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Quesito n. 1: chi sta al centro della scena?
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Quesito di fondo: chi sta al centro della
scena? o3P

* L'iperglicemia AR
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Target glicemia

\OG\O\OQ\
60 R
- Misurazione della glicemia e della HbA1\QA\a<\® R\
\e\a d\,@\

 Prescrizione di un farmaco Cg\? Qﬁrlqiaé‘e
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» Scelta fra molti farm%go?*z\@ega

106 \(\'a\e
* Molte comb %Lq;ﬁ' pOSSIbI|I
eQa
Q% %@éﬂ efflcac:la
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* Potenziamento della terapia (2,3,4 farmaci)



Terapia del diabete nel 2019

» Metformina da sola o in combinazione fissa con altri farmaci >
» Sulfoniluree da sole o in combinazione fissa con altri farmaci e,@\OQ

> Inibitori alfa-glucosidasi ‘0\2\‘0 X
. o\ \'\6'\
» Repaglinide NGENG

» Pioglitazone da solo o in combinazione fissa cqn\gnﬁ;\ﬁ Aci
» Inibitori DPP-4 da soli o in combinazione fisg)@%nsa‘l{‘ﬁ farmaci
» Agonisti recettoriali GLP-1 da soli in cng&‘ﬁ]g‘éieﬁe con insulina
» Inibitori SGLT-2 da soli o in combir&@ﬂb&esﬁ‘ésa con altri farmaci
O?\P\‘Q’Q(ega
> Insulina umana rapida %O$ e |
: : G
> Insulina umana mtg@@dg\g\“
> Analoghi rap:gg AN
: S
» Analoghi r@p \%siﬁu
> Anal\qgﬁﬁ
> Analgghi ltralenti
$'Analbghi bifasici
» Analoghi lenti in combinazione con agonisti recettoriali GLP-1

>150 possibili combinazioni fra classi di farmaci!



Criteri nella scelta dei farmaci antidiabetici

Efficacia (riduzione glicemia, HbA1c) o\Og\
Benefici addizionali (peso corporeo, lipidi, pressione ar@@iﬁg@ ecc.)
Rischio di ipoglicemia SO S
Sicurezza, tollerabilita, maneggevolezza _ o¢“.
o2
Interazioni con altri farmaci 6\)\96 et
Controindicazioni (temporan&g@ egsﬁ\anentl)
O
Via di somministrazio 63@‘}1 m’é?o di somministrazioni giornaliere
Necessita di tlto(k%@?é\mg’
NeceSS|ta gofPé\ ué‘nza dell'automonitoraggio glicemico
Abllgéx\a%kpﬁzente di gestire la terapia

> (?Z‘f’apaﬁa di modificare la storia naturale della malattia
(preservazione della secrezione insulinica, prevenzione del danno
d'organo, in primis della malattia cardiovascolare e renale)
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ASSOCIAZIONE
MEDICI

Standard Italiani per la Cura ESID
del Diabete Mellito - 2018

di Diabetologin
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Intermediate and hard benefits of antidiabetic agents
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Pathogenesis of type 2 diabetes

Impaired glucose utili

i .
(transport, storage tio
A &

Skeletal muscle. \\66
N\

Endocrine pancreas

Liver
Increased O@P\ (ega Impaired insulin secretion.
endogenous glucose %O$ 43\6 S Exaggerated glucagon secretion

production

o Hyperglycemia

N

R @A Y4 !
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I
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A .

Adipose tissue Brai
Release of rain .
diabetogenic molecules . Abnormal metabolic control
(FFA, adipocytokines) Gut Kidney

