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IL DIABETE ALLA LUCE DELLE NUOVE LINEE GUIDA ESC - DIABETE 2023
Approccio multidisciplinare diabete e patologie cardiovascolari
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Class | Evidence and/or general agreement Is recommended or is indicated

that a given treatment or procedure is
beneficial, useful, effective.

Cardiovascular disease Type 2 diabetes mellitus
tf; .
<)
| !
CA L)
Ll
" Type 2 diabetes mellitus? | [ " Cardiovascular disease? " Chronic Kidney discase?
L\ (Chass I)| A (Class I) A (Class I) oy
Confirmed Confirmed Confirmed
l N CVD and « J
type 2 diabetes mellitus
Type 2 diabetes mellitus Type 2 diabetes mellitus Type 2 diabetes mellitus
and ASCVD and HF and CKD
To reduce heart failure
To reduce cardiovascular risk hospitalization in all patients To reduce cardiovascular
independent of glucose control with T2DM and HF and kidney failure risk
(HFpEF, HFmrEF, HFrEF)
GLP-1 RA*) (SGLT2 inhibitor®’ /SGLTZ inhibitor® 'SGLT2 inhibitor?) (Finerenone
\_(Class) J1{ (Chssl) \ (Class I) ) \ (Class 1) '\ (Chassl) )

All theraples are recommended Independenr of glucose conrrol and
in addition to standard of care

@ESc

#ForumRisk18

Marx N, et al. Eur Heart J. 2023 Oct 14; 44: 4043-4140.
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Cardiovascular disease

2023 ESC Guidelines for the management of
cardiovascular disease in patients with diabetes
Developed by the task force on the management of cardiovascular

disease in patients with diabetes of the European Society of
Cardiology (ESC)

Type 2 diabetes mellitus

Class | Evidence and/or general agreement Is recommended or is indicated

that a given treatment or procedure is
beneficial, useful, effective.

tf; -
<)
| !
CA L)
Ll
" Type 2 diabetes mellitus? | [ " Cardiovascular disease? " Chronic Kidney discase?
(Class I) A (Class I) 4
Confirmed Confirmed
CVD and « J
type 2 diabetes mellitus
Type 2 diabetes mellitus Type 2 diabetes mellitus Type 2 diabetes mellitus
and HF and CKD
To reduce heart failure
To reduce cardiovascular risk hospitalization in all patients To reduce cardiovascular
independent of glucose control with T2DM and HF and kidney failure risk
(HFpEF, HFmrEF, HFrEF)
GLP-1 RA*| (SGLTZ inhibitor®’ /SGLTZ inhibitor<" SGLT2 inhibitor?) (Finerenone
_ (Classh) ) \ (Class 1) '\ (Chassl) )

All theraples are recommended Independenr of glucose conrrol and ‘GLP-1 RAY
in addition to standard of care \_(Chss) |

@ESc

Marx N, et al. Eur Heart J. 2023 Oct 14; 44: 4043-4140.
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company
announcement

Company will stop the once-weekly injectable semaglutide kidney outcomes trial, FLOW,
based on interim analysis

Bagsvaerd, Denmark, 10 October 2023 — Company today announced the decision to stop the kidney outcomes trial FLOW
(Effect of semaglutide versus placebo on the progression of renal impairment in people with type 2 diabetes and chronic kidney
disease).

The decision to stop the trial is based on a recommendation from the independent Data Monitoring Committee (DMC)
concluding that the results from an interim analysis met certain pre-specified criteria for stopping the trial early for efficacy.

Composite primary endpoint consisting of the following five components:

onset of persistent 250% reduction in eGFR according to the CKD-EPI equation compared with baseline
onset of persistent eGFR (CKD-EPI) <15 mL/min/1.73 m2

initiation of chronic kidney replacement therapy (dialysis or kidney transplantation)

death from kidney disease

death from cardiovascular disease

#rorumriskis 6000
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USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES \>

Pharmacologic
HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES); SOCIAL DETERMINANTS OF HEALTH (SDOH)

Approaches to
oo o Bt i 2 i o vt e LR

.
.
.
Glycemic Treatment
Glycemic Management: Choose Achievement and Maintenance of
St an d ar d S Of C are i n approaches that provide the Weight Management Goals:
efficacy to achieve goals: [ Set weight managoment goals J
. Metformin OR Agent(s) including
Diabetes—2023 T — pysmsonseonsysl st Goneal Ul stce:  Intnsve edence-
U SRR R foal medical nulrition based structured
‘L and maintain treatment goals Werapyfeating polteme! weight management
Consider avoidance of hypoglycemia a physical activity program
aximaity tole ¢ priority in high-risk individuals
ACEi/ARB)
: 1 Consider medication | | Consider metabolic
o | PREFERABLY In general, higher elficacy approaches for weight loss ENgwy
with proven SGLT2i with primary evidence of have grcalclv llkel:hood of - - -
b alaci O vpriiiion glycemic goals When choosing glucose-lowering therapies:
+ASCVD/Indicators of High Risk inthis Use S6LI21in people with an e6FR Etficacy for glucose lowering Consider regimen with high-to-very-high dual
population 220 mUmin per 1.72 m'; once initiated Very High: glucose and weight efficacy
6LP-1 RA* with praven SGLT2i* with proven should be continwed until initiation Dulaglutide (high dose),
CVD benefit CVD benefit of dialysis or transplantation Semaglutide, Tirzepalide 1 |
L ‘m'P ;R'A > n OR _cv_n;e-u— l‘ Insulin Efficacy for weight loss
| - with proven nefit i - _— 3
2 High:
T ’ - s S6LT2i nol tolerated or conlraindicated Combination Oral, Combination Vny ) 7
—H AIC above target Injectable (GLP-1 RA/Insulin) Semaglutide, Tirzepatide
L\ e g = High: High:
4 b If A1C above target, for patients on GLP-1 RA (not listed above), Metformin, Dulaglutide. Liraglutide
4 ; 3 : Loy S6LTZi, consider incorporating 3 SGLT2i. Sulfonylurea. 120 Intermediate:
« For patienls on a FLP-I.RA, consider adding S6LT2i with GLP-1 RA or vice versa Intermediate: GLP-1 RA (not listed above), SGLT2i
proven CVD benefit or vice versa DPP-4i Neutral:
. T200 eutral:
l DPP-4i, Metformin
J J l 4
et If ATC above target y

| If additional cardiorenal risk reduction or glycemic lowering needed !

