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Diabete Mellito
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Diabete Mellito (classificazione)
un contenitore di malattie diverse

Tipo 1

Tipo 3 ?

MODY 1-2-3-4-5-6

Secondario




Classificazione del diabete

* Diabete tipo 1 * immunomediato
* idiopatico
* Diabete tipo 2 * insulino-resistenza

* insulino-deficienza
* Diabete gestazionale
 Altri tipi specifici

Prediabete:

IFG (Alterata glicemia a digiuno) e IGT (Ridotta tolleranza al
glucosio)
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Diabete Mellito Tipo 2: Storia Naturale

Insulinoresistenza

ormale
leranza al
jlucosio

Diagnosi di
Diabete di Tipo 2

=
Alterat?

NGT tolleranza al
glucosio
IFG - IGT
-10 -8 -6 -4 -2

Anni dalla diagnosi di Diabete

Adapted from UK Prospective Diabetes Study Group (UKPDS 16).
Diabetes. 1995;44:1249-1258.



Lilly Lecture 1987
The Triumvirate: B-Cell, Muscle, Liver
A Collusion Responsible for NIDDM

RALPH A. DeFRONZO

CRABETES, WOL. A¥, JUNE 1488

I e .
- -
-

# S
*
*,
Faclars responsitle lor manienance of normal glucoss @m \\
homensiass n humans -—314—1—)
_ Impalred
Insulin secretion Glucose Induced Ciepatic Eﬁt:ﬁt?:g
Stimulation of gheose uplake nsuin Secretion Production \___Hyper-
Feripheral hssues [musche) >_., Glycemla
Glucese omdation Tissue Res Cellular Basal Hyper- _ hoot
ponse Glucose pror
Monoxidative glucose disposal (ghycogen synthasis, glycalysis) To Insulin Uptake miu% Insulinemia D'EITEH
Splanchnic lissues (liver plug gut) - ransport + /
Suppression of hepabe glucose produciion —— / Iqus';lin fﬂ
I
.-'" ! ff
‘\‘h‘h‘ _____ ",_.-F" 4 f.—"f
“‘""l... II"l_.ll--:___,,.-'-""'-

-
—
Bl e———



First was «the triumvirate).....

Impaired insulin secretion

_
Hyperglicemia
/ \
Increased gluconeogenesis

(Insulin resistance) Reduced glucose uptake

(Insulin-resistance)

—




BANTING LECTURE

From the Triumvirate to the Ominous Octet: A New
Paradigm for the Treatment of Type 2 Diabetes Mellitus

Ralph A. DeFronzo

DIABETES, VOL. 58, APRIL 2009
Dacreasad
Incretin Effect
Dooreased Insulin '«.________,.-f' q'“'-,ﬁ__ rep—— ) . . e s
'::1 e 0 Lipolysis Pathogenesis of type 2 diabetes: implications for therapy
1) Effective treatment of type 2 diabetes requires multiple
Islet— cell drugs used in combination to correct multiple
: pathophysiological defects.
HYPERGLYCEMIA 2) Treatment should be based on known pathogenic
1u abnormalities and not simply on reduction of A1C.
; ) Therapy must be started early in the natural history of type
2 diabetes to prevent progressive p-cell failure.
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DPP4 DPP4-|
GLP-1 agonists GLP-1 RAs
GK agonists Bile acid sequestrants
GPRs, IL-receptor antagonist

SGLT2-1

Impalred Increased
Insulin Secretion Glucose
Reabsorption
DPP4-I
GLP-1 agonists
Glucagon receptor antagonist Increased

Lipolysls

TZDs
Dual/Pan PPARs

i 11BHSD-I
Glucagon Secretion p

4 | Decreased
Glucose
Increased HGP Uptake
Metformin \ TZDs
GK agonists Neurotransmitter Dysfunction Kietformin
Glucagon receptor antagonists Bromocriptin Dual/Pan PPARs

Modified by DeFronzo R, Diabetes Care 2013



8. Colon/biome

Abnormal microbiota;
possible decreased
GLP-1 secretion

1. Pancreatic B-Cells
4 B-Cell function
4 B-Cell mass

- § Insulin
9. Immune é FINAL COMMON
dysregulation/ N DENOMINATOR w
inflammation & &
2. 4 Incretin 3. a-Cell
effect defect
V
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10. Stomach/ 3 [ HYPERGLYCEMIA

small intestine.
Increased rate of 5

glucose absorption

Upregulation of SGLT-2 l T

11. Kidney

Increased glucose reabsorption

—
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7. Brain

Increased appetite

B, Decreased morning
Q dopamine surge
' Increased sympathetic
\tone

INSULIN RESISTANCE
6. Liver

Increased
glucose
production

Decreased
peripheral muscle
uptake
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Storia naturale del diabete di tipo 2