Impaired incretin effect Increased glucose reabsorption



Pathophysiological changes with antidiabetic drugs

\
S

Insulin replacement

T Glucose-independent insulin release
1 Glucose-dependent insulin release
Beta-cell wellness

| Glucagon release

O
| Excess HGP O%O$
. o @1 O
1 Insulin sensitivity in seygréf tissue's

1 Incretinergic Q@q@(@\@
! Renaé@l‘i%?zq@?é‘aebsorption
Dé?';@gd gl?uiose absorpion by gut
Change in microbiota

Improvement of CNS dysfunction

"
& 6\?\/Ietformin

Basal and prandial insulins  ~2°°.
P 6\9\6\'\6‘\\'
Suphonylureas and\’%{@ﬁ(é’@é\d\\
. —
GLP-1RA, g@;@ﬁ\d\\@\‘
\2 2 007
M%’[&Qyﬁl\g}(@@&ltazone, GLP-1 RA, DPP-4i

Ne %(%(gapgA DPP-4i

Metformin, Pioglitazone

GLP-1 RA, DPP-4i

SGLT-2i

Acarbose, SGLT-1i

Metformin, acarbose, GLP-1RA, SGLT-1i
GLP-1RA, (bromocriptine)



Microbiota
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Sentacnt |
3 . \ - 'I
IQ\%‘G\?U‘;;W&H& mL
— R 3\@{: obaciflus spp.
' Colon . \d\ymp ionibacterinm spp.
= 10" bacteria mL-" Streplococchs Spp.
Staphyvlococcus spp. jl
Alistipes spp.
Anaerostipes spp.
Bacteroides spp.
Bifidobacteritm spp.
Clostridinm cluster spp.
Diorea spp.
Eubacterinm spp. ‘3\6 r_ Small intestine _‘l
Faecalibacteri 107 - 10® bacteria mL!
Escherichia spp.
Bacreroides spp.
Clostriciwm cluster XI1Va spp.
Lactobacillus spp.
Streptococcus spp.

. Veillonella spp. J'




Microbiota: molte “ghiandole endocrine” dentro
oltre quelle gia note

O\OQ\'&'




Microbial communities and microbiological networks involved in

saccharolytic and proteolytic metabolite production
Canfora E et al - Nat Rev Endocrinol 2019
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Metabolites derived from carbohydrate and protein fermentation
by microbiota are positive and negative metabolic regulators

# SCFAs (acetate,
propionate and
butyrate)

* Succinate

Carbohydrate
fermentation

H

Canfora E et al -

* Ammonia

* p-Cresol

* Hydrogen sulfate

* Indolic compounds -

* BCFAs

Endotoxaemia 6\\@

Protein
Fe-rn'le-ntatu:a@\)’\'6

Intestinal barrier
i htanshnfan il

Pancr, 6 < (\G

B- W 6(6
* B-Cell func
. |n5ul|n\513g ion \‘G(

* Lipid oxidation capaci
(\G P pacity
* Lipogenesis

®)
?6\‘6(%\ ™ |nﬂammati0n@
Liver

L J

* Lipid storage capacity

* |[nflammation @
Muscle Adipose tissue

= Positive regulators Negative regulators

Nat Rev Endocrinol 2019

Carbohydratesq Brotelns are
0

the major rgut microbial
ferm \og,{g\t@e colon.
\\’<>

rate fermentation mainly
curs in the proximal colon and
resulted in the production of
gases, short-chain fatty acids
(SCFAs) and succinate.

The SCFAs acetate, propionate
and butyrate as well as succinate
are important players in interorgan
crosstalk by regulating gut
integrity and improving liver and
peripheral tissue function and
metabolism.

Protein fermentation mainly
occurs in the distal colon and
yields a more diverse range of
metabolites, several of which are
associated with detrimental effects
on gut and metabolic health.



Assessment of changes in clinical practice

Function to be assessed Feasibility of assessment

1 Glucose-independent insulin release
1 Glucose-dependent insulin release
Beta-cell wellness

| Glucagon release

S
| Excess HGP ﬁO?‘P\‘ (ega
T Insulin sensitivity in several tis 6{@@ e\\e = No
! : eﬁi O(\g\
1 Incretinergic tone o“ No
(‘5
| Renal glucosgé@‘bsqu 5N Yes (Glucosuria)
Delaye g@fﬂc eea sorpion by gut No
\QQS 86\

ﬁ%nge in microbiota No

Improvement of CNS dysfunction No

We measure just glucose (blood, urine) and HbA1c



Quesito di fondo: chi sta al centro della
scena?