ADA, Diabetes Care 2023; 46(Suppl. 1): S140-5157 600D
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2023 ESC Guidelines for the management of
cardiovascular disease in patients with diabetes

Developed by the task force on the management of cardiovascular
disease in patients with diabetes of the European Society of

Cardiology (ESC)
- N
C Patient with ASCVD or severe TOD? )
T 1
&
Sl:oringb
SCORE2-Diabetes

Very high risk High risk | Moderaterisk

<5%

Low risk

@ESC—
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asm*enfowﬁﬁl " Longer life expectancy |

Tighten glycaemic targets
but AVOID hypoglyeaemia®
HbAlc <53 mmol/mol (<7.0%)

Relax glycaemic targets
HbAlc <69 mmol/mol (<8.5%)*

=« Low hypog

@esc—

in and/or | ¥

Risk assessment for patients with type 2 diabetes based on the presence of
ASCVD/severe TOD and 10-year CYD risk estimation via SCORE2-Diabetes

\ @Eesc—
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@ESC ...

Europcan Society herps:iid
of Cardiology

vl (2023) 44, 2544 2556 CLINICAL RESEARCH

3leurheartjiehad260 Epidemiology, prevention, and health care policies

SCORE2-Diabetes: 10-year cardiovascular
risk estimation in type 2 diabetes in Europe

SCORE2-Diabetes Working Group and the ESC Cardiovascular Risk
Collaboration”*

A oo &
Original SCORE?2 algorithms: f @ 10-year CVD risk models ﬁ

Predictors: age, sex, smoking, diabetes, SBP, total and HDL cholesterol

Calibrated to predict CVD risk in:
, high and very high risk regions of Europe

v

Adaptation of SCORE?2 for individuals with type-2 diabetes: » Estimates 10-year risk of CVD events in individuals with type-2 diabetes
Added predictors: age at diabetes diagnosis, HhA1c and eGFR
—+ SCORE2-Diabetes e Discriminates risk in individuals with type-2 diabetes using conventional

CVD risk factors and those specifically related to diabetes
Data used: 229,460 individuals with type-2 diabetes from

electronic health records, diabetes registry, cohort studies « Calibrated to predict CVD risk in:
low, , high and very high risk regions of Europe
v
Validation of SCORE2-Diabetes:
External validation in 217,036 individuals with type-2
diabetes from Sweden, Spain, Malta and Croatia

¢ Aligned with SCORE? risk predictions for individuals without diabetes

* Separate risk scores for men and women with type-2 diabetes

SCORE2-Diabetes Working Group and the ESC Cardiovascular 000D
Risk Collaboration. Eur Heart J. 2023 Jul 21; 44: 2544-2556. doi:
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Development of first CVRD manifestation in patients with T2D (18%) in a large multinational
cohort study (N=772,336)* Follow-up: 4.5 years

101 " HR 2.05 for HR 2.02 for

death death

40 -
36% o HR 3.91 for CV death

a ® +\€’._ HR 3.14 for all-cause death
E _ 30 b
O & sl 24%
£
E S 20 - "
g% 18
S 9
2

™

CKD HF Stroke MI PAD

*All patients had no record of CV or kidney disease at study entry and were followed-up for a mean duration of 4.5 years,
during which 137,081 patients developed a first cardiovascular or renal disease (CVRD) manifestation.
CKD, chronic kidney disease; HF, heart failure; MI, myocardial infarction; PAD, peripheral artery disease;

Birkeland Kl et al. Diabetes Obes Metab 2020;22:1607 6boro
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Primary Prevention of Cardiovascular and Heart Failure Events With SGLT2 Inhibitors,
GLP-1 Receptor Agonists, and Their Combination in Type 2 Diabetes

Among 336,334 people with T2D and without CVD, In a cohort of 411,206 with T2D and without HF, 17,451 (4.2%)
18,531 (5.5%) experienced a MACCE.  oR (95%C) experienced an HF event. OR (95% CI)
Other combination regimens (referent) Other combination regimens (referent)
* 1 * 1
SGLT2I/GLP-1RA regimens SGLT2i/GLP-1RAregimens :
CPRD GOLD ’ 0.60 (0.26, 1.52) CPRD GOLD < —— | 0.24 (0.12, 0.81)
CPRD Aurum —_— 0.73 (0.44, 1.11) CPRD Aurum — 0.52 (0.31, 0.86)
SAIL e 0.70 (0.40, 1.34) SAIL 0.38 (0.14, 0.91)
Subtotal (I-squared = 0.0%, p = 0.928) - 0.70 (0.50, 0.98) Subtotal (I-squared = 1.5%, p = 0.362) - 0.43 (0.28, 0.64)
SGLT2i regimens SGLT2i regimens
CPRD GOLD —_— 0.89 (0.56, 1.41) CPRD GOLD T 0.51 (0.25, 0.96)
CPRD Aurum —_— 0.80 (0.69, 0.92) CPRD Aurum — 0.49 (0.40, 0.59)
SAIL L I 0.86 (0.68, 1.08) SAIL m 0.49 (0.35, 0.69)
Subtotal (l-squared = 0.0%, p = 0.820) < » 0.82 (0.73, 0.92) Subtotal (I-squared = 0.0%, p = 0.994) < 0.49 (0.42, 0.58)
GLP-1RA regimens GLP-1RAregimens
CPRD GOLD —_— 0.89 (0.59, 1.21) CPRD GOLD _— 0.76 (0.40, 1.46)
CPRD Aurum —e— 0.95 (0.80, 1.12) CPRD Aurum = 0.88 (0.74, 1.04)
SAIL — 0.90 (0.68, 1.19) SAIL - 0.69 (0.52, 0.94)
Subtotal (l-squared = 0.0%, p = 0.918) <b 0.93 (0.81, 1.06) Subtotal (I-squared = 0.7%, p = 0.365) < 0.82 (0.71, 0.95)
T I I I
3 1 3 3 1 3
decreased risk increased risk decreased risk increased risk

