfarction size is markedly reduced in animals pre-treated with
?e( (2 exenatide in comparison with controls.

Timmers L, et al. J Am Coll Cardiol 2009;53:501-10.
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Sitagliptin and cardiac function {
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»: Myocardial effects of GLP-1(9- 36)
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Dipeptidyl peptidase-4 inhibitors and
cardiovascular risk

A meta-analysis of randomized clinical trials O
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Dipeptidyl peptidase-4 inhibitors and

cardiovascular risk

Cohort study
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