Pre-diabetes Diabetes e

Fasting glucose

Postprandial plasma glucose

Therapy escalation
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Insulin resistance

5 Insulin secretion
B-cell deficit =

o Time (years)
<— Yearstodecades ——>  Typical diagnosis of diabetes e

Microvascular

Macrovascular complications

Figure adapted from Ryden L et al. Eur Heart J. 2013; 34:3035-3087.



DIABETES MELLITUS -
NATURAL HISTORY

Skyler JS et al. Differentiation of Diabetes by Pathophysiology, Natural History,

and Prognosis. Diabetes. 2017

Environment
Genes (e.g., viruses, microbiome,
physical activity, dietary factors)

S RO i

Inflammation Inflammation
and autoimmunity and metabolic stress

T o N

-Cell Destruction B-Cell Dysfunction

\ Hyperglycemia /

Diabetes (Type 1, Type 2, Other Forms)

|

Complications
@? g :f
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Microvascular Complications Macrovascular Complications
Retinopathy Coronary Artery Disease
Nephropathy Periperal Arterial Disease

Neuropathy Stroke




Hazard ratios for vascular outcomes in people with vs. without diabetes mellitus
at baseline, based on analyses of 530 083 patients

Number HR (95% Cl) I (95% Cl)
of cases
Coronary heart disease* 26 505 —— 2.00 (1.83-2.19) 64 (54-71)
Coronary death Il 556 —— 2.31 (2.05-2.60) 4| (24-54)
Non-fatal myocardial infarction 14 74| —— 1.82 (1.64-2.03) 37 (19-51)
Stroke subtypes*
Ischaemic stroke 3799 — . 2.27 (1.95-2.65) I (0-20)
Haemorrhagic stroke I 183 . 1.56 (1.19-2.05) 0 (0-2¢)
Unclassified stroke 4973 —— 1.84 (1.59-2.13) 33 (12-48)
Other vascular deaths 3826 — 1.73 (1.51-1.98) 0 (0-26)
| I
| 2 4

Lancet 2018;392:477486.



Hazard ratios for coronary heart disease by clinically defined categories
of baseline fasting blood glucose concentration

Fasting blood glucose Number of Number HR (95% Cl)
concentration participants (%) of cases

Known diabetes at baseline

>7 mmol/L 13 122 (4.7%) 186 — 236 (202-276)
<7 mmoliL 5 807 (2.1%) 380 — 1.61 (1.42-1.82)

No known diabetes at baseline

>7 mmol/l 7 240 (2.6%) 452 —— .78 (1.56-2.03)
6.1 to <7 mmol/L 19 607 (7.0%) 1011 - 1.17 (1.08-1.26)
5.6 to <6.1 mmol/L 32008 (11.5%) I 631 . = [.11 (1.04-1.18)
3.9 to <5.6 mmol/L* 185 590 (66.5%) 9508 - 1.00 (0.95-1.06)
<3.9 mmol/L 15916 (5.7%) 646 —-—— 1.07 (0.97-1.18)
| | |
08 I 2 4

Lancet 2018;392:477486.



Le 4 ere della cura del diabete

Era della sopravvivenza Era del controllo dei sintomi Era del buon controllo Era della prevenzione
Treat to survive Treat to stay better glicemico per prevenire le cardiorenale
complicanze Treat to benefit

Treat to target

201
1922 Inizio 1955 Inizio 1983 1988 . 015 . 2016
i ] ) ) ) Risultati . .
terapia terapia con Risultati || Risultati EMPA. Risultati
insulinica farmaci orali DCCT UKPDS REG LEADER
1920 1930 1940 1950 1960 1970 1980 1990 2000 2010 2020

Adapted from Bonora E. presentation at «100 years of insulin»



APPROCCIO GLUCOCENTRICO

TRIALS DI INTERVENTO SUL CONTROLLO
INTENSIVO DELLA GLICEMIA: UKPDS & DCCT

PRIMARY OUTCOME:
Il miglioramento del controllo glicemico riduce le
complicanze micro e macrovascolari