Diabete: un mosaico di alterazioni ancillari che

contribuiscono alle complicanze e all’outcome
.
\O\OQ\

stress : . INS LA
e >>> X Jipotossicita §  'N5wino
dislipidemia ossidativo d ‘csistenza

()~ c\V

aterogena A
inflammazicne ghombofilia glucotossicita

D A Ve \

i e disfunzione steatosi
| | : endoteliale epatica
Ipertensione

Obesita centrale &
disregolazione adiposa (adiposite)




Prevalence of “Non-Glycemic” Cardiovascular
Risk Factors in Subjects with T2DM

Verona Diabetes Complications Study; Bonora et al, Diabet Med 21: 5%0\8@@4

20
. 0\6‘ :\\
o 2
100 -
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%
40
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High BMI Hypertension Dyslipidemia Trombophilia Hyperuricemia
or waist (>140/90)



Non-Traditional Risk Factors in T2DM

Bruneck Study; unpublished

e\o\og\a‘
Waist (cm) 8\% goo;ejz\lé"‘@;g;‘ 0.03
Adiponectin (mg/dl) CG@\)\%\ wet 8.9 0.001
Leptin (ng/ml) aoﬁo‘f’f‘:@@ga 8.9 12.6 0.001
. ORI
Uric Acid (mg/dl) ca‘?f\\fﬁe O 5.28 5.92 0.001
('3“(6\\6 ~
ApoAlé*(\\r;gg\Aoﬁ(e 165 154 0.002
A\ (\J“’
ApsB (rRE/dl) 119 135 0.001
LDL-Ox (U/L) 32 37 0.002




Non-Traditional Risk Factors in T2DM

Bruneck Study; unpublished "D
\O\OQ

S
Ferritin (pg/l) 135 605,\6"2\5\@‘%5 0.001

WBC (per mm?3)

6328°°| 7560 | 0.001

hs-CRP (mg/I) o ike0.15 040 | 0.001
ICAM-1 (ng/ml) C\@?./i\z:\)e o 327 378 0.001
VCAM (ngfiif e 688 777 | 0.031
E-s&Setik (ng/ml) 52 68 0.001

MMP-9 (ng/ml) 285 375 0.001




Prevalence of NAFLD in T2DM

No. subjects

Author Reference Viethod
Prevalenze
I‘@\\ag e
Jimba et al DIEIDEE st 60\ %‘4@ Ultrasound
2005; 22:1141-1145% e 163%
)
-‘\\O \
%U\ \G'O
Dlabe@e@ea@g‘(\ N=2,839
Targher et al ’ Ultrasound
8 12007 30° 12121218 |69%
Oc“‘\&\ “C'e Gastroenterology N=64
W ms% eet al 2011: 140: 124-131 249 Liver biopsy




Intermediate and hard benefits of antidiabetic agents
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reduction
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Further ancillary benefits of anti-diabetic agents

SU :\ell REP PIO DPP4 GLP1 SGLT-2
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Prestazioni di laboratorio ricevute dai diabetici (1)
Osservatorio ARNO Diabete CINECA-SID - 2014

Percento di pazienti che hanno avuto
Parametro di laboratorio una prescrizione nel 2014

Numers =i prestazioni

(differenza rispetto ai controlli) ol
Glucosio 73 ‘\e\‘@‘\\‘a\x‘e\‘\’&@e 2,2
Emocromo ?9\\?’6008 2 6\6 @
Emoglobina glicata bed\)\%\ % 0{\\16‘ 1,9
Creatinina | O?‘P\ ‘G\A}‘ o0 63 2,0
Colesterolo totale S %C‘)‘&\?‘g\e S\ 62 1,6
Trigliceridi A?)q)‘\[’n‘ R otP 61 1,6
Esame stande[g"@?iu \16(6\0\ 60 1,7
O
SR eo o
: 5@%@& HDL 57 1,6
AST (GOT) 53 D
Urato 45 1,6
GGT 44