#Forumkisk -
Wright AK et al. Diabetes Care. 2022; 45: 909-918. LEAVIGI] > i metocisniiakinanmguiart
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Comparative effectiveness of SGLT2 inhibitors, GLP-1 receptor agonists, DPP-4 inhibitors,

and sulfonylureas on risk of major adverse cardiovascular events
The final cohort consisted of 283,998 new users of SGLT2 inhibitors, GLP-1 receptor agonists, DPP-4 inhibitors, or sulfonylureas

SGLT2 inhibitors  GLP-1 receptor DPP-4 inhibitors  Sulfonylureas
(n=46516) agonists (n=55310) (n=156134)
(n=26038)
Sociodemographic characteristics
Age, years 64-22 (10:57) 64-25 (10:75) 64-35 (10:80) 64-22 (10-86)
Laboratory and vital signs measurements
eGFR, mL/min/1.73 m’ 7823 (20-16) 77-67 (20-65) 77-73 (20-71) 77-83 (20-87)
HbA,, % 8-67 (1-83) 8-61(1-86) 8-64 (1-82) 8-58 (1-86)
Comorbidities
Albuminuria 13071 (28-1%) 7494 (28-8%) 15736 (28.5%) 43312 (27-7%)
Cardiovascular disease 4531 (9-7%) 2500 (9-6%) 5409 (9-8%) 15848 (10-2%)
Xie Y et al. Lancet Diabetes Endocrinol. 2023; 11: 644-656. 600D
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Comparative effectiveness of SGLT2 inhibitors, GLP-1 receptor agonists, DPP-4 inhibitors,

and sulfonylureas on risk of MACE: composite of stroke, myocardial infarction and all-cause mortality

The final cohort consisted of 283,998 new users of SGLT2 inhibitors, GLP-1 receptor agonists, DPP-4 inhibitors, or sulfonylureas
T ‘ INTENTION-TO-TREAT

i SGLT2i  GLP-1IRA  DPP4i

100

2 954 — Sulfonylureas
& 0.77 0.78 0.90 SU
S 904
f; i 0.86 0.86 DPP4i
= 4
: 0.99 GLP-1RA
: PER-PROTOCOL
& 754 RIS ey ST e
7 SGLT2i  GLP-1RA  DPP4i
0 1 1 1 T T [ |
0 1 2 3 4 0.77 0.77 0.88 SU
Years | ;
Number at risk -
SGLT2inhibitors 46516 30164 17160 7339 2753 0.88 0.88 DPP4i
GLP-1 receptor agonists 26038 21488 16712 10757 5071 [
DPP-4 inhibitors 55310 451/3 32113 19777 10323
Su|funylurea> 156134 137044 113232 83180 49033 ‘ 1-01 GLP-]-RA
SrOpRONIE Xie Y et al. Lancet Diabetes Endocrinol. 2023; 11: 644-656. 600D
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Comparative effectiveness of SGLT2 inhibitors, GLP-1 receptor agonists, DPP-4 inhibitors,
and sulfonylureas on risk of MACE: composite of stroke, myocardial infarction and all-cause mortality