. TRA
IPERGLICEMIA E COMPLICANZE
MICROVASCOLARI

O' DALL ASSOCIAZIONE EPIDEMIOLOGICA




UKPDS- the lower, the better

GLYCEMIC TARGET IN CONVENTIONAL GROUP:
FPG < 270 MG/DL = DIET

GLYCEMIC TARGET IN INTENSIVE GROUP: NO SIGNIFICANCE REACHED FOR:
FPG < 108 MG/DL = INSULIN +/-SU +/- MET

MICROVASCULAR ENDPOINTS DIABETES-RELATED DEATHS

4=
P 0.009 MACROVASCULAR ENDPOINTS
i (P = 0,052)
- "1 CONVENTIONAL
: GROUP
K INTENSIVE GROUP

UK Prospective Diabetes Study (UKPDS) Group Intensive blood-glucose control with sulphonylureas or insulin compared with conventional treatment and risk of
complications in patients with type 2 diabetes (UKPDS 33). Lancet 1998



Legacy Effect of Earlier Glucose Control

After median 8.5 years post-trial follow-up

Aggregate Endpoint 1997 2007

Any diabetes related endpoint RRR: 12% 9%
pP: 0.029 0.040

Microvascular disease RRR: 25% 24%
pP: 0.0099 0.001

Myocardial infarction RRR: 16% 15%
pP: 0.052 0.014

All-cause mortality RRR: ©% 13%

p. 044 0.007

RRR = Relative Risk Reduction, P = Log Rank
UKPDS 80. N EngJ Med 2008; 359: (Ukpds~ptm)




The Legacy Effect in Type 2 Diabetes: Impact of Early Glycemic Control
on Future Complications

A HR ($5% C1) B HR (95% CI)
65437 (5.246+7.899) o 2113 [1.847=2417)
o7 — 2580 (2.123-3.13%) o7 - 1577 1.412-1.7¢0)
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P 40654 (3 4274 033 ph < 1.5596 [1.420-1 754
C o5 —thre 2191 (1,779-2.506) § o5 - 1,268 [1,150-1 400)
s -o- 1.441 (1.246-1,666) o 1.258 {1.173-1.352)
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| ® MDAICES5% 10 <7.0% (&80 <53 mmelmob O HBATC 7.0% to <B.0% {53 to <64 mmabmob
| & FRAICE 0% 1o <D0 (64 10 <75 mmelimol  © FBATC «9.0% (>75 mmalmal)

® HbAlC 6.5% 10 <7.0% (48 to <53 meralmel) © HbATC 7.0% %0 <8.0% (53 to <64 mmolimel)
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Microvascular events Macrovascular events

Laiteerapong et al. Diabetes Care 2019



EVOLUZIONE DELLE LINEE GUIDA
TREAT TO TARGET ERA

ADA/EASD 2009 ADA/EASD 2015 ADA/EASD 2018

Cardio renal

Main Target EVENTS

Blood pressure

Ihelower;
Strategy The lower, the better Low-density lipoprotein
il Butwy/o hypoglycemia Glucose but use agents
— and weight gain | with proven safety and
. efficacy
Recommendations GLUCOSE-LOWERING ADA/ EASD 2018

DRUG EVALUATED IN RCTs: ~ ACC/AHA2019

ESC/EASD 2019

E  INSULIN
o * SULFONYLUREA
 BIGUANIDES



ACCORD- the lower, the better

7777

A Primary Outcome
251

= N
v o
| |

Patients with Events (%)
—
o
|

No. at Risk
Intensive therapy 5128
Standard therapy 5123

)
1

0.16

Standard therapy

Intensive therapy

4843
4827

4390
4262

Years

2839
2702

1337 475
1186 440

B Death from Any Cause

Patienys with Events (%)

No. at Risk
Intensive therapy 5128
Standard therapy 5123

4972
4971

4803
4700

Years

3250
3180

1748 523 506
1642 499 480

Hypoglycemia requiring assistance >> in the intensive-therapy group (P<0.001)

Action to Control Cardiovascular Risk in Diabetes Study Group; Effects of intensive glucose lowering in type 2 diabetes. N Engl ] Med. 2008




RISK >> BENEFIT

High-risk patients
with type 2 diabetes

ACCORD- the lower, the better 222

B Death from Any Cause

Subgroup

Total
Previous cardiovascular event
No
ve
Sex
Female
Male
Age at baseline
<65 yr
=65 yr
Glycated hemoglobin at baseline
<8.0%
>8.0%
Race

