g Sodietd ltalion
SIEDP

di Di ubemlog i0

Un'ora con AMD SID-SIEDP

Su Ep
BN METEDA



llllllllllllllllllllllllllllllllllll



Glucagone

Digiuno o ezl Assunzione
di cibo
Insulina
(B cellule)
Produzione di glucosio Captazione di glucosio
Glicemia

Porte D Jr, Kahn SE. Clin Invest Med. 1995.
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Principali difetti fisiopatologici nel Diabete di Tipo 2

Disfunzione insulare

Glucagone
f (o cellule)

Insulina

Insulino-
. . (B cellule) i
Produzione epatica di resistenza
glucosio
Captazione di glucosio

— U

cejle

Y P .
L Teﬁjto.adlposo
- -

Porte D Jr, Kahn SE. Clin Invest Med. 1995
Adattato da Kahn CR, Saltiel AR. In: Kahn CR et al,
eds. Joslin’s Diabetes Mellitus. 14th ed. Lippincott Williams & Wilkins; 2005.



Insulino resistenza Secrezione isulinica

Metformina | G'UCOSiO
L indipendente
Pioglitazone Sulfaniluree

Glinidi



UKPDS

RIDUZIONE DEL RISCHIO*

1 2

i 0

OGNI1% di Morte  per diabete -21%
riduzione

dell’HbAlc Attacchi cardiaci -14%

Complicanze microvascolari
-37%
Malattia vascolare
-43%

periferica



Limiti

A

t Yoar
5]

ien
o

Risk for Sustained DR in Subgroups of the DCCT

3 Time During Study (Years)

§u

s 8

"

€ 4

0

Yy 4% ' 7

- § 3 TimeDuring Study (Yesrs)

iu _

'En Intensive

&1

zs

g ...................................... b 9% Mean

€ 4 g% HbAlc
0 %
T o L P

Adapted from Diabstes 44:968-383, 1335




- 0.6

7/NW ‘eulinsul y|

180

120

0]

Tempo (min)



2= Tiw.  Aumento del senso di sazieta
Assunzione di cibo AT

S
P -)/ Pancreas ;;.
—_— N Insulina aanc v G
di glucosio
l Rilascio delle (GLP-1 and ( Ead nei muscoli
. . *
Incretine f Slicamia
Tratto Gl \ ] a digiuno
- > - i
S B EE t e post-prandiale
LP-
attivi " ione epatica di
) " ‘ lucosio
Enzima DPP-4 i
l’? - Rallentamento dello
A - svuotamento
B o o
O
GLP-1 GIP S N
e e

inattivo inattivo , =



Tratto Gl

Assunzione di cibo

l Rilascio delle

attivi

Enzinr . DPP-4

GLP-1
inattivo

incretine™®

GLP-1 & GIP

GIP
inattivo

Come utilizzare ?

Pancreas

N Insulina dalle Bcellule
(GLP-1 and GIP)

\ Glucagone dalle o cellule
(GLP-1)

f

Captazione
di glucosio
nei muscoli

N~

\

glicemia
a digiuno
e post-prandiale

wroduzione epatica di

glucosio

"