Prestazioni di laboratorio ricevute dai diabetici (2)
Osservatorio ARNO Diabete CINECA-SID - 2014

Potassio 43 6\8\‘6‘\\‘6\&3&\15@6 1,9
Sodio 4;\\ ?"62‘8 2 6\6
Urea bed\)\%\ % N
Microalbuminuria ,\?\P“GJ‘GQQ 31 1,4
TSH ‘n%d‘&r\e SN ¥ 24 5D
VES mq)\'b:a P 22
Proteine totali\ ﬂ(a\?ﬂuigﬂé’\o\ ‘ 20
Tem \I‘?\‘Q‘%I E‘gg:&gﬂﬁr}ao 19 @
O\,& e'@e‘c eattiva 17
Calcio 17
PSA 16 1,4
CK 15 5D




Position Statement della SID sugli esami di

\O\OQ\
» Acido urico > Lipoproteina (a) 6\0\61‘)\2\\
» Apolipoproteine A1 e B > Omocisteir]a\\a\\a“a@é\d\\@
> Autoanticorpi (Anti-GAD, ecc.) » Potassi&;\e\?’\d@\@
> Calcio > Profio-protsico sierico

» C-Peptide @@%@Ha C-reattiva
> Creatinchinasi (CK) O?\Pf Sodio
» Enzimi epatici (AST, %b‘l%??\@?)s TSH
» Esame emocrorrh%@ﬁ())q@éﬁ%:o » Urea (azotemia)
> Esame fisic&d@qtﬁ% delle urine » Urinocoltura
> Fibringgetig e > Vitamina D
WSO
> g(ém?)@arﬁ\na

> Insulina

Tutti prescritti troppo spesso senza motivo: inappropriati!



Prediction of CHD (ROC analysis) in T2DM
ARIC Study; Folsom et al, Diabetes Care 26: 2777, 2003

Women Men 6\0\0(3\6'

Basic model 0.721 | 0.66&2?'\\3‘;\?\6;\&

+ BMI 0.731 e@\‘f\?@

+ WHR 0. 7239\050@ 290.689

+ creatinine &@%@&“‘e 0.672

+ LP(a) o aeg\té%o 0.672

+ Apo B 66@:;\6 9 0718 0.671
+fibrinogen ;f ¥ 0.723 0.673

" VWES af\oe“e 0.736 0.693
+0mu|t|p|e Risk Factors* 0.771 0.740

Basic model = age, race, cholesterol, HDL-C, SBP or drugs, smoking

* Also including heart rate, sport activity, diet score, residual FEV,, ApoA1,
albumin, factor VII, WBC



Quesito di fondo: chi sta al centro della

?
scena: be’\o\og\
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Quesito n. 2 - HbA1c o protezione degli

d’organi? e
xO©
‘ '\2‘\06'\
A. Conviene ridurre la HbA1c perché cosi si proteggo‘r)ag@g‘-ﬁ%&ﬁg%‘\ni (es.
cuore, reni, occhi) R
6\6\6.6‘\\,@\\

SOV o\
B. Conviene proteggere gli organi (es.gg@'f’z%w@‘ﬁi, occhi) e lasciar
perdere la HbA1c O@P\G;Qegad\
ON &
C. E’ opportuno ridurr%{gﬂwsna con un attenzione particolare alla
protezione de%{aﬁ%@g@fes. cuore, reni, occhi)
9(6966(6\3
D. Congéé?'\% idurre la HbA1c ma senza esagerare per non fare danni
a9l organi (es. cuore, reni, occhi)



Prevalence of Retinopathy in subjects with T2DM
attending Diabetes Clinics in Italy in 2007-2008

RIACE Study — Solini A et al, JAGS 2013: 61-1253 0\0‘3\6'

\\
.2 0%
§O% et
40~ Overall prevalence: 22,2% 0 . \\0\\
\6\\6 \6
o
X 30-
(o)
O
-
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>
[0
| S
al
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Oé\’i\\‘?. ‘
O'\OQ 83

