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» Accesso alla innovazione (sensori, microinfusori, digital medicine)

» Cura anche presso i CAD



Effect of adherence to Mediterranean Diet on All-

cause and CVD mortality in T2DM In ltaly
MOLI-SANI Study - Bonaccio et al - Europ J Prev Cardiol 2016; 23:&@@‘3\6'

\She
Adherence to the Mediterranean diet (MD score) 6\0\6\\6\\.
N\
Poor (0-3) Average (4-5) High (=6) a\\'a(\ 5\6\\
Number (%) 600 (30.1) 880 (44.1) 515 (25.8) . 5‘6\\"&0\‘\@@
Overall mortality (n= 109) 60 é\gr\;‘end 2 point increase in
6\\6 ?(G Ca MD adherence
Number of 39 (6.5 51 (5.8 @&\? SO
umber of (6.5) (5.8) @B A S
deaths (%) P‘G o)
Age/adjusted -1- 0.72 (0.4 ICﬁ\ -\Q(@% (0.24-0.72) 0.0015 0.62 (0.49-0.79)
HR (95% Cl) OV \e®
Multivariable -1- ’Q@ (UA\Q‘K\%} 0.41 (0.23-0.73) 0.0023 0.63 (0.49-0.81)
HR (95% CI)* ?,$ of
(] ‘6 ) q\)e
CVE\) @wg\.ltye @3
Number of (399(2.%\0 24 (2.7) 10 (1.9)
CvD de@tk’Q@Q e\le(
Agelad N < {\G- l- 0.71 (0.38-1.35) 0.45 (0.21-1.00) 0.048 0.67 (0.47-0.95)
DW5% @C
Multivariable -1- 0.71 (0.37-1.38) 0.43 (0.19-0.99) 0.046 0.66 (0.46-0.95)

HR (95% CI)®

CVD: Cardiovascular deaths were identified when the underlying cause of death had an ICD-9 code of 390 -459 or 745-747.
*Hazard ratios (HR) with 95% confidence intervals (Cl) obtained from a model including age, sex, education, total energy intake, leisure-time physical
activity, smoking, years from diagnosis of diabetes, blood glucose and hypercholesterolaemia.



ADVANCE - Physical activity improves

outcomes, including CVD N
Blomster et al — Diabetes Obes Metab 2013; 15:1008 6\0\0@
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Intensity of physical activity HR (95?\-&' QQQQF 6\6\\
R\
Cardiovascular _ %6 \6
Mild "\ {%@ 1.26), 0.48
22 °
6 \, 20\
Moderate and vigorous 6'06 g Elbo 81(0.68 - 0.97), 0.019
| o
Microvascular Mild 60$ ‘a\e ‘5\9 0.94 (0.79 - 1.13), 0.52
ﬂ Q\(\
rate@d vigorous [ 0.81(0.68 - 0.97), 0.021
‘a\,a e(%\"
N LNE
Al ca@i@go@m\a i . 0.86 (0.72 - 1.02), 0.094
0'\6906 ?G‘ < Moderate and vigorous - 0.74 (0.62 - 0.88), 0.0008

06 08 10 1.2



Participation in empowerment program (PEP) and
All-cause and CVD in T2DM

Wong CKH et al - Diab Obes Metab 2015; 17: 128-135 §@
Kaplan-Meier survival estimates (CVD) 6\0\0
8 \S
2 \O> .
= =
g S
Ei =
% S -
= B e?
§ | %(3&0?\; é\ Q( Log-rank test: P=0.0011
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? $1® O{\@El\rvival ti:‘l{; in months > 0
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PEP participants Verétﬁ%]i%ﬂ -participants (IN = 27 278)

All-cause mortalj e\ 0.564 0.445, 0.715 <0.001"
\Y -
CVD N 6\‘6 0.807 0.696, 0.935 0.004
CHID 06\\' (\G 0.840 0.670, 1.054 0.132
lsgj\rgﬁ ol 0.702 0.569, 0.867 0.001"
art failure 0.80%9 0.574, 1.139 0.224
Sensitivity analysis, PEP completers versus PEP non-participants (IN = 12 306)
All-cause mortality 0.593 0.406, 0.868 0.007"
CWVID 0.716 0.571, 0.897%7 0.004"
CHID> 0.716 0.503, 1.019 0.063
Stroke 0.773 0.558, 1.070 0.121