Nonwhite
White

No. of
Patients

10,251

6,643
3,608

3,952
6,299

6,779
3,472

4,868
5,360

3,647
6,604

No. of
Events

460

220
240

132
328

212
248

204
256

131
329

Hazard Ratio

o
— i
L]
—
L :
L] :
: L
~
L
| | | | |
0.8 1.2 1.6
D -
Intensive Standard
Therapy Therapy
Better Better

P Value

0.53

0.92

0.19

0.15

0.93

Action to Control Cardiovascular Risk in Diabetes Study Group; Effects of intensive glucose lowering in type 2 diabetes. N Engl J Med. 2008




Impact of Intensive Therapy for Diabetes:
Summary of Major Clinical Trials

Micro-
Study vascular CVvD Mortality
V V <:> V <:> U

U il & U < [

\vf

\vr

fl
&
&

009

A9 4

*in TADM; CVD, cardiovascular disease.
For trial names and references, see text. Initial trial

From Kendall DM, Bergenstal RM. @ International Diabetes Center 2009. Long-term follow-up



EVOLUZIONE DELLE LINEE GUIDA
TREAT TO TARGET (WITH CAUTION) ERA

ADA/EASD 2009 ADA/EASD 2015 ADA/EASD 2018

Cardio renal

Main Target EVENTS

I i | The lower, Blood pressure
Strategy Thelower, the better Low-density lipoprotein
Al dsedr | Butw/o hypoglycemia Glucose but use agents
andweight gain with proven safety and
efficacy
Recommendaﬁons ADA/ EASD 2015 ADA/ EASD 2018
ACC/AHA 2019

ESC/EASD 2019
Lowering of HbA1lc is not enough!!!

A DRUG SAFETY




GOAL OF TREATMENT- the lower, the better BUT IN SAFETY

Patient / Disease Features More stringent &= A1C 7% == |ess stringent

Risks potentially associated
with hypoglycemia and
other drug adverse effects :
low high
Di durati z
eass Siial o newly diagnosed long-standing | §
<
3
[¢]
-+
Life expectancy B SHSH g
2
=
o
— >
- - - m
Important comorbidities ~Dsent T severe
compllcatlons absent few / mild severe |
y | O
(o]
-+
- ———ee £
H -+
Patient preference highly motivated, excellent preference for less | &
self-care capabilities burdensome therapy |<
3
8
Rosource s andsuoport N | ¢
system readily available Iimited_ %

American Diabetes Association. Glycemic Targets: Standards of Medical Care in Diabetes-2019. Diabetes Care. 2015



CARDIOVASCULAR OUTCOMES TRIALS IN TYPE 2 DIABETES

Cefalu WT et al. Cardiovascular Outcomes Trials in Type 2 Diabetes: Where Do We Go From Here? Diabetes Care. 2018

SAVOR-TIMI 53
n =16,492
3-P MACE
EXAMINE TECOS CARMELINA CAROLINA
n=5,380 n=14,671 n=7,003 n=6,072
3-P MACE 4-P MACE 3-P MACE 3-P MACE
23| 201 2016 207 | 208 | 209 ] 2020
T A A A A A A A A A A A T A T A A T
EMPA-REG VERTIS CV CREDENCE Dapa-CKD
OUTCOME n = 8,000 n=4,464 n =4,000
n=7,020 3-P MACE ESRD, doubling 250% sustained
3-p MACE of creatinine, decline in eGFR
CANVAS Dapa-HF renal/CV death or reaching
Program n=4,500 ESRD,
n =10,142 CV death, HF DECLARE-TIMI 58 CV death, or
3-P MACE hospitalization, n=17,276 renal death
urgent HF visit 3-P MACE; CV
death + HF EMPEROR-
ELIXA LEADER FREEDOM-CVO PIONEER 6 REWIND hoseitalizaton Reduiced
n = 6,068 n=9,340 n=4,156 n=3,176 n=9,901 e
4-P MACE 3-P MACE 4-P MACE 3-P MACE 3-P MACE CV death or HF
hospitalization
SUSTAIN-6 EXSCEL HARMONY
DPP-4 inhibi n=3,297 n =14,752 Outcomes EMPEROR-
RLOT 3-P MACE 3-P MACE n =9,400 Preserved
. 3-P MACE n=4,126
SGLT2 inhibitors pmm— ACE CV death or HF
GLP-1 receptor agonists n=17,637 n=6,522 SN
‘ 3-P MACE 5-P MACE
Insulin (3-P MACE +
= IRIS hosfplte.:l::zatlon
n=2,876 uorlrstab?er
a-Glucosidase inhibitor Fatal or nonfatal :
stroke or Ml angina)