Q1 - <60 Q2 - 60-66 Q3 -67-73 Q4 - =274
Age (years)
19 Diabetes Centers; n=15,773; age 67 yr; duration 11 yr



Prevalence of Albuminuria in subjects with T2DM
attending Diabetes Clinics in Italy in 2007-2008

RIACE Study — Solini A et al, JAGS 2013: 61-1253

W
o
|

Prevalence (%)
N
o
|

10+

6\\\ |
0\69 86

Q1 - <60 Q2 - 60-66 Q3 -67-73
Age (years)
19 Diabetes Centers; n=15,773; age 67 yr; duration 11 yr



Prevalence of CKD in subjects with T2DM
attending Diabetes Clinics in Italy in 2007-2008

RIACE Study — Pugliese G et al, NMCD 2014: 24:815 \O\Og\a‘

.2 0%
60 5%t
| ) ,\6\‘\‘3(\a c‘::,\d\’ca
_ 51.7 a8 6\@\\6
X 454
8 Moderate/severe 18.8%
c
= 304
>
D
ol
154
N
oW ¢ 1.7
0‘\6\30 ge
=90 60-89 30-59 <30

eGFR (ml/min x 1.73 m2)
19 Diabetes Centers; n=15,773; age 67 yr; duration 11 yr



Prevalence of CVD in subjects with T2DM
attending Diabetes Clinics in Italy in 2007-2008

RIACE Study — Solini A et al, JAGS 2013: 61-1253 9o
‘6\06&
6\0\ 6‘\\
404 CVD = MlI, angina, stroke, TIA, revascularization, N
gangrene, amputation R
Overall prevalence 23.2% c‘,\é@‘ \
2 30- RESIE S
— 6\)\6‘ g(\?%4
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D
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Q1 - <60 Q2 - 60-66 Q3 -67-73 Q4 - 274
Age (years)

19 Diabetes Centers; n=15,773; age 67 yr; duration 11 yr



Prevalence of CVD in subjects with newly
diagnosed T2DM attending the Verona Diabetes

Clinic in 2003-2008 503
Bonora et al - unpublished 209"
A OV
20- RGP
‘,a(\a 6\\,‘3
Prior clinical event = MI, angina, stroke, TIA, _ \\6\\‘6 =)
revascularization, gangrene, amputatlon G\G\ 6\\6\\
< 15 Overall prevalence 18.6% (7.6% pre\qy c%)ae’
N ) 6 \\G
! O
3 A\ °
c QQ
@ o
< 104
>
D
al
5 _
6\\\\‘ |
O\OQ 83
Prior clinical Ischemic Carotid Lower limb
event ECG stenosis stenosis

N=517; age 60 yr >40% (any)



CVD in Italy - a view from
administrative data

\O\OQ\
‘ 0’\0\06'\
~ \@\‘\6'\
Incidence of AMI and stroke CVD in DM Hospltal aelﬁu\?sg@ﬁ or CHF and
in Italy in 2012 - age 45-84 q(ly& 2016 - All ages

Rate per 1000 OR DM vs no Diabetes No diabetes
patient-year DM (per 1000 (per 1000
(% of total) (95% C*) person-year) person-year)

\./ \ \J
8.72 oQ4g)e °
(0.9%) \6“7’0(%3699 65) 1.5 sl
- <5\ 2.09 AMI 4.7 2.1
Stroke @?’%\a (1.96-2.22)
eﬁkbé%s JE@?ZSG No diabetes 1,981,037 Diabetes n=640,846; No diabetes 9,501,465

(®)
()\aQ %%V|era et al - NMCD 2017; 27: 54 ARNO Diabetes Observatory - 2017 Report



Alcuni numeri delle complicanze in Italia

6\0\61')\;\‘
» Scompenso cardiaco: circa 50.000 \\&\30%}@6\\"’
‘\3@‘ N\ \Ce
> Infarto: circa 50.000 a\\qe’zfe 25®
0660\%\50‘\\\
» Ictus: circa 50.000 @PG 5o
%O$ \e©
4
> Inizio terapia diglj t&&g’@ﬁ@‘a 2.000
(’5‘6
> Panf @@i?égxﬂazmne retinica: circa 15.000