SGLT2 inhibitors vs sulfonylureas GLP-1 receptor agonists vs sulfonylureas SGLT2 inhibitors vs DPP-4 inhibitors GLP-1 receptor agonists vs DPP-4 inhibitors |SGLT2 inhibitors vs GLP-1 receptor agonists
Hazard ratio (95% Cl) Hazard ratio (95% C1) Hazard ratio (95% C1) Hazard ratio (95% CI) Hazard ratio (95% C1)
Overall —— 0.77 (0-74-0-80) —— 078 (0.74-0-81) — 0-86 (0-82-0-89) h i 0-86 (0-82-0-90) - 0-99 (0-94-1-04)
Age, years
<65 —— 0-83(077-0.90) _— 084 (078-0.92) ——| 0.92(0-85-0.99) ——T 093(0:85-1.02) ‘ 0-99(0-90-1-08)
>65 . 0.73 (0:70-0-77) S 073 (0-69-0.78) e 0-84 (0-80-0-88) — 084 (079-0-89) = o 100 (0-94-1.06)
Race
White —— 076 (0-73-0-80) — 077 (0.73-0-81) . 0-84 (0-81-0-88) —— 085 (0-80-0-89) ——  099(0:94-1.05)
Black —_—— 0-82(074-0-90) —_—— 0-81(073-092) —a—] 0.94(0.85-1.04) ——— 094 (0:83-1:06) —4+—— 1.00(0-89-1-14)
BMI, kg/m’
30 —— 078 (0.74-0-82) —— 077 (073-0-81) —— 0-88(0:84-0-92) sy 0-87(0-82-092) =P 101(0:95-1.08)
s30 e 0:78 (0-72-0-83) —— 0-80 (0:73-0-87) il 0-82 (0-77-0-88) ——— 084 (0.77-0.92) —— 098 (0-89-1.07)
Cardiovascular disease
No —_— 0.78 (0-72-0-85) —_— 0.77 (0.71-0-85) i 0-88 (0-81-0-96) —_— 0-88 (0-80-0.96) —— 1.01(0-91-112)
Yes — 0.76 (0.72-0.79) —— 0.75 (0-71-0.80) — 0-85(0-81-0-88) — 0-84 (0.79-0.89) e ol 1.01 (0:95-1-07)
Hypertension
No — 076 (0-72-0-80) —s 078 (0-73-0-82) s 0-86(0-81-0:90) S 0-87(083-092) —e 098(092-1.04)
Yes —— 0.79 (0-73-0-85) —— 0.77 (0.70-0-84) gilbenss 0-85(0-79-0-91) —— 0-83(0-76-0-90) —te— 1:03(0:93-113)
Albuminuria
No —— 075(071-079) —— 078 (073-083) — 0-84(079-0-88) . 087(082-092) == 0:96(0-90-1-03)
Yos == 0-80 (0-75-0-86) —— 0.75(0-69-0-81) —— 0-91(0:85-0-97) . 0-85(0-78-0-91) o— 1.08(099-117)
eGFR, mL/min/1.73 m’
260 — 080 (0.76-0-84) e 078 (0.74-0-83) - 088 (084-0-92) - 0-87(0:82-0.92) —fe—  102(0:96-109)
<60 —g— 073 (0-67-0-79) = 0-75 (0-69-0-82) s 0-86 (0-79-0-92) S—y— 0-88 (0-81-0-96) S—— 0-97 (0-89-1-07)
Per-protocol - 077 (0-73-0-82) . 077 (072-0-82) o 0-88(0-83-0-93) — 0-88(0-82-0-93) —p—  1:01(0.94-1.07)
e 3 : : Y : : ) ) 06 08 10 12 06 08 10 12
06 08 ‘_1-0_’1-2 06 08 ‘_1-0_:2 0-6 08 ‘_1.(1_:2 DI Py s
Favours SLGT2 inhibitors Favours sulfonylure Favours GLP-1 receptor agonists Favours sulfonylureas Favours SGLT2 inhibitors. Favours DPP-4 inhibitors  FAVOUrs GLP-1receptor agonists. Favours DPP-4 inhibitors Favours SLGT2 inhibitors. Favours GLP-1

XieY et al. Lancet Diabetes Endocrinol. 2023; 11: 644-656. 600D
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The legacy effect of hyperglycemia and early use of SGLT-2

inhibitors: a cohort study with newly-diagnosed people with type 2 diabetes
AMD Annals; 251,339 subjects with newly-diagnosed T2D and without CVD at baseline

Poor, early glycemic control and the subsequent risk of
cardiovascular diseases (HbAIlc < 7% is the reference)

Hazard Ratio (95% Cl), p-value

1 year exposure

HbA1c (%) 7.1-8.0 5 1.14 ( 1.10-1.19) <.0001

HbA1lc (%) >8.0

H
' ‘o 1.19( 1.14-1.26) <.0001

2 years exposure

HbAlc (%) 7.1-8.0 - 1.17( 1.12-1.22) <.0001

HbA1lc (%) 8.0 i N 1.26  1.19-1.33) <.0001

3 years exposure

HbAlc (%) 7.1-8.0 o HE 1.20 ( 1.15-1.25) <.0001
HbA1c (%) >8.0 i Cl 1.33 ( 1.25-1.41) <.0001
Ref. HbALc (%) 7.0 05 0.6 07 0.8 09 1 111213 14 15 1.6 1.7 1.8 1.9 2

SGLT-2i, introduced in the first two years, attenuate the
phenomenon of legacy effect (HbAlc < 7% is the reference)

Stratificarlon for SGI T21 (User: black; Not user: grey)

HbAlc (%) 7.1-8.0

HbA1c (%) >8.0

HbAlC (%) 7.1-8.0

HbA1c (%) >8.0

HbAlc (%) 7.1-8.0

HbA1c (%) >8.0

Raf. HbAlc (%) 7.0

Harzard Ratlo (95% C1), p-value

1 year exposure
2 e i () 1.15( 1.11-1.20), <.0001
+ 0.98(0.76-1.26),0.85
' p:0.006 —
. 1.22(1.16-1.29),<.0001
H
+ 0.86 (0.65-1.15),0.37
2 years exposure 3 () 1.19( 1.14.1.24), <.0001
:
H
I 0.92(0.71-1.19),0.51
p: 0.003 —
4 o+ 1.29(1.22-1.36).<.0001
H
P . HE 0.78(0.58-1.06),0.11
______ ;w);a'r_s_-.e;p.o_su.ne- o F = 1.20(1.15-1.26), <0001
,- ‘ 1.09(0.83-1.44),0.54
) p:0.46 —
H [ 1.34( 1.26-1.43), <0001
: . ' [ 1.12(0.82-1.52),0.48
H
H
' A ' ' '
05 1 15 2 25

Ceriello A et al. Lancet Regional Heatth - Europe. 2023; 31: 100666
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USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES
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Goal: Cardiorenal Risk Reduction in High-Risk Patients with Type 2 Diabetes (in addition to comprehensive CV risk management)* (—

+ASCVD/Indicators of High Risk

GLP-1 RA* with proven @
CVD benefit

SG6LT2i* with proven

SeLrze
with proven
HF benefit
in this
population

PREFERABLY
SGLT2i* with primary evidence of
reducing CKD progression

Use S6LIZ1 in people with an e6HR
220 mUmin per 1.73 m’; once initiated
should be continwed until initiation

Glycemic Management: Choose
approaches that provide the
efficacy to achieve goals:
Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve
and maintain treatment goals
Consider avoidance of hypoglycemia a
priority in high-risk individuals

In general, higher efficacy approaches
have greater likelihood of achieving
glycemic goals
Efficacy for glucose lowering
Very High:

Dulaglutide (high dose),

\

Achievement and Maintenance of

Weight Management Goals:
[ Set weight g goals ]
General lifestyle advice: Intensive evidence-
medical nulrition based structured
therapyleating patterns/ weight management
physical activity program
Consider medication Consider metabolic
for weight loss surgery