Heart failure 0.573 0.341, 0.951 0.035"



Dispositivi prescritti per la cura del diabete in Italia
Osservatorio ARNO Diabete SID-CINECA - 2017 (anno 2016)

% wrattan
N. soggetti 3d nopolazione
trattats con diabete

(n=640.846)

O™, (@3
Strisce O e ® 322295 50,3
. ?,“‘/"’eo‘\g"(\
Slrlnghiggagb?\ie(é\d\ 274.197 42,8
0% o\
O€§@%€€¢@6PUﬂgiditﬂ 138.807 21,7
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Totale 325.279 20,8
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Misurazioni della glicemia in 50 pazienti con
diabete tipo 2

% dekpazienti
Prima di colazione 90
Dopo colazione | 17
Prima di pranzo 35
DOpPO pranzo 69
Prima gy cena 58
[L2opo cena 41

Non male: sembrano bene distribuite



Misurazioni della glicemia in 50 pazienti con

diabete tipo 2

% delie’fetture

Prima di colazione 83
Dopo colazione ) 0.9
Prima di pranzo i 2.7
Dopo pranzo 3 1.4
Prima di ce;;{a 7.9

0 cen 4.1

Dopocena

Misurazioni come richiesto: 3% del totale




Tecnologia e connettivita
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Scarico delle misurazioni glicemiche presso il centro diabeto

(valutazione piu agevole ed esaustiva) ‘ (\66\ @\\6"\\

Archiviazione dei valori glicemici sulla “nube” (coqgkﬁg?\qg@%ﬁei diari

glicemici in remoto da parte della persona cogo&%ab‘ﬁf‘k%ae del team

diabetologico) N \)\Q@\g\\,e@

Valutazione attenta dei diari gég@\mi%?@gr%%hiti di altre informazioni
r

(alimentazione, attivita fiSicay\ \eegé?,‘?erapia, ecc.) per individuare la

o N 2\
strategia di cura migligr® ~ g
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Quando ho cominciato nel 1979 la terapia del
diabete era semplice (3 linee)
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Paziente magro Pazip-"‘te Zrasso
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Sulfonllurea $O@P\9<eg@ Biguanide
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e Sulfonilurea/Biguanide
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Insulina




Oggi la terapia del diabete e ansiogena

» Metformina da sola o in combinazione fissa con altri farmaci o

» Sulfoniluree da sole o in combinazione fissa con altri farmaci e,\0\0(3\

> Inibitori alfa-glucosidasi e

> Repaglinide R )

» Pioglitazone da solo o in combinazione fissa co ,gkt\?\t‘\%g@%ci

» Inibitori DPP-4 da soli o in combinazione fis%®0‘8n§ﬂfﬂ farmaci

» Agonisti recettoriali GLP-1 da soli in CQ\Q’}&\I?}%{ORG con insulina

» Inibitori SGLT-2 da soli o in combiQaz}b@\eaﬂ‘ésa con altri farmaci

U C

» Insulina umana rapida %O$ a\e%\ -
. . '(\

» Insulina umana mtg@‘b@d(@g\

> Analoghi rapi?g,gd? é\ooe
» Analoghi r@ \%sl?ﬁl
>An‘l\qgl9‘|(ju

> Apalgghitultralenti
@%ﬁafgghi bifasici

» Analoghi lenti in combinazione fissa con agonisti recettoriali GLP-1

>150 possibili combinazioni fra classi di farmaci!