6\306\?3( ¢
N
» Amputazione: circa 10.000 (circa 3000 sono maggiori)



Tassi di mortalita nelle persone con diabete

in Italia

De Marco et al - Diabetes Care 1999; Zoppini et al - Am J Gastroer&{&@94;
Baviera et al - NMCD 2017 ‘0\'3“ N

\(2
» 1987-1991 (Verona) = 4.8 per 100 persone %{31@06\»@\\3‘
» 2007-2009 (Regione Veneto) = 3.6 W"’}g@@bersone -anno
» 2012 (7 ASL della Lombarc&g@%{)@‘}%r 100 persone-anno

3o
Decessi fra i cggxa‘%}amfﬁom di diabetici italiani in 1 anno ~125.000
XS
Decesg ?Gglqoi?ﬁeitalla per anno ~500.000
O
1 ogni 4 degli italiani deceduti ogni anno aveva il diabete

Il diabete non era uno spettatore innocente



Intermediate and hard benefits of antidiabetic agents

SuU AGI REP PIO DPP-4 GLP-1 SGLT-2

2\ XD
CVD preventlon(eQ ((e\ \\e (+) - ++ ++
N
HF pre\(p‘ﬁ 19K - ac® s
CKD prevention ++ +++
Reduc?d all-cause . e e
mortality




Algoritmo terapeutico nel diabete tipo 2
Consensus ADA-EASD 2018
GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH =

\0O?
FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY) [T TN
IF HbA, ABOVE TARGET PROCEED AS BELOW MOL'FY Y IEXENT '\\'

.

RZWLARLY

(R
NO pONES IR
.
{ J \‘\'a(\a e\
WITHOUT ESTABLISHED \' X a
ASCVD PREDOMINATES J \NS g \‘a\\ J
HF OR CKD PREDOMINATES @) .
- _ = LLING NEED ZE WEIGHT
PREFERABLY COMPELLING NEED TO MINIMIZE HYPOGLYCEMIA \\6 Eﬂg IGHT LSS COST IS A MAJOR ISSUE™"
SGLT2i with evidence of reducing
SGLTZi with HF and/or CKD progression in \ < -
) 5 GLP-1 RA with
GLP-1 RA praven CV0 CNOTs if eGFR adequate® DPR-4i GLE-1RA @)n) gﬁx qoud efficacy SET s -
with proven bemefit, | fe=======-=- OR -==-===-==-+ e for weight loss®
VD benefit’ if eGFR IF SGLTZi not tolerated or - g
adequate! contraindicated or if eGFR less If HbA, ‘b ¢
than adeguale’ add GLP-1 RA m’ h II “ Qﬂ Fop t'r"“ [ If HbA,, above target l [ It HbA,_ ahove target ]
with proven CVD benefit! N
< v GLP 14 SGUTZF
If HbA, above target If HbA, above SELTZi O0R OR GLP-1RA with
l A ¢ ] [ IA'&F' O] OR DPP-4i DPP-4i SGLTEF qood efficacy T sU
TID O0R 0R for weight loss*

If further intensification is required or . My n Mllnq of HE ;

patient is now unable to tolerate ? @

GLP-1 RA andior SGLT2i, chaose \:& demans ¥ ¥ ¥ 2

agents demonstrating CV safe ””5'59”% E'r class I If HbA, above target I If HbA,, above target If HbA, above target

with enefit’
Consider adding the [wg \n@ i fnot saxagliptin) in the seting v v v ] ¥ v
F

[GLP 1 R"' °" proven (i ot on GLP-1 RAJ [ Continue with addition of other agents &s outlined above ] If triple therapy required or SELTZi * Insulin therapy hasal insulin with
+ Basalinsulint andlor GLP-1 RA not folerated or lowest acquisitian cost
R ~‘ f" :ﬂ Glpwe .5 ¥ contraindicated use regimen with O0R
L\ Besal msulm l If HbA, above target l lowest risk of weight gain + Consider DPP-4i OR SGLTZ with