Cardioprotection of GLP-1RA

(A) GLP-1RA Placebo Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl| Year M-H, Random, 95% ClI
ELIXA 389 3034 397 3034 14.0% 0.98 [0.84, 1.13) 2015 ~

Risk of . SUSTAIN-6 608 4668 694 4672 19.6% 0.86 [0.76, 0.97] 2016 ~ @ :

ISK OT , major LEADER 108 1648 146 1649 57% 0.72 [0.56, 0.94] 2016 Vv,
adverse EXSCEL 839 7356 905 7396 23.7% 0.92[0.84, 1.02] 2017
. HARMONY OUTCOMES 338 4731 428 4732 14.2% 0.77 [0.67, 0.90] 2018 —@—

cardiovascular PIONEER-6 61 1591 76 1592  34% 0.80 [0.56, 1.12) 2019 .

events (M ACE) REWIND 594 4949 663 4952 19.4% 0.88 [0.78, 0.99] 2019 4@~
Total (95% CI) 27977 28027 100.0% 0.87 [0.81, 0.93) G - 1 3 %
Total events 2937 3309
Heterogeneity: Tau® = 0,00; Chi* = 8,35, df = 6 (P = 0.21); I* = 28% 0{5 0f7 : 1f5 3
Test for overall effect: Z=4.16 (P < 0.0001) Favours [GLP-1RA] Favours [Placebo)

(B) GLP-1RA Placebo Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% ClI
ELIXA 223 3034 211 3034 13.8% 1.06 [0.87, 1.29) 2015 —T—
SUSTAIN-6 62 1648 60 1649 5.3% 1.04[0.72, 1.49] 2016 .
LEADER 381 4668 447 4672 19.7% 0.84 [0.73, 0.97] 2016 —Q—

Risk of all cause EXSCEL 507 7356 584 7396 225% 0.86 [0.76, 0.98] 2017 —@—

. HARMONY OUTCOMES 196 4731 205 4732 13.3% 0.95[0.78, 1.17) 2018 e\l

mortality REWIND 536 4949 592 4952 225% 0.89(0.79, 1.01] 2019 ~ -

PIONEER-6 23 1591 45 1592 2.9% 0.50[0.30, 0.84] 2019 ()
o)

Total (95% ClI) 27977 28027 100.0% 0.90 [0.82, 0.98) 3 - 10 A’
Total events 1928 2144
Heterogeneity: Tau® = 0.01; Chi* =9.93, df = 6 (P = 0.13); I* = 40% ofs 037 3 5 >
Test for overall effect: Z = 2.37 (P = 0.02) Favours [GLP-1RA] Favours [Placebo]

Mannucci et al., Diabetes Obes Metab. 2020;22:203-211.



Risk of
cardiovascular

death

Risk of HHF

Cardioprotection of ISGLT-2

SGLT2i

EMPA-REG QUTCOME 7020 304
CANVAS Program 10142 453
DECLARE-TIMI 58 17160 494

Fixed Effects for CV Death (P-value=0.002)

SGLT2i

EMPA-REG QUTCOME 7020 221
CANVAS Program 10142 243
DECLARE-TIMI 58 17160 498

Fixed Effects for HHF (P-value<0.001)

1.2

oF

0.9

0.6

086

20

0

14

049

08

2561

34.3

40.6

240

256

504

2.00

2.00

-
— -
i
| i | |
0,50 1.00 1.50
Hazard Ratio
-
i
e —— —
il
[ | | |
0.50 1.00 1.50
Hazard Rafin

0,52 [0.49, 0.77)
0,87 [0.72, 1.08)
0.98 [0.82, 1.17]

0.84 [0.75, 0.94]

0.85 [0.50, 0.85]

0.67 [0.52, 0.57]

0.73[0.61, 0.88]

0.69 [0.61, 0.79]

- 16%

-31%

Zelniker et al., Circulation. 2019;139:2022-2031.