Standard Italiani per la Cura (51D,
del Diabete Mellito - 2018

di Diabetologin
DIAGNOSI
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Algoritmo terapeutico nel diabete tipo 2
Consensus ADA-EASD 2018

GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVI

\
66

IF HbA, ABOVE TARGET PROCEED AS BELOW

ASCVD PREDOMINATES HF DR CKD PREDOMINATES
r 5 - ~
PREFERABLY
SGLT2i with evidence of reducing
SGLT2i with HF and/or CKD progression in
GLP-1 RA proven CVD CVOTs if aGFR adequate®
wilh proven benefit, | |f=-=-=-====== R --=-======-
CVD benefit! if eGFR If SGLTZi not tolerated or
adeguate’ contraindicated or if eGFR less
than adeguate®add GLP-1 RA
with proven CVI benefit!
h._4
[ If HbA, above target ] [ If HbA, above target

v \N\F

If further intensification is required or
patient is now unable to tolerate
GLP-1 RA and/for SGLTZI, choose
agents demonstrating CV safety:

+ Consider adding the other class

CVD benefit

B \¢
O\

stranger for empagliflozin = canagliflozin.

[

tor initiation and continued use

w

progression in CVOTs

=

{GLP-1 RA or SGLTZi} wit%%@‘

NS

A\

+ DPP-&i

sal insulin®
5L

A
- Bvaid lznimi&w
Choose agels ns ratingl§@<
adding th 5

.( proven wmﬁw

if ndt an GLP-1 RAJ

gliptin) in the seiting

. Degludec or U100 glargire have demonstrated CVD safety

. Prowen CVD benefit means it has label indication of reducing CVD events. For GLP-1 RA strongest
eyidence for liraglutide = semaglutide = exenatide extended release. For SGLTZI evidence medestly

. Be aware that SGLT2i vary by region and individual agent with regard to indicated Level of eGFR

. Bath empaglifierin and canaglifiozin have shown reduction in HF and reduction in CKD

COMPELLING NEED TO MINIMIZE HYPOGLYCE

5(\6

l

J

‘ DPP-4i

0%

LA
o CU@CAL INERTIA
EASSESS AND

f 5
! MODIFY 1% TMENT
w GUL\heY
74 MONTHS)

TO MINIMIZE WEIGHT
WEIGHT LOSS COST IS A MAJOR ISSUE™"
GLP-1 RA with
good efficacy SELTZi su* TIn*
for wieight loss®

A
r@%ﬂ % 2 +
Ve target .h::u:":'r;u | fHbA_sbovetarget | IfHbA, sbove target |

¥

P " ”

El
&
7.
8
k)

10.Consider country- and region-specific cost of drugs. In some countries, TZ0s relatively more

GLP-1RA SGLT2F
SBLTZF OR OR GLP-1RA with
OR DPP-i PP-4i SGLT2i* good efficacy T su
TID OR OR for weight loss®
TiD GLP-1RA
4 <4 & ¥ 2 4 b 2
[ If HbA, above target ] [ I HbA, above target ] If HbA, above target ]
¥ 2 2 ¥ 2
[ Continue with addition of other agenis a5 outlined above ] IT triple therapy required or SELTZi » Insulin therapy basal insulin with
\l' andlar GLP-1 RA not tolerated or lewest acquisition cast
contraindicated use regimen with 0R
l IFHBA, above target ] Lowest risk of weight gain « Consider DPP-4i OR SGLTZi with

Consider the addition of SU* OR basal insulin:
+ Choose later generation SU with lower risk of hypoglycemia
+ LConsider basal insulin with lewer risk of hypoglycemia’

PREFERABLY

DPP-4i (if not on GLP-1 RA)
based an weight neutrality

¥

Low dose may be better tolerated though Less well studied for CVD effects
. Choase later generation SU with lower risk of hypaglycemia

Degludec / glargine U300 < glargine U100 { detemir = PH insulin

. Semaglutide = liraglutide = dulaglutide = exenatide = lixisenatide

. If no specific comorbidities (i.e..no established CVD, low risk of hypoglycemia, and lawer

priority tn avoid weight gain or no weight-relzted comarhidities)

expensive and DFP-a1 relatively cheaper

If DPP-&i not tolerated or
coniraindicated or patient already on
GLP-1 RA, cautious addition of:

« §U* « TZD® - Basalinsulin

lowest acquisition cost"




