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Today - Topics

'] Diabete e rischio CVD
] Effetto dellariduzione della glicemia su CVD
11 CVOTs: studi di sicurezza

1 Impatto sulle Linee Guida in paziente con CVD
pregressa

1 Impatto sulle Linee Guida in un paziente senza
CVD pregressa



Type 2 diabetes is associated with a decrease in life
expectancy from CV causes

Estimated future years of life lost due to diabetes
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Adapted from The Emerging Risk Factors Collaboration. N EnglJ Med 2011



RCTs di trattamento intensivo
UKPDS, ACCORD, VADT, ADVANCE

14% CVD risk reduction
Limitation # 1: takes long time

Limitation # 2. hypoglycemia



Rosiglitazone e
la meta-analisi di Steven Nissen



Diabetes and Cardiovascular Disease:
The Perfect Storm
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Effect of Rosiglitazone on the Risk of Myocardial Infarction

JUNK 14, 2007

VOL, 336 MO, 24

and Death from Cardiovascular Causes

Steven £, Nissen, M.D, &

athy Wolski, M.P.H

Table 4, Rates of Myocardial Infarction and Death from Cardiovascular Causes.

Study

Myocardial infarction

Small trials combined

DREAM

ADOPT

Overall

Death from cardiovascular causes
Small trials combined

DREAM

ADOPT

Overall

Rosiglitazone Group

Control Group

no. of events/total no. (%)

44/10,285 (0.43)
15/2.635 (0.57)
27/1,456 (1.85)

25/6,845 (0.36)
12/2,635 (0.46)
2/1,456 (0.14)

22/6106 (0.36)
9/2634 (0.34)
41/2895 (1.42)

7/3980 (0.18)
10/2634 (0.38)
5/2895 (0.17)

Odds Ratio
(95% CI)

1.45 (0.88-2.39)
1.65 (0.74-3.68)
1.33 (0.80-2.21)
1.43 (1.03-1.98)

2.40 (1.17-4.91)
1.20 (0.52-2.78)
0.80 (0.17-3.86)
1.64 (0.98-2.74)

P Value

AVANDIA

A PERFECT STORM

ource: Nissen SE. Wolski K. N Enal J Med 2007: 356: 2457-2471



Come nascono | CVOTs



2008: Il mandato FDA/CHMP

“Gli sponsor sono tenuti a dimostrare che una nuova terapia antidiabetica non aumenta
il rischio CV in misura inaccettabile.”

Confronto di eventi CV tra Prodotto Sperimentale (PS) e controllo — attraverso una meta-analisi di studi di
Fase 2/3 o un ampio RCT - per mostrare:

Limite superiore del 95%

Cl per HR Conclusione

>1.8 PS non approvabile

>1.3t0<1.8 Necessita di uno studio clinico post marketing che dimostri
un HR<1.3

<1.3 Uno studio clinico post marketing puo non essere
necessario

1. Food and Drug Administration. 2008. Guidance for industry. Diabetes mellitus — evaluating cardiovascular risk in new antidiabetic therapies to treat type 2 diabetes. Food and Drug Administration web
site. Available at: www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCMO071627 .pdf. Accessed 17 March 2013



Considerazioni metodologiche

Efficacy trials vs. safety trials

Aim Demonstrate CV benefit Demonstrate CV safety
inimi 1c diffi
Aim of treatment Maximize HbA1c difference M|n|_m|z_e e
(equipoise)
Comparator Usually active drug Usually placebo

Study population High proportion of patients High proportion of patients

without CvVD/CKD with CVD/CKD
Primary endpoint Heterogeneous MACE
Study duration Pre-specified Event driven

Primary analysis Superiority Non inferiority



SAVOR-TIMI 53

CVOTs e dintorni .....

n=16,492
3-P MACE
EXAMINE TECOS
n=5,380 n=14,671
3-P MACE 4-P MACE
EMPA-REG
OUTCOME
n=7,020
3-P MACE
CANVAS
Program
n=10,142
3-P MACE
ELIXA LEADER FREEDOM-CVO
n= 6,068 n=9,340 n=4,156
4-P MACE 3-P MACE
SUSTAIN-6
n=3,297
Ope-4 Inhibivors 3-P MACE
SGLT2 inhibitors
DEVOTE
GLP-1 receptor agonists n=7,637
3-P MACE
Insulin
32D IRIS
n=3,876
a-Glucosidase inhibitor Fatal or nonfatal
stroke or MI