When choosing glucese-lowering therapies:
Consider regimen with high-to-very-high dual
glucose and weight efficacy

CVD benefit of dialysis or transplantation Semaglutide, Tirzepatide 1 |
_ﬁl-P ; R—A D h— R _cv_n ;e - "' l— Insulin Efficacy for weight loss
| -1 RA with proven nefit e 2s 0y "
L' "4 High:
; . - : S6LT2i nol tolerated or conlraindicated %)T:::;:TYG??}I%‘:: ::lli:;' Semagmz. ITgimpalidz
I If A1C above target i
L My g S High: High:
I" If A1C above target, for patients on GLP-~1 RA (not listed above), Metformin, Dulaglutide. Liraglutide
, ey : o S6LIZi, consider incorporating 3 S6LT2:. Sutfonylurea. TZ0 Intormediate:
« For patients on a I.ELP-I.RA. consider adding SGLT2i with GLP-1 RA or vice versa it GLP-1 RA (not listed above), SGLT2i
proven CVD benefit or vice versa L %
s DPP-4i Neutral:
: l v} DPP-4i, Metformin
J' h 4 v ‘L
| If additional cardiorenal risk reduction or glycemic lowering needed If A1C above target ’

#ForumRisk18

ADA, Diabetes Care 2023; 46(Suppl. 1): S140-S157
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Age- and sex-adjusted HRs for all-cause mortality according to age at diagnosis of diabetes using data from 1515718 participants,
in whom deaths were recorded during 23-1 million person-years of follow-up.

Estimated years of life lost by age at diagnosis of T2DM compared with people without diabetes

Male, all causes Female, all causes
181 Ageat diagnosis 18- - ,
o ‘i‘“;’?‘“"“") : Life expectancy associated
3 164 » ° ° o
‘ - 40 ] with different ages at diagnosis
- ‘ SO ° ° .
g 11 o 60 & of type 2 diabetes in high-
2 14 s 2 n- income countries: 23 million
© C_ | [_E {
o] + -
§ 04 3 g @l person-years of observation
Ess 8- £ g
B o
o 6+ » 6
$ 3
4 4
2+ 24
o . ]. 5 . . . . . o S l. . o 1 1 1 1 1 U | U U 1
40 45 50 55 60 65 70 75 8 8 90 95 40 45 50 S5 60 65 70 75 8 8 90 95
Age at risk (years) Age atrisk (years)

#ForumRisk13
Emerging Risk Factors Collaboration, Lancet Diabetes Endocrinol, Published online September 11, 2023 ﬁ o ° et
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Glucometabolic outcomes of GLP-1 receptor agonist-based therapies in
patients with type 2 diabetes: a systematic review and network meta-analysis

Network meta-analysis results for change from baseline in a. HbAlg, b. fasting plasma glucose (FPG),
and c. post-prandial glucose (PPG) compared with placebo.

New GLP-1RA-based
treatments are highlighted in
black,
) BIAsp30 St
Dulaglutide 3 mg Basal-bolus insulin

Basal insulin + SU

Basal insulin

Tirzepatide 5 mg

iGlarLixi Tirzepatide 15 mg

Placebo Tirzepalide 10 my

Semagiutide 2 mg SGLT2i + GLP-1 RA

SGLT2i

New GLP-1RA-based treatments are highlighted in black,

»

Comparison: other vs 'Placebo’
(Random Effects Model) MD 95% CI

Treatment

Tirzepatide 15 mg
Tirzepatide 10 mg
Tirzepatide 5 mg
Basal insulin + SU
iDeglLira
Basal-bolus insulin
iGlarLixi

SGLT2i + GLP-1 RA
BlAsp30
Semaglutide 2 mg
Dulaglutide 4.5 mg
Dulaglutide 3 mg
Basal insulin
GLP-1 RA
SGLT2i

-
E R
E R
-

2.00 [-2.22: -1.78)
-1.86 [-2.09; -1.63]
-1.63 [-1.87; -1.39)
-1.62 [-2.36; -0.88]
-1.60 [-1.88; -1.33]
-1.60 [-2.22: -0.98]
-1.52 [-1.82; -1.22)
1.31 [-1.71; -0.91]
5 [-1.87; -0.63]
9 [-1.78; -0.59)
1 [-1.51; -0.70]
0 [-1.41; -0.59]
0 [-1.16; -0.65]
-0.89 [-1.13; -0.64]
-0.46 [-0.86; -0.06)

-2.5

2 156 -1 05 O

HbA1c difference (%)

#ForumRisk18

Caruso | et al., EClinicalMedicine 2023;64:102181
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Glucometabolic outcomes of GLP-1 receptor agonist-based therapies in

patients with type 2 diabetes: a systematic review and network meta-analysis

Network meta-analysis results for change from baseline in a. HbAlc, b. fasting plasma glucose (FPG),

SIS
%

Treatment

iGlarLixi

iDeglLira
Tirzepatide 15 mg
Tirzepatide 10 mg
Basal insulin
Basal insulin + SU
Basal-bolus insulin
Tirzepatide 5 mg
SGLT2i + GLP-1 RA
BlAsp30
Dulaglutide 4.5 mg
Semaglutide 2 mg
SGLT2i
Dulaglutide 3 mg
GLP-1 RA

and c. post-prandial glucose (PPG) compared with placebo.