EFFETTI INDESIDERATI

NAUSEA



Morte

cardiovascolare
-12%

IMA
- 9%

ICTUS
-16%

Morte per tutte
le cause
-12%

Osp. per
scompenso
cardiaco
-9%

Outcome renale
-17%

Cardiovascular death

ELIXA 15673034 (5%) 158/3034 (5%) 098 (078-1-22) o085
LEADER 219/4668 (5%) 27874672 (6%) — e 078 (0-66-0-93) o007
SUSTAIN-6& 44/1648 (3%) 46/1649 (3%) E ©-98 (0-65-1-48) o9z
EXSCEL 340/7356 (5%) 38377396 (5%) . 0-88 (076-1-02) 0096
Harmony Outcomes 122/4731 (3%) 13074732 (3%) —_3{— ©-93 (073-1-19) o058
REWIND 317/4949 (6%) 346/4952 (7%) e ©-91 (078-1-06) o1s8
PIONEER 6 1571591 (19%) 30/1592 (2%) = -~ 0-49 {(0-27-0-92) o021
Overall 1277727977 (5%) 1471/28027 (5%) <> ©0-88 (0-81+-0-96) 163 (103-4839) ©-003
(°=13-5%. p=0-327) r 1
Fatal or non-fatal myocardial infarction
ELDCA 270/3034 (9%) 26173034 (9%) e 103 (0-87-1-22) o071
LEADER 292/4668 (6%) 334672 (7%) — 086 (0-73-1-00) 0046
SUSTAIN-6 54/1648 (3%) 67/1649 (4%) 081 (0-57-1-16) o026
EXSCEL 48377356 (7%) 49377396 (73%) — .- 0-97 (0-85-1-10) os&2
Harmony Outcomes 181/4731 (4%) 240/4732 (5%) ———— 075 {0-61-0-90) 0003
REWIND 223/4949 (5%) 2314952 (5%) 096 (0-79-1-15) os&3
PIONEER 6~ 37/1591 (2%) 3171592 (2%) 118 (073-1-90) 0-49
Overall 1540/27 977 (6%) 1662/28027 (6%) < ©0-91 (0-84-1-00) 193 (109-NA) 0043
("=27-4% p=0219) s !
Fatal or non-fatal stroke
ELDXA 67/3034 (2%) 60/3034 (2%) 112 (079-1-58) 054
LEADER 1734668 (4%) 19974672 (4%) ©0-86 (071-1-06) 016
SUSTAIN-6& 3071648 (23%) 46/1649 (3%) ©0-65 (0-41-1-03) 0066
EXSCEL 187/7356 (3%) 218/7396 (3%) ©-85 (070-1-03) o-o09s
Harmomny Outcomes 0474731 (2%) 108/4732 (2%) 0-86 {(0-66-1-14) o030
REWIND 158/4949 (3%) 205/4952 (4%) 076 (0-62-054) oo01
PIONEER 6 12/1591 (1%) 16/1592 (1%) 074 (035-1-57) 043
Overall 72027977 (3%) 852/28027 (3%) <> ©0-84(0760-93) 205(139-477) =<0-0001
(#°=0-0%. p=0-557) L E
-0-5 15
-—
Favours GLP-1  Favours
receptor agonist  placebo
GLP-1receptor Placebo Hazard ratio NNT p valve
agonist /N (%) /N (%) {95%CI) (95% )
All-cause mortality
ELIXA 211/3034 (7%) 22373034 (7%) - 0-94 (0-78-1-13) 050
LEADER 381/4668 (8%) 44774672 (10%) —a- 0-85 (0-74-0-97) o0z
SUSTAIN-6 62/1648 (4%) 60/1649 (4%) N 1-05 (0-74-1-50) 079
EXSCEL 507/7356 (7%) 584/7396 (8%) ﬁt 0-86 (0-77-097) o016*
Harmony Outcomes 19674731 (4%) 295/4732 (4%) —— 095 (0-79-1-16) 064
REWIND 536/4949 (11%) 592/4952 (12%) —— 090 (0-80-1-01) o067
PIONEER 6 23/1591 (1%) 45/1592 (3%) H ©0-51 (0-31-0-84) 0-008
Overall 1916/27 977 (7%) 2246/28027 (8%) @ 0-88 (0-83-0-95) 108 (7710 260) 0-001
("=165% p=0304) = Y
Hospital admission for heart failure H
ELIXA 122/3034 (4%) 127/3034 (4%) —i— 096 (075-1-23) 075
LEADER 218/4668 (5%) 248/4672 (5%) —— 0-87 (073-1-05) o014
SUSTAIN-6 59/1648 (4%) 54/1649 (3%) - 111 (0-77-1-61) o057
EXSCEL 219/7356 (3%) 231/7396 (3%) e f- - 094 (078-1-13) 0-51
Harmony Outcomes 7974731 (2%) 1114732 (2%) : 071 (0-53-0-94) <0-0001
REWIND 21374949 (4%) 226/4952 (5%) e 093 (077-1-12) 0-46
PIONEER 6 21/1591 (1%) 24/1592 (2%) 0-86 (0-48-1-24) 0-59
Overall 936/27977 (3%) 1016/28027 (4%) <> 0-91(0-83-0-99) 312(165t02810) 0©0-028
(F=0-0%. p=0-595) T
Composite kidney outcome including macroalbuminuria
ELIXA 172/2639(6%) 20342647 (6%) 0-84 (0-68-1.02) 0083
LEADER 268/4668 (6%) 337/4672 (7%) —i— 078 (0-67-092) 0003
SUSTAIN-6 62/1648 (49%) 100/1649 (6%) —_— 0-64 (0-46-0-88) 0-006
EXSCEL 366/6256 (6%) 407/6222 (7%) 0-88 (076-101) 0065
REWIND 848/4949 (17%) 970/4952 (20%) — 0-85 (077-0-93) 0-0004
i
Overall 1716/20160(9%)  2017/20142 (10%) @ 0-83 (0-78-0-89) 62(481t096) <0-0001
("=0-0%. p=0-413) 1
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EFFETTI INDESIDERATI

Infezioni genito urinarie



EASD 2015

/inman et al., NEJM set 2015
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Secrezione glucagone

Glucosio \Glucosio

Metformina - .
o indipendente dipendente
Pioglitazone Sulfanilurea DPP-4 i
T Sitagliptin, Vildagliptin,
Glinidi Saxagliptin, Linagliptin, Alogliptin
GLP-1 mimetici
Exenatide, Liraglutide,
Riassorbimento renale del Lixisenatide, Exenatide
) LAR, Dulaglutide \
glucosio
SGLT2i

Dapagliflozin, Canagliflozin,
Empagliflozin, Ertuglifozin



Opzioni terapeutiche per il diabete tipo 2

Metformin
Inhaled insulins Thiazolidinediones

Combined GLP-1 agonists Dual PPAR agonists
and insulin

Sulfonylureas

GLP-1 agonists

Mixed insulins Meglitinides

Medium/long acting
insulin analogues

DPP-4 inhibitors

Medium/long acting ' i ' Alpha-glucosidase
insulins inhibitors

Short/rapid acting Amylin analogues
insulin analogues

192, Short/rapid acting insulins SGLT 2 inhibitors
Combined oral

preparations



IDEAS AND OPINIONS An{; f Internal Medicine
\ Mellitus:

ch, MD; Silvio E. Inzucchi, MD; and Saul Genuth, MD

Individualizing Glycemic Targets in Type
Implications of Recent Clinical Trials

Faramarz Ismail-Beigi, MD, PhD; Etie Moghissi, MD; Margaret Tikti

Figure. Framework to assist in determining glycemic
treatment targets in patients with type 2 diabetes.

Most Intensive Less Intensive Least Intensive
I 7.0% 8.0%

Highly motivated, adherent, Less motivated, nonadherent,
knowledgeable, excellent limited insight, poor self-care
self-care capacities, and capacities, and weak
comprehensive support systems support systems

Low Moderate High

40 45 50 55 60
5 10
None Few or mild Multiple or severe
None Cardiovascular disease

None Early microvascular Advanced microvascular
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