6\ T lowest acquisiti W
guisition cost

. QO Lp,( ¥ PREFERABLY

0\6 Y ~— Cansider the addition of SU* OR basal insulin: DOPP-&i (if not on GLP-1 RA)

+ Choose later generation SU with lower risk of hypoglycemia based on weight neutrality
+ Consider basal insulin with Lower risk of hypoglycemia® ,1,

|f DPP-4i ot tolerzted or

1. Proven CVD benefit means it has label indication of reducing CVD events. For GLF-1 A strongest 5. Low dose may be better tolerated though less well studied for CVD effects contraindicated or patient already on
evidence for liraglutide = semaglutide = exenatide extended release. For SGLTZI evidence modestly &, Choase later generation U with lower risk of hypaglycemia GLP-1RA, cautious addition of:

stranger for empaliflozin = canagliflazin. 7. Degludec | glargine U300 « glargine U100 | detemir = NPH insulin o

3 + SU* « TZ0° - Basal insulin

9

2. Be aware that SGLT2i vary by region and individual agent with regard fo indicated level of eGFR . Semaglutide = liraglutide = dulaglutide = exenafide = lixisenatide

for initation and continued use . If no specific comorbidities (i.e.. na established CVD, low risk of hypaglycemia, and lower
1. Both empaglifiein and canagliflozin have shawn reduction in HF and reduction in CKD ariority to avoid weight gain or no waight-relaled comarhidities|

progressian ia CYOTs 10.Consider country- and regian-specific cost of drugs. In some countries, T20s relatively more
& Degludec or UT00 glargire have demonstrated CVD safety expensive and JPP-ii relatively cheaper




Curare il diabete: chi sta al centro della

scenha? §°-
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Partecipazione alla cura

>

S . . . \oO

Azioni richieste ad un diabetico nel corso della V|t8épe’\°
\

A"

* Dieta (un minimo di 3 volte al giorno) 'aﬂad‘d\@\a'\

* Attivita fisica (almeno una volta al giorno) (0\\i()\:&\3@%\

- Farmaci antidiabetici orali o iniettiabili (1\§gfaﬂ9§§é§l\giomo)
A

* Altri farmaci (1-4 volte al giorno) (@ % @
. . . 0O (9 .
* Autocontrollo glicemico (variagile Fhegep%o essere 6 volte al giorno)
* Visite mediche per il con@@ﬂ@@e‘d?ﬁiabete (un minimo di 2 all’'anno)
. . A0 . .
* Visite mediche per @@Qrgp}}%anze (numero variabile)
« Esami di Iabogg&ﬁ?g{@?\eminimo di 2 volte all'lanno)
* Esami strbm?@r@a@i\‘e visite di consulenza (numero variabile)
o 9! . S . .
Nel corso della vita un diabetico deve imporsi da 100.000

a 500.000 momenti di partecipazione alla cura



Quesito n. 3 - Quanto puo ridursi la
mortalita nel diabete con un paziente b%\ge

o . ®)

educato a gestire la malattia2:°°
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Participation in empowerment program (PEP) and
¥ in T2DM

Obes Metab 2014

Survival probability
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Wong et al -

Kaplan-Meier survival estimates (All-cause mortality)
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Log-rank test: P=0.0011

0 10 20 a0 40
Survival time in months

PEP participants versus PEP non-participants (N = 27278)

All-cause mortality 0.564 0.445, 0.715 <0.001"

CVD 0.807 0.696, 0.935 0.004"
CHD 0.840 0.670, 1.054 0.132
Stroke 0.702 0.569, 0.867 0.001"
Heart failure 0.809 0.574,1.139 0.224

Sensitivity analysis, PEP completers versus PEP non-participants (N = 12 306)

All-cause mortality 0.593 0.406, 0.868 0.007"

CVD 0.716 0.571, 0.897 0.004"
CHD 0.716 0.503, 1.019 0.063
Stroke 0.773 0.558, 1.070 0.121
Heart failure 0.573 0.341, 0.961 0.035"