Comparison: other vs ‘Placebo’
(Random Effects Model)

_-_

_._
—-
——

——
—

_._
—.—

_._

[ T T T T T T

-70 -60 -50 -40 -30 -20 -10 0
FPG difference (mg/dL)

MD 95% CI

-52.61 [-62.10; -43.11]
-51.13 [-60.41; -41.84)
-49.26 [-56.37; -42.16)
-47.18 [-54.68, -39.69)
-45.59 [-53.74; -37.43)]
-45.41 [-73.57; -17.25)
-42.14 [-61.88; -22.40)
-40.05 [-47.84; -32.26)
-39.50 [-53.54; -25.47)
-35.31 [-56.28, -14.33)
-26.53 [-39.05; -14.02)
-26.03 [-45.48; -6.58)
-24.79 [-38.42; -11.16)
-22.78 [-35.30; -10.27)
-20.63 [-28.10; -13.16)

New GLP-1RA-based treatments are highlighted in black,

»

\ 4

Treatment

iGlarLixi

SGLT2i + GLP-1RA —}—

Tirzepatide 15 mg
Tirzepatide 10 mg
iDegLira
Tirzepatide 5 mg
Dulaglutide 4.5 mg
SGLT2i

GLP-1 RA
Dulaglutide 3 mg
Basal insulin

Comparison: other vs 'Placebo’
(Random Effects Model)

_._

_._
_._
+
-
_._

—

I T T T

80 60 40 20 O
PPG difference (mg/dL)

MD 95% CI

-79.37 [-91.85; -66.89]
-61.67 [-85.31; -38.03)
-56.97 [-67.18; -46.75)
-62.27 (-62.48; -42.05)
-46.42 [-61.36; -31.47)
45,51 [-55.72; -35.30)
-35.42 (-52.22; -18.62]
-34.85 [-58.53; -11.17)
-33.95 [-44.43; -23.46)
-32.19 [-48.94; -15.44)
-16.37 [-27.38; -5.36)

#ForumRisk18

Caruso | et al., EClinicalMedicine 2023;64:102181
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p— PREFERABLY
with proven SGLT2i* with primary evidence of
ASCY 3 ErSTes HF benefit reducing CKD progression
Diindicators of High Risk in this Use SELIZi in people with an eGHR
population 220 mUmin per 1.73 m’; once initiated
GLP-1 RA* with praven SGLY2i* with proven SMU’WPE continued until initiation
£VD benefit CVD benefit Y ‘_'“{"_“5:"’:"“_‘"*_"“: -

GLP-1 RA with proven CVD benefit if
S6LT2i nol tolerated or conlraindicated

I 1f A1C above target
8 s 3

I
4 p If ATC above target, for patients on
« For patient 6LP-1RA ider adding SGLT2i with SGLIZi, consider incorporating a
or patienis on a <l . CONSIOer againg Wi GLP-1 RA or vice versa

proven CVD benefit or vice versa

w— |

| If additional cardiorenal risk reduction or glycemic lowering needed ;—
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USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES \>

HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES); SOCIAL DETERMINANTS OF HEALTH (SDOH)

Goal: Cardiorenal Risk Reduction in High-Risk Patients with Type 2 Diabetes (in addition to comprehensive CV risk management)* (— a

Glycemic Management: Choose
approaches that provide the
efficacy to achieve goals:
Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve
and maintain treatment goals

Consider avoidance of hypoglycemia a
priority in high-risk individuals
|

In general, higher efficacy approaches
have greater likelihood of ach

[T
INEITH BEASSESS
A8 IIONTY TRLATHONT

(3 )

of

Achie an

4 Mai
Weight Management Goals:

[ Set individualized weight management goals ]

General lifestyle advice: Intensive evidence-
medical nulrition based structured
therapyleating patterns/ weight management
physical activity program
Consider medication Consider metabolic
for weight loss surgery

~/

glycemic goals ‘ When choosing glucose-lowering therapies:
Efficacy for glucose lowering Consider regimen with high-lo-very-high dual
Very High: glucose and weight efficacy
Dulaglutide (high dose),
Semaglutide, Tirzepalide |
Insutin Efficacy for weight loss
Combination Oral, Combination Very High:
Injectable (GLP-1 RA/Insulin) Semaglutide, Tirzepatide
High: High:
GLP-1 RA (not listed above), Metformin, Dulaglutide. Liraglutide
SOLT2i. Sulfonylurea. 120 Intermediate:
Intermediate: GLP-1 RA (not listed above), SGLTZi
DPP-4i Neutral:
DPP-4i, Metformin
l e I
A 4

If A1C above target

|

#ForumRisk18

ADA, Diabetes Care 2023; 46(Suppl. 1): S140-S157
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Glucometabolic outcomes of GLP-1 receptor agonist-based therapies in
patients with type 2 diabetes: a systematic review and network meta-analysis

Network meta-analysis results for change from baseline in bodyweight (BW) compared with placebo.

Treatment

Tirzepatide 15 mg
Tirzepatide 10 mg
SGLT2i + GLP-1 RA
Tirzepatide 5 mg
Dulaglutide 4.5 mg
Semaglutide 2 mg
SGLT2i
Dulaglutide 3 mg
GLP-1 RA
iGlarLixi

iDeglLira

Basal insulin
Basal insulin + SU
BlAsp30
Basal-bolus insulin

New GLP-1RA-based treatments are highlighted in black,

Comparison: other vs 'Placebo’
(Random Effects Model)

=
=

[ I 1

-10 -5 0 5
BW difference (kg)
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MD 95% ClI

-10.08 [-10.45
-8.27 [-8.66

-5.47 [-6.16;
-5.45 [-5.85;
-3.61 [-4.08;
-3.53 [-4.36:

-3.44 [-4.11

-3.16 [-3.62;
2.63 [-2.96;
0.05 [-0.37;
0.10 [-0.34;
152 [ 1.13;
1.65 [ 0.02;
1.95 [ 1.10;
360 [ 2.66;

;1 =9.72]
; =7.88]
-4.79]
-5.08)
-3.15)
-2.70]
y -2.77]
-2.69]
-2.29]
0.46]
0.54]
1.91]
3.27]
2.79]
4.54)