Trattati con “nuovi” farmaci antidiabete in Italia
Osservatorio ARNO Diabete SID-CINECA - 2017 (anno 2016)

rcentuale dei trattati con
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Stima del trattati con “nuovi” farmaci antidiabete in ltalia
rispetto al totale in terapia farmacologica presso i1 CAD

Elaborazione da ARNO Diabete CINECA-SID anno 2016 O\OQ\
tenendo conto che circa il 50% dei pazienti non afferisce ma@ Q
6 \o°

30"

)
Pe?@entuale dei trattati con

farfnaci antidiabete (%)

17.
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Scenario del trattati con “nuovi” farmaci antidiabete In
Italia rispetto al totale in terapia farmacologica se fossero

puntualmente applicate le nuove linee QU|dQO\og\
o7
60 1 OVt
c Raccomandazione: \\a(\’éd;\d«@\a
S o no ipoglicemia A
= < ~45% SU e Pgd@\glg ‘?terza 0 quarta linea)
= 3 45 1 @ e
© O (3\)’\'6 c,(\\‘
59 \ ©
= O o egagaccomandazmne
S2 4. 5% CHD/CKD/HF/BW
LS ~25% ~25%
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DPP-4i SGLT-2i GLP-1 RA



Adherence to anti-diabetic treatment and all-cause death
A meta-analysis

Khunti K et al - NEJM 2017; 40: 1588 W\
O

20

6\0\6 \6‘\\
R4 6\\6\

Study Events (good) Events (poor) BR“@.\E? @6\ Weight, %
e\ ‘,@\\’8‘
e
| : D N @
Hong and K.ar:gEDﬂm 86/11800 276/28282 - —6\> 60(\ 0.75 (0.55-0.95) 33.23

38 Q ﬁ(eg
Zhu et al 2015 25/2269 294/21798 —go-j( e 0.82 (0.54-1.23) 11.72
Ho et al 2006 363/9076 6 -e‘&.—‘—I 0.68 (0.56-0.23) 55.05
8% o0

o~
|'=00% p=0648 Q'a“a \@\‘e 0.72 (0.62-0.82) 100.00
Y (e
. @Q \1@‘ |
Og;\\\\‘ {\Ge |
o
1 — T
5 8 1 15

Favors good adherence Favors poor adherence
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CONTINOUS CONTROL
GLUCOSE ALGORITHM
SENSOR



Pazienti con T1DM trattati con CSIl nel mondo

occidentale |
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Diabetici assistiti nel centri diabetologici in Italia

100

Fonte: Il diabete in Italia, SID 2016
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Associlazione fra afferenza al centro diabetologico
e mortalita per tutte le cause in Italia - Meta- anaI|S|

Bonora E et al - NMCD 2018; 28: 431-435 \O\OQ\
‘,()(\662\@\\6\
Study (reference) Statistics for each study p \e(a\‘?z\a\\a@ Relative weight
Ad) odds i [95% €] 05050

e MU (19) 071061075 QL oo, 4 374
ZoppiiG 199918 087081094 @a@of@eg@ | 3
unoG005(17 0870730 io%og\“am? N 268
Overall MH-OR 03108 ﬁe @ 0009 * 100.0

& 96((6\ 01 02 05 10 20 50 100

N2 (e Favours Specialis Favours GPs

‘QQO 0 e(( AVOUTS SPECIaNSLS
O\

Baviera et al - Studio in 7 ASL della Lombardia - anno 2012 (NMCD 2017)
Zoppini et al - Verona Diabetes Study 1986-1996 (DMRR, 1999)
Bruno et al - Studio di Casale Monferrato 1991-2001 (Diabetologia 2005)



Numero di soggetti diabetici da trattare (NNT) per

\
\OG\O\OQ
Costi annui: 6\0\6\\6:\\
Simvastatina 40 mg = € 100 a\\a(\@ é\d\"@
400 - Ramipril 10 mg = € 85 G N @
N\
35RCoste‘reale)
0 - . . . ,
Simvastatina Ramipril  Assistenza anche al CAD

4S HOPE Meta-analisi
Piemonte, Lombardia, Veneto



Cosa manca piu di ogni altra cosa in

diabetologia: il tempo 505
MMG e team
diabetologico
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Facilitare Curare
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