Participation in empowerment program (PEP) and

outcome in T2DM
Wong et al - Diabetes Care 2015

\a‘
— — _ \OO
Composite microvascular complications Retinopathy ‘ \06\0
= s . 0\6 e
RS
R 6\\6
. 8. - \O o\
. A
E E&- OG\G\' \6\\-6\
N : 0o o2
6\)\' ‘ Q(\\‘
g T GG d\ S
o -0 Log-rank test: P=0.1997 |
o (v- ~ T T T T T
e 6\ Q " Suri?va[ time in moagths N =
Neuropathy
8- g
g_
2 £
£ £ §
E 8] E"
( -
2P i
_
8. | Log-rank test: P<0.0001 § | Log-rank test: P=0.6499
) 10 20 30 40 o o 10 20 30 40 50
Survival time in months Survival time in months

Non-PEP participants ~ ——— PEP participants |




La cura del diabete tipo 2 in futuro: diabetologia di precisione con
I’ausilio della genetica, dell’intelligenza artificiale, un occhio di

riguardo per il microbiota e molto empowerment del pazic\e&t@

xO
\,a\oe ‘
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.

0\%a cura del diabete tipo 2 oggi: pochissima genetica, poca
patogenesi e fisiopatologia, molta clinica, moltissima esperienza,
infinita saggezza e troppo poco tempo a disposizione



Un altro elemento prezioso per la cura del
diabete: il tempo

c© \ ©
Ascoltare . ?\P\GQ(@QQG Raccontare
10 %O\i\@\e °
Spiegare'”, o® Capire
6(5‘6 %e‘é’\o(\

(GQ (G\‘a .

Qoé\»;\\l"‘*‘%&ﬂfu care Gestire
o ?°

E siamo stanchi di perdere tempo con quegli inutili e offensivi piani terapeutici!!!



7" Mantua s :'w;g
WORKSHOP:%h'""*
DIABETES MELLIT.US i
and Related Disorders

FROM KESEARCH FINDINGS TO CLINICAL IMPLEMENTA’ITONQ

_5.. =

e —

_ October 16- 19, 2019

Mantova
in Ottobre



	Diapositiva numero 1
	Diapositiva numero 2
	Diapositiva numero 3
	Diapositiva numero 4
	Diapositiva numero 5
	Diapositiva numero 6
	Diapositiva numero 7
	Diapositiva numero 8
	Criteri nella scelta dei farmaci antidiabetici
	Diapositiva numero 10
	Diapositiva numero 11
	Diapositiva numero 12
	Diapositiva numero 13
	Pathophysiological changes with antidiabetic drugs
	Microbiota
	Diapositiva numero 16
	Microbial communities and microbiological networks involved in saccharolytic and proteolytic metabolite production
	Metabolites derived from carbohydrate and protein fermentation by microbiota are positive and negative metabolic regulators
	Assessment of changes in clinical practice
	Diapositiva numero 20
	Diapositiva numero 21
	Diapositiva numero 22
	Diapositiva numero 23
	Diapositiva numero 24
	Diapositiva numero 25
	Diapositiva numero 26
	Further ancillary benefits of anti-diabetic agents
	Diapositiva numero 28
	Diapositiva numero 29
	Position Statement della SID sugli esami di laboratorio appropriati per le persone con diabete
	Diapositiva numero 31
	Diapositiva numero 32
	Quesito n. 2 -  HbA1c o protezione degli d’organi?
	Diapositiva numero 34
	Diapositiva numero 35
	Diapositiva numero 36
	Diapositiva numero 37
	Diapositiva numero 38
	Diapositiva numero 39
	Diapositiva numero 40
	Diapositiva numero 41
	Diapositiva numero 42
	Diapositiva numero 43
	Diapositiva numero 44
	Partecipazione alla cura
	Quesito n. 3 -  Quanto può ridursi la mortalità nel diabete con un paziente bene educato a gestire la malattia?
	Diapositiva numero 47
	Diapositiva numero 48
	Diapositiva numero 49
	Un altro elemento prezioso per la cura del diabete: il tempo
	Diapositiva numero 51