Renal protection of ISGLT-2

Events Patients RR (95% Cl)
Dialysis, transplantation, 252 38723 S E— 0-67 (0-52-0-86)
or death due to kidney disease
ESKD 335 38723 —— 0-65 (0-53-0-81)
30 % ESKD
Substantial loss of kidney function, 967 38671 B 0-58 (0-51-0-66) (renal death/dialysis/
ESKD, or death due to kidney disease renal transplantation)
Substantial loss of kidney function, 2323 38676 —— 0-71(0-63-0-82)
ESKD, or death due to cardiovascular
or kidney disease
Acute kidney injury 943 38684 —— 075 (0-66-0-85)
05 1.0 15
Favours SGLT2 inhibtor  Favours placebo

Neuen B. et al. SGLT2 inhibitors for the prevention of kidney failure in patients with type 2 diabetes: a systematic review and meta-analysis.
Lancet Diabetes Endocrinol 2019



EVOLUZIONE DELLE LINEE GUIDA
TREAT TO BENEFIT

ADA/EASD 2009 ADA/EASD 2015 ADA/EASD 2018

Cardio renal

Main Target EVENTS

5 | Ihelower; \ Blood pressure
Strategy Wild 19”-‘”1 the better Low-density lipoprotein
ik i But'wyo hypoglycemia Glucose but use agents
and weight gain ‘ with proven safety and
efficacy
Recommendations ADA/ EASD 2015 ADA/ EASD 2018

ACC/AHA 2019
ESC/EASD 2019



SID/AMD 2021 - OBIETTIVI TERAPEUTICI l l

1.1 Si raccomanda un target di HbA1c tra 49 mmol/mol (6.6%) e 58 mmol/mol (7.5%) in pazienti con
diabete di tipo 2 trattati con farmaci associati ad ipoglicemia.

Se rischio di ipoglicemia
6,6 < HbAlc<7,5%

1.2.1. Si raccomanda un target di HbA1c inferiore 53 mmol/mol (7%) in pazienti con diabete di tipo 2
trattati con farmaci non associati ad ipoglicemia.

NO rischio ipoglicemia
< 7% e RACCOMANDATA

1.2.2. Si suggerisce un target di HbAlc inferiore o uguale a 48 mmol/mol (6.5%) in pazienti con diabete
di tipo 2 trattati con farmaci non associati ad ipoglicemia.

NO rischio ipoglicemia
< 6,5% e SUGGERITA



SID/AMD 2021 - OBIETTIVI TERAPEUTICI l I

NO MALATTIA CARDIOVASCOLARE ACCERTATA

-
e

Le associazioni tra pit farmaci devono essere prescritte secondo le indicazioni delle rispettive schede tecniche.

® SU non sono da considerare Alto rischio di
un’opzione terapeutica : ipoglicemia e di morte



SID/AMD 2021 - OBIETTIVI TERAPEUTICI

MALATTIA ATEROSCLEROTICA ACCERTATA

Agonisti recettore GLP1 Inibitori SGLT2

Le associazioni tra pit farmaci devono essere prescritte secondo le indicazioni delle rispettive schede tecniche.

5.2.1. Si raccomanda I'uso di metformina, SGLT-2i e GLP-1 RA come farmaci di prima scelta per il
trattamento a lungo termine in pazienti con diabete di tipo 2 con pregressi eventi cardiovascolari e
senza scompenso cardiaco. Pioglitazone, DPP-4i, acarbosio ed insulina dovrebbero essere considerati

farmaci di seconda scelta.

Forza della raccomandazione: forte. Qualita delle prove: moderata.



SID/AMD 2021 - OBIETTIVI TERAPEUTICI
INSUFFICIENZA CARDIACA

Inibitori SGLT2

Agonisti recettore GLP1 Metformina*

| | | J

Le associazioni tra pit farmaci devono essere prescritte secondo le indicazioni delle rispettive schede tecniche.
* La metformina é controindicata in classe Ill e IV NYHA; ** Saxagliptin é associato ad un aumento di ricoveri
per scompenso cardiaco

5.2.2. Si raccomanda l'uso di SGLT-2i come farmaci di prima scelta per il trattamento a lungo termine di
pazienti con diabete di tipo 2 con scompenso cardiaco. | GLP-1 RA e metformina dovrebbero essere
considerati come farmaci di seconda scelta, mentre DPP-4i, acarbosio ed insulina come farmaci di terza

scelta.

Forza della raccomandazione: forte. Qualita delle prove: moderata.



TAKE HOME MESSAGES

* Nell’era del «treat to benefit» |la terapia del diabete deve tener conto delle
potenzialita dei farmaci oggi disponibili (GLP-1 analoghi, ISGLT2)

e Le attuali linee guida, sulla scorta di una rigorosa revisione della letteratura
scientifica, certificano la necessita di trattare i pazienti diabetici con malattia
cardiovascolare, scompenso cardiaco, nefropatia con farmaci antidiabetici di
provata efficacia su tali condizioni

* Non si deve dimenticare I'importanza del controllo glicemico (con target
personalizzati)