CARMELINA CAROLINA
n=7,003
3-P MACE
3y
PIONEER 6 hospitalization Reduced
n=3,176 n=9,901 n =2,850
3-P MACE 3-P MACE CV death or HF
hospitalization
EXSCEL HARMONY
n=14,752 Outcomes EMPEROR-
3-P MACE n =9,400 Preserved
3-P MACE n=4,126
ACE CV death or HF
n=6522 hospitalization
5-P MACE
{3-P MACE +
lization
for HF or
unstable
angina)

Cefalu WT Diabetes Care 2018



| risultati dei CVOTs



GLP1 Receptor Agonist Trials

Lixisenatide  Liraglutide Semaglutide Exenatide ER Albiglutide
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P vwun yotue
Prmary ' ‘ 0om 0 - oo
composite
MACE
HR: 0.93
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| risultati dei CVOTs
....... e le ricadute



DIAGNOSI

‘ Metformina l: .
Insulina
l ¥
Metformina +
STANDARDITALIANI pppsi || __Pio || serzi || oLPira | f€
PER LA CURA DEL 1
DIABETE MELLITO Metformina +
2018 DPP4i Pio SGLT2i GLP1RA
DPP4j
| aa |||[ ae ||| act ||| aer |
[ Pio ] ||[ oprai | ||[ oprai |||[ P ]
SGLT2i
SGLT2i SGLT2i Pio sGLT2i || [€
| ||| ]l mnl |
| _su_ ||| eLPira ||| GLP1RA | [ su ]
[ su |||[ su |

Nei pazienti con pregressi eventi cardiovascolari maggiori SGLT-2 inibitori, GLP-1 agonisti a
lunga durata d’azione e pioglitazone devono essere considerati farmaci di prima scelta, salvo
controindicazioni. InA



M an ageme nt Of Hy.p er glyc emi a Melanie J. oav:es,‘-" David A. D'Alessio,”

in Type 2 Diabetes, 2018.

Judith Fradkin,* Walter N. Kenan,”
Chantal Mathieu,” Geltrude Mingrone,”*
Peter Rossing,”° Apostolos Tsapas,™*

A Consensus Report by the Deborah 1. Wexler,"*? and John B. Buse™*
American Diabetes Association
(ADA) and the European Association

for the Study of Diabetes (EASD) Davies MJ et al Diabetes Care, 2018

https://doi.org/10.2337/dci18-0033

GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH
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Consensus ADA EASD 2018

Use principles in Figure 1 9
-—
not tolerated

o [
"lﬂﬂ“km

Continue unless I to adjust dose/stop metformin with declining eGFR)
. mm-mnnmmudmmm (See below)
If 3t HBA,_ target:

« If already on dual therapy, or multiple glucose-lowering therapies and not on an SGLT2i or GLP-1 RA, consider switching to one of
these agents with proven cardiovascular benefit’ (See below)

IOR reconsider/lower individualised target and introduce SGLTZi or GLP-1 RA

-nmhl_allnwnmdsalwsslmuﬂrlnﬂukwmw

‘ — CF)

SGLT2i with proven

GLP-1 RA with proven &
{ (VD benefit ‘ ‘ €GFR adequale’

SGLTZi with evidence of miu:m; HF and/or CKD
mqressmn in CVOTs if eGFR adequate”
II SGll2| nol tolerated or contraindicated or if zﬁfk less
than adequate” add GLP-1 RA with proven CVD benefit'*

( 11 HBA, above target ) (. 11 HbA, above target )
If further intensification is required or patient is unable Lo tolerale = Avoid TZD in the setting of HF
GLP-1 RA and/or SGLTZi, choose agents demonstrating CV safety: Choose agents demonstrating CV safety:
+  Consider adding m other class (GLP-1 RA or SGLTZi) with = Consider adding the other class with proven CVD benefit'
proven CVD benefit’ = DPP-4i (not saxagliptin) in the setting of HF (if not on GLP-1 RA)
= DPP-4iif not on GLP-1 RA = Basalinsulin®
= Basal insulin® - S
- T
. s

