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classificazione eziologica del diabgte
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principali caratteristiche del diabgte
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Rossetti L, Giaccari A, DeFronzo RA. Diabetes Care. 1990 Jun;13(6):610-30.
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“remissione” con tp intensiva con |nsuI|na
alla diagnhosi — casi in remissione o\o%

. Q’\’SO. ’b'{&

o
L
wv
7]
&
D
&
R =
vy
2
=
% L
=
<
=
S —
o
@
<))
I
L
=
D
o
—_
D
a

T T
180 270

umber Days in remission

at fis\
Sl 133 79 71
MDD, 118 61 54
OHA 101

Weng J et al. Lancet 371:1753, 2008




elenco terapie, effetti sul
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glicemia in ratti diabetici .
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*P<0.05 vs control and phlorizin. TP<0.001 vs control and phlorizin.
Rossetti L, Giaccari A, DeFronzo RA. Diabetes Care. 1990 Jun;13(6):610-30.



secrezione di insulina in ratti diabetici
(effetto della florizina, pancreas isolato) 0\0"0
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*P<0.05 vs control and phlorizin. TP<0.001 vs control and phlorizin.
Rossetti L, Giaccari A, DeFronzo RA. Diabetes Care. 1990 Jun;13(6):610-30.




captazione di glucosio durante clamé:g.

(effetto della florizina) O
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Rossetti L, Giaccari A, DeFronzo RA. Diabetes Care. 1990 Jun;13(6):610-30.



iperglicemia e glucotossicitge
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gliflozine - inibitori SGLT-24
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riassorbimento del
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Ferrannini E Diabetes 60:695, 2011
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dose risposta in monoterapig-
dapagliflozin in pazienti naive a f%r aci
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gliflozina (monoterapia) .
dapagliflozin - pazienti naive a farga%
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Ferrannini E Diabetes Care 33:2217, 2010



gliflozina (monoterapia)
dapagliflozin - pazienti naive a fa@;a‘%ci
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gliflozina in add on a metformina
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gliflozina vs. (o add on) metformina XR
dapagliflozin - pazienti naive a farga%
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gliflozina vs. glipizide in add on m@et.

(met = 1.500 mg, dapa up to 10 mg, glipizide up to\geﬁp\mg)
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gliflozina in add on a insulina &
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gliflozina in add on a insulina,
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glicemia post-prandiale

a 24 settimane, add on a sulfonlllgzéqs
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gliflozina in add on a metformina
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efficacia di una gliflozina in diversi settmgs
confronto vs. placebo a 24 settlrgahe
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1Ferra&n/ E, et al. Diabetes Care 2010;33:2217-24. 2Bailey CJ, et al. Lancet 2010;375:2223-33. 3Jabbour et al., Diabetes Care, pub online
15Jan2014 ; 4Strojek K, et al. Diabetes Obes Metab 2011,13:928-38. 5Rosenstock J, et al. 71st ADA Scientific Sess:ons San Diego, 24-28 June, 2011
Abstract 0986-P. 6Wilding J, et al. Diabetes. 2010;59 (Suppl 1):A21-A22. Abstract 0078-0OR.



EMA ha approvato dapaglifloggn
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Press release

20 April 20

Europcan Medicines Agency recommends authorisation of
novel treatment for type 2 diabetes

SGLTZ transporter protein inhibitor improves glycaemic control in adult
patients with type 2 diabetes mellitus
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gliflozina: effetto sul peso

WO &
peso mgFasa

dapa glipizide n\@(@ &> dapa

B grassa

Nauck et al. DOM 16:1111, 2014 Bolinder et al JCEM 97:1020, 2012



gliflozina vs. glipizide in add on m@et.

(met = 1.500 mg, dapa up to 10 mg, glipizide up to\geﬁp\mg)
OHIRN

differenza —4.38 kg

¥

dapagliglozin —3.65 kg

Nauck et al. DOM 16:1111, 2014 anni



gliflozina: effetto su PA e ac. urjgo
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Nauck et al. DOM 16:1111, 2014



gliflozine: effetto sui flussi di gucgsio
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Ferrannini E. et al. JCI 124:499; 2014



gliflozine: effetto sui flussi di gucgslo
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glicosuria familiare 4
. N .
forme genetiche — riassorbimento di glhcosio
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Santer R, et al. Clin J Am Soc Nephrol 5:133, 2010




glicosuria familiare
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Santer R, et al. Clin J Am Soc Nephrol 5:133, 2010
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variazioni eGFR nel tempo "
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infezioni del tratto genito-urinario
frequenza a 24 settimane K),@\0‘5

Dapagliflozin 10 mg

Placebo
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incidenza di neoplasie 4
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eventi cardiovascolari g

metanalisi di 19 studi double blind con end-point secogd%rio

morte CV, ictus, infarto o ricovero per angina ing\a\%.ijbe\—
P\ A\

2.5

Hazard ratio 0.82
(95% CI 0.58 - 1.15)

N dapagliglozin placebo
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Iniziare con solo intervento su stile di vita (se non grave scompenso metabolico)

Aggiungere gradualmente metformina, fino alla dose di almeno 2 g die
.
Fattori \ .
Add on a Effetti "'
m“. rISChIo - K .@ . H

Rari \ 1A

Non
A. R. GLP-1 indicato 1C
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Sulfonllurea Non
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Acarbosio 1C Rari 1C
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