#ForumRisk18

Caruso | et al., EClinicalMedicine 2023;64:102181
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Treating chronic diseases without tackling excess adiposity promotes multimorbidity

In recent decades (eg, 2000 to present) the burden of 3

excess adiposity has risen across the life course Presence of excess Greater risks of second,
compared to previous decades (eg, before the 1990s) adiposity for longer third, and subsequent
and later in life comorbidities and

Differences in patterns due to reasons i-iv S
Excess adiposity p| Symptoms due to

=

ke > present for longer effects of excess

= and later in life in adiposity that are :
more people with - Metabolic
one condition + Physical

« Haemodynamic
» Inflammatory

Age « Cellular
AN J
N
—— 2000 to present Solution
— 1980-99 Target weight management much earlier in many
chronic conditions and upscale preventive policies
Sattar N, et al. Lancet Diabetes Endocrinol 11: 58-62, 2023 600D -
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Treating chronic diseases without tackling excess adiposity promotes multimorbidity

REASONS FOR DIFFERENT AGE TO WEIGHT PATTERN IN SUBSEQUENT DECADES:

* Obesity has increased in general (change in food and activity environments)
* Faster increase in average weight at younger age
* QOverall reduction in smoking with other factors (such as obesity) becoming larger contributors to disease development

* The development of better care for many chronic disease (such as many cancers, autoimmune disease, and heart failure)
allows longer living

* Mortality for CV and other conditions has reduced, due to better primary and secondary prevention, leading to people living
longer with chronic conditions

GREATER LIFETIME EXPOSURE TO EXCESS ADIPOSITY AND CONSEQUENT RISE IN DEVELOPMENT OF
OTHER CONDITIONS LINKED TO EXCESS ADIPOSITY

#rorumriskis 6000

Sattar N, et al. Lancet Diabetes Endocrinol 11: 58-62, 2023
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Cardiovascular-kidney-metabolic (CKM) health reflects the interplay among metabolic risk factors, chronic
kidney disease, and the cardiovascular system and has profound impacts on morbidity and mortality

Nonmetabolic
etiologies of

/ hypertension

Stage 0: Stage 1: Stage 2: ~~ Stage3: =~
No Risk Factors Excess/Dysfunctional Metabolic Risk /" Subclinical CVD in
e Adipose Tissue Factors and CKD 'CKM Syndrome ,
® Hypertension [ e~
2L H T Metabolic
~~ m TPe’)

-
&5

o

fo
£ssenli

Overweight/obesity
Abdominal obesity
Impaired glucose

\\_' |
Type2 Moderate- to
diabetes high-risk CKD

{
[

tolerance

A focus on 7
primordial prevention / .
and preserving Nonmetabolic ' Risk equivalents of subclinica KM Stage 3: '
cardiovascular health etiologies of CKD Sk d 5 CKD or by KDIGO heat map)
#rorumriskis —
Ndumele CE et al., Circulation, 14 novembre 2023 600D -
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Cardiovascular-kidney-metabolic (CKM) health reflects the interplay among metabolic risk factors, chronic
kidney disease, and the cardiovascular system and has profound impacts on morbidity and mortality

Stage 0 CKM: normal weight, normal glucose, normal blood pressure, normal lipids, normal kidney function, and no
evidence of subclinical or clinical CVD

Stage 1 CKM: excess adipose tissue, dysfunctional adipose tissue, or both. Excess adiposity is identified by either weight or
abdominal obesity, and dysfunctional adipose tissue is reflected by impaired glucose tolerance and hyperglycemia

Stage 2 CKM: metabolic risk factors (hypertriglyceridemia, hypertension, metabolic syndrome, or type 2 diabetes),
moderate- to high-risk chronic kidney disease (CKD), or both

Stage 3 CKM: subclinical CVD with overlapping CKM risk factors (excess/dysfunctional adipose tissue, metabolic risk factors,
or CKD) or those with the risk equivalents of very high-risk CKD or high predicted risk using the forthcoming CKM risk
calculator

Stage 4 CKM: individuals with clinical CVD (coronary heart disease, HF, stroke, peripheral artery disease, or atrial brillation)
overlapping with CKM risk factors

#ForumRisk18 : :
Ndumele CE et al., Circulation, 14 novembre 2023 600D bl i
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IELY hatps//dol.org/10.1093 curhearty/chad192

@ ESC o vewsjourns oz 0,198 ESC GUIDELINES
= GLP-1RA and SGLT2i alone are

2023 ESC Guidelines for the management of recommended as first-line treatment in
cardiovascular disease in patients with diabetes .ga : . : .
specific population, including people with

Developed by the task force on the management of cardiovascular

disease in patients with diabetes of the European Society of established or high risk of CVD, HF, or CKD.
Cardiology (ESC)
__— e : \“"/r\\ -
.ﬂ_\nh\b\w’ and/or /| R . . .
G L1 RA ® For patients with T2D at very high

S
\ass IIb) (07 N\
(& S / 7} /04/ \
. o — & 6, N
- & \

cardiovascular risk (

the dual therapy with a GLP-1RA
and an SGLTZ2i to reduce cardiovascular

risk independent of glucose control is
among the ESC recommendations.