1 Prowven (VD benefit means & ha Label indacation of reducing (VD events. For 1 Both empaglifiann and canaghiflarm have shown reduchion n HF and 1o reduce
XD progression in (VTS
~canaghifiazin. & Caution with GLP-1 RA in ESRD
Be aware 1hat SGLTT vary by regon and mdedual agent with regard to. 5 Degludec o U100 glargme have demonstrated (VD salety
of ¢GFR for indtiat e & Low dose may be better Iolerated though less well studsed for CVD effects
7. Choose Later generation 5U to lower risk of hypoghycaemia

"~

Davies M et al Management of hyperglycaemia in type 2 diabetes, 2018.
A consensus report by the American Diabetes Association (ADA) and the European Association
for the Study of Diabetes (EASD)



2019 ESC/EASD Guidelines on
diabetes and CVD

A Type 2 DM - Drug naive patients

Target 1

Target 2

Table7 Cardiovascular risk categories in patients with
diabetes®

Patients with DM and established CVD
or other target organ damage®

Very high risk

or three or more major risk factors®

or early onset T1DM of long duration (>20 years)

High risk Patients with DM duration >10 years without tar-
get organ damage plus any other additional risk

factor
Young patients (T1DM aged <35 years or T2DM
aged <50 years) with DM duration <10 years,

without other risk factors

CV = ardiovascular; CVD = cardiovascular disease; DM = diabetes mellitus;
T1DM = type 1 diabetes mellitus; TZDM = type 2 diabetes mellitus.

*Modified from the 2016 European Guidelines on cardiovascular disease preven-
tion in clinical practice

“Proteinuria, renal impairment defined as eGFR 30 mL/min/1.73 m?, left ventric-
ular hypertrophy, or retinopathy.

“Age, hypertension, dyslipidemia, smoking, obesity.

* TZD (mot in HF par)
+5U

ASCVD, or high | very high
ar multiple risk factors)
_ Fietormin Hienehersey
If HbA,. above target If HbA, . above target
Add Metformin | DPM GLP | nA SGLT?J ' | 1D
l adequa.r.e
If HbA,. above target I‘HM.‘abownrget
» Cansider adding the [ seurai | saumai -::LP T R.-'. SGLTY or|
other ehass (GLP-1 RA ar ar or DI DPP-4i or
ar SGLT2) with praven | TZD | TZD 1 nr‘IZD J GLP-1 RA|
CVD benefi l l l i
« DPP-4i i not an
GLP-1 RA
« Basal insulin i HbA . above target

, |

Continue with sdditon of ather agents
a3 outhned above

|

If HbA,. above target

!

Consider the addition of SU OR

basal insulin:

+ Choase later generation SU with bower
risk of hypaglycsemia

+ Consider basal insulin with lower risk
af hypoglycaemia

B Type 2 DM - On metformin

ASCVD, or high | very high
IEII_ C‘frﬁk[urmﬂfr?d-ﬂ-v [=]

or multiple risk factorsp

Continue Metformin

Monotherapy

If HbA, . above target

I s s

If HbA,: above target

DPP—4|\ | GLea RA' saursi || 1zo ]
» Consider adding the L J
other class (GLP-1 RA a.dequaw.e
or SGLTH) with proven '
CVD benefic
* DPP-4i if not on
GLP-1 RA If Hb#A,, ahmletarget

e bbb

= TZD (noe in HF paz)

+su [sary | seita |[GLrol Ra[sLTa er
ar o ar DPP-4i || DPP-& ar
TZID | TID | orTZD ||GLP-I RA

| A B!
If HbA,, above target

|

Continue with addition of ather agents
as outhined abowve

|

If HbA,: above target

|

Consider the addition of SU OR

basal insulin:

