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la metformina migliora insulino-resistenza

(solo diabetici obesi) Qe,@\o%

produzione epatica captazion@i)@ﬁ?erlca

X0 WY
2.0 10 e’@\&@\\
-o° &N
e & eq’
1.8 \\5’.\@
A
= .@6\) 6\
- . Qf“ > ‘ ]
~ 1.61 O (e% 6
O (:b . Q
% .\@(J ‘CD\ N
= 1.4 o ’b. : 4
e
e .
1.2_ 9 2'
R
"~ — )
Q \
X104 : 0 )
Qos\qe}'b metformina metformina
2
Q\

Perriello G et al. Diabetes 43:920, 1994



metformina in bambini obesj
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la metformina aumenta AMPK
(biopsie su pazienti diabetici) %
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I'esercizio fisico aumenta AMBRK
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LETTER

Metformin suppresses glucenecgenesis by inhibiting
mitochondrial glycerophssphate dehydrogenase

doi:10.1038/naturel13270

Anila K. Madiraju®?*, Derek M. Erion"*?, Yasmeen P2nimi', Xian-Man Zhang', Demetrios T. Braddock®, Ronald A. Albright*,
Brett J. Prigaro®, John L. Wood®, Sanjay Bhanot’. lichael J. MacDonald®, _.\Iichael 1. Jurczak!, Jo;;o Paulo (’jamporezl,
Hui-Young Lee', Gary W. Cline', Varman T. Camuel', ?ichard G. Kibbey'? & Gerald I. Shulman®**”




How Metformin Suppresses Hepatic Gluconeogenesis:
A Model. '
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tutti c_,zli eventi legati al diabete
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STANDARD FTALIAINI '
PER LA CURA DEL
DIABETEAMNELLITC?

200909-2010
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metformina + insulina: CVD
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CHF e metformina

sopravvivenza in pazienti con

.\Ibo
CHF -
NI

./b .
N
A
100— . . ..
sulfoniluree IR
.\e"’b'\’b
S
75" I metformina
O A\ (anche in ass.)
. o
0 et
0 5o " a®
27,
e ,Q'o\(\
W ,\O(\
| NP
25 - A
N &
Q,RQ,? ‘r‘
' Y ey
O‘Q(og’a?xg/. . . T .
o ¢ 0 2 4 6 8 10
anni

Am J Cardiol 2010;106:1006




1.00

0.98

0.96

0.94

0.92

2 4 6 8 10
Follow-up (years)

Landman Diabetes Care 33:322-326, 2010



C LINICA

Il Portale della Ricerca Clinica sui Farmaci in Jta)ia
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metformina: dose / risposta
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metformina ed effetti collaterali
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5 regole sulla metformina:
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i tiazolidinedioni riducono il volume
medio degli adipociti %
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tiazolidinedioni
meccanismi di azione
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tiazolidinedioni: clamp euglicemico
aumento della sensibilita dopo monote’f‘apla
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altre azioni TZDs
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PROACTIVE: Ictus fatale e non fatale
in pazienti con precedente ictus =~ 3o®
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pioglitazone: rischio CV&O\O&
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EXAMINE: incidenza cumulativa MAOQE
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acarbosio: meccanismo d’'azigsne
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development of type 2 diabetes
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Acarbose significantly reduces
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Comparison of vildagliptin and acarbose monotherapy in
patients with Type 2 diabetes: a 24-week, double-ki:nd,
randomized trial
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Pan C. et al, Diabet Med (2008) 25: 435-41



effect on HbA1lc vs. placebo

meta-analysis of drug studigs®
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Amori RE et al: JAMA 298:194, 2007



acarbose: pros & congo\o@
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Add on a Effetti :;itr? |:;
metformina indesid.

Rari R- 1A

Non
A. R. GLP-1 indicato
in IRC

Sulfonllurea Non
indicato
Repaglmlde in IRC3

Pioglitazone Fratcure

Acarbosio 1C Rari

Gliflozina @ InerIOI‘II -
Insullna Q,
‘

%?esegza di HbAlc > 2% all’obiettivo, iniziare direttamente combinata, anche con insulina
2 solo saxagliptin: minimo rischio per scompenso cardiaco; non dati per altre molecole
3. alcuni farmaC| di questa classe non hanno metabolismo renale ma non hanno indicazione
4. solo per glibenclamide e repaglinide, possibili rischi cardiaci