Risk assessment for patients with type 2 diabetes based on the presence of
ASCVD/severe TOD and |0-year CVD risk estimation via SCORE2-Diabetes

@Eesc—
Marx N, et al. Eur Heart J. 2023 Oct 14; 44: 4043-4140. 6000
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GLP-1 RA + SGLT2i combination vs other combinations

87,201 people withT2DM from Danish registries

* GLP-1RA +SGLT2i combination resulted in greater 5-year risk reduction of all-cause mortality, heart failure,
end-stage kidney disease, and >50% eGFR decline compared to other (GLP-1 RA or SGLT2i) combinations

I Dual DPP-4i/SU/TZD I GLP-1RA + SGLT2i GLP-1RA + DPP-4i/SU/TZD BB SGLT2i + DPP-4i/SU/TZD
N=29,150 N=14,831 N=20,417 N=22,803
All-cause mortality Heart Failure Hospitalization
Estimate (95% CI) Estimate (95% CI)

Dual DPP-4i/SU/TZD l Reference Dual DPP-4i/SU/TZD l Reference

GLP-1RA + SGLT2i . 0.78 (0.74, 0.82) GLP-1RA + SGLT2i —o— 0.93 (0.87, 1.00)

0.86 (0.78, 0.95) 1.06 (0.95, 1.18)

SGLT2i + DPP-4i/SU/TZD —0— 0.93 (0.86, 1.01) SGIT2i + DPP-4i/SU/TZD —— 0.98 (0.87, 1.09)
OjS 1.0 ' 210 0:5 1.0 l ZjO

S-year absolute risk ratios S-year absolute risk ratios
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GLP-1 RA + SGLT2i combination vs other combinations

87,201 people withT2DM from Danish registries

* GLP-1RA +SGLT2i combination resulted in greater 5-year risk reduction of all-cause mortality, heart failure,
end-stage kidney disease, and >50% eGFR decline compared to other (GLP-1 RA or SGLT2i) combinations

Il Dual DPP-4i/SU/TZD [ GLP-1RA + SGLT2i GLP-1RA + DPP-4i/SU/TZD | SGLT2i + DPP-4i/SU/TZD
N=29,150 N=14,831 N=20,417 N=22,803
End-stage renal disease eGFR decrease >50% from baseline
Estimate (95% CI) Estimate (95% CI)
Dual DPP-4i/SU/TZD l Reference Dual DPP-4i/SU/TZD l Reference
GLP-1RA + SGLT2i —o— 0.12 (0.09, 0.15) GLP-1RA + SGLT2i 8- 0.52 (0.45, 0.59)
0.53 (0.34, 0.82) 0.92 (0.72, 1.17)
SGLT2i + DPP-4i/SU/TZD ——e—— 0.71 (0.39, 1.30) SGLT2i + DPP-4i/SU/TZD —&  0.88(0.72, 1.08)
oos o5 10 20 00s 05 10 20

S-year absolute risk ratios S-year absolute risk ratios
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SGLT2i & GLP-1 RA combination therapy could be used in patients with
ASCVD or Chronic
Indicators of Heart Failure kidney
high risk jisea
BUT
Caution is warranted in older frail individuals
Cost (particularly) of GLP-1 RA would need to fall by >> to be cost-effective
600D
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ESC GUIDELINES

@ ESC Evropean Heart Journal (2023) 00, 1-37
Curop eartyehad19?
of Cardiol

UFOPEON SOCIEty hrrpsciido arg/ 10 109 /eurheartyiehad 197
{ Cardiology

2023 ESC Guidelines for the management of
cardiovascular disease in patients with diabetes
Supplementary data

Developed by the task force on the management of cardiovascular
disease in patients with diabetes of the European Society
of Cardiology (ESC)

A correlation with albuminuria
has also been reported
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Pathophysiology of coronary microvascular dysfunction

—

Risk factors

Hypertension o Oxidative
stress

Dyslipidaemia

Obesity and o -
Q metabolic ? ETI
syndrome

»

|

J
@ Female Sex >

Dl

Vascular
inflammation

Cardlomyocyte
death and collagen
deposition

+ Endothelium-
dependent
vasodilation

4 Microvascular
resistance and
{ CBF

Coronary microcirculation
(<500 pum) including

pre-arteriolar vessels, intramural

arterioles and capillaries

Myocardial ischaemia

@ESC—
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Marx N, et al. Eur Heart J. 2023 Oct 14; 44: 4043-4140.
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Microvascular complications as predictors of all-cause mortality, major vascular outcomes and ESRD in T2DM

. - . . .
All-cause mortality Major CV events HF hospitalization
1 1
- & 1 104 10~ |
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Garofolo M. et al., Unpublished data
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Mortality, cardiovascular outcomes and “microvascular burden” in TIDM
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The impact of diabetic
nephropathy and severe
diabetic retinopathy on chronic
limb threatening ischemia risk in
individuals with TIDM: a
nationwide, population study
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Kidney failure,

g
5
t’ SDR+ . .
5 Kidney failure, SDR+ 37.9
§ 20
e -
S Macro, SDR+ 15.6
‘o Macro, SDR+
.5
S s Micro, SDR+ Micro, SDR+ 11.9
§ Macro, SDR-
Q
Normmo, SDR+
Pty Macro, SDR- 8.7
0 Nomo, SDR-
5 ; i S % Normo, SDR+ 4.8
; Follow-up time (years)
Number at risk .
Micro, SDR- 3.2
Kidney failure, SDR+ 289 166 91 14
Macro, SDR+ 473 410 312 23
Macro, SDR- 135 120 97 4
Micro, SDR+ 265 234 195 3 Normo, SDR- 1
Micro, SDR- 297 291 243 1
Normo, SDR+ 378 356 296 6
Normo, SDR- 2496 2442 1921 23
’ A{ i 0
Harjutsalo V. et al., Lancet Regional Health — Europe 100594, 2023 600D

Del presente documento & severamente vietata ogni abusiva duplicazione, riproduzione, trasmissione o diffusione in pubblico, ai sensi della Legge n. 633/1941 e dell’Art. 25-novies, D.Lgs. n. 231/2001

O X

21-24 NOVEMBRE 2023
AREZZO0 FIERE E CONGRESSI

u www.forumriskmanagement.it




\
[/7\

Forum Risk Management

\' // sanita ®salute

21-24 NOVEMBRE 2023
AREZZO0 FIERE E CONGRESSI

—
[/7\
21-24 NOVEMBRE 2023
'{‘—"""'/)s AREZZO FIERE E CONGRESS!

O

unite for diabetes

Grazie per Pattenzione
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