+ Chooss later generation SU with kewer
risk of hypoglycaemia

* Consider basal insulin with lower risk
of hypoglycsemia

2019 ESC Guidelines on diabetes, pre-diabetes, and cardiovascular diseases developed in collaboration with the EASD
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Semaglutide - Orale

A Composite Primary Outcome

100+ 12 Hazard ratio, 0.7% (95% 1, 0.57-1.11)
a0 Oral semaglutide, 81 events
304 & Placebo, 76 events
'E ) M pe0.0ol for moninferiarity
-ﬁ o f‘ P=0.17 for superiarity Plnocbo
&0 b
‘s #
& 0 3
.E 40 2
E 304 1
204
10
o T y T T T T T
o L] 18 27 35 45 54 B3 el &3
‘Weeks since Randomization
No. at Risk
Oral sermaglutide 1591 1583 1575 1564 1557 1547 1512 1062 735 16
Placebo 1582 1577 1585 1551 1533 1523 1489 1032 M3 11
T Monfatal Stroke
160 109 azacd ratio, 0.74 (95% €1, 0.35-1.57)
an Oral semaglutide, 12 events
504 & Placebo, 16 events
£ T
£ 70 ]
£ e 5
B 404 3 Oral sermaglutide Placebe
g w0 1 ———
£ e ———
o 9 18 27 36 45 54 &3 2 a3
104
1] T T T T T T T
o & 15 27 35 45 54 -] 12 &3
‘Weeks since Randomization
No. at Risk

Oral sermaglutide 1591
Placebo 1592

1588
1585

1583
1577

1581
1567

1577
1553

1569
1550

1540

1514 1054 prt] 11

1085 753 13

B Monfatal Myocardial Infarction

1a0+ 12 Hazard ratio, 1,18 ([35% C1, 0.73-1.90)
a0+ Oral semaglutide, 37 events
50 & Placebo, 31 events
£ 7
& T ]
& &0 5
‘5 I
& S04 3 Oral sermaglutide
.g 40 2
s 304 1 Placebe
20 I
0 o 9 1% Frd 36 a5 54 63 i a3
T Y T T T T
o 9 18 n 38 45 54 B3 Tz a3
‘Weeks since Randomization
Mo at Risk
Oral sermaglutide 1591 1585 1578 1568 1562 1555 1520 1068 39 &
Placebo 1503 1578 1568 1556 1548 1539 1500 1041 23 1
D Death from Cardiovascular Causes
1a0+ lg Hazard ratio, 0.49 (95% CI, 0.27-0.92)
a0 Oral semaglutide, 15 events
50 & Placebo, 30 events
7
£ 701 &
& s 5
T N
& 3 Placebs
.E 40 2
| B RIS =
2 0 9 18 27 38 45 S& & 72 8
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] T T T T T T T
0 9 1% F 36 45 54 B3 3 &
‘Weeks since Randomization
Mao. at Risk
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Figure 1. Cardiovascular Outcomes.

Shown are cumulative-incidence plots for the primary outcome (first major adverse cardiovascular events, representing a composite of death from cardiovascular causes, nonfatal myo-
cardial infarction, or nonfatal stroke) (Fanel A}, nonfatal myocardial infarction (Panel B), nonfatal stroke (Panel C), and death from cardiovascular causes (Panel D). Cumulative-
incidence estimates are based on time from randomization to first event confirmed by the event-adjudication committee, with death from noncardiovascular causes (Panels A and D}
or death from any cause modeled as competing risks. Data for patients were censored at the end of the in-trial observation period (from randomization to the final follow-up visit). Deaths
from cardiovascular causes included deaths for which the cause was undetermined. The analysis for confirmation of noninferiority was controlled for multiple comparisons; P values
and confidence intervals for other analyses have not been adjusted for multiple comparisons. The insets show the same data on an expanded y axis. C| denotes confidence interval.

Husain M et al N Engl J Med, 2019




Du

aglutide — Once weekl|

Figure 2: Cumulative incidence of cardiovascular outcomes
HR=hazard ratio. HbA, =glycated haemoglobin A...

Gerstein HC et al Lancet, 2019

A Composite cardiovascular outcome B cardiovascular death
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Placebo 4952 4819 4680 4518 4372 3672 766 4952 4826 4692 4534 4396 30 FHT
Dulaglutide 4949 4833 4705 4574 4443 3772 767 4949 4B47 4736 4606 4476 3796 776



Dulaglutide and cardiovascular outcomes in type 2 diabetes > @™ ®

(REWIND): a double-blind, randomised placebo-controlled

trial

Hertzel C Gerstein, Helen M Colhoun, Gilles R Dagenais, Rafael Diaz, Mark Lakshmanan, Prem Pais, Jeffrey Probstfield Jeffrey S Riesmeyer,
Matthew C Riddle, Lars Rydén, Denis Xavier, Charles Messan Atisso, Leanne Dyal, Stephanie Hall, Purnima Rao-Melacini, Gloria Wong,

Alvaro Avezum, Jan Basile, Namsik Chung, Ignacio Conget, William C Cushman, Edward Franek, Nicolae Hancu, Markolf Hanefeld, Shaun Holt,
Petr Jansky, Matyas Keltai, Fernando Lanas, Lawrence A Leiter, Patricio Lopez-faramillo, Ernesto German Cardona Mu naz, Valdis Pirags,

Nana Pogosova, Peter | Raubenheimer, Jonathan E Shaw, Wayne H-H Sheu, Theodora Temelkova-Kurktschiev, for the REWIND Investigators*

Added value of this study
The REWIND trial of 9901 people had a long median follow-up
period of 5-4 years, recruited a low proportion of people (31-5%)
with previous cardiovascular disease, a high proportion of
women (46-3%), and followed people with a mean HbA, of 7:3%.

Published Online

June 10, 2019

hittpy/ i .doi.ong/10.1016/
50140-6726(19)31149-3

In cosa si

differenzia ?

Dulaglutide Placebo Hazard ratio (95% Cl) P
Everitsfpatients Incidence Evenits/patients Incidence
(%) {per 100 person-years) (%) {per 100 person-years)
Age (years) 057
=66 331/2314 (143%) 29 384/2350 (16:3%) 33 —— 0-86 (0-74-1-00)
<66 263/2635 (100%) 1.9 279/2602 (10-7%) 21 — - 0-92 (0-78-1.09)
Sex 060
Fermale 2182306 (9-5%) 1.8 240/2383 (109%) 21 —a— 0-85 (0-71-1.02)
Male 3762643 (14-2%) 28 414/2669 (155%) 31 — 0-90 (0-79-1-04)
Duration of diabetes (years) 088
<5 1281227 (10-4%) 2.0 1461192 (12.2%) 24 — 0-84 (0.66-1.06)
5-10 1741446 (12.0%) 2.3 196/1476(133%) 26 ——— 0-89 (0:73-1.09)
z10 2922276 (12.8%) 2.5 32172284 (141%) 2.8 ——r 0-90 (0-77-1-08)
History of cardiovascular disease® 0a7
Yes 280/1560(179%) 37 315/1554 (203%) 42 . 0-87 (0:74-1.02)
Mo 27713093 (B.9%) 1.7 3173128 (101%) 2.0 JR—— 0-87 (0-74-1.02)




Treatment DM2 in
primary prevention of CVD

Recommendations for Adults With Type 2 Diabetes Mellitus
Referenced studies that support recommendations are summarized in Online Data Supplement 10.
Recommendations

1. For all adults with T2DM, a tailored nutrition plan focusing on a heart-healthy
dietary pattern is recommended to improve glycemic control, achieve weight
loss if needed, and improve other ASCVD risk factors (S4.2-1, 54.2-2).

2. Adults with T2DM should perform at least 150 minutes per week of moderate-
intensity physical activity or 75 minutes of vigorous-intensity physical activity
to improve glycemic control, achieve weight loss if needed, and improve other
ASCVD risk factors (S4.2-3, 54.2-4).

3. For adults with T2DM, it is reasonable to initiate metformin as first-line

therapy along with lifestyle therapies at the time of diagnosis to improve

glycemic control and reduce ASCVD risk (54.2-5-54.2-8).

|E]

For adults with T2DM and additional ASCVD risk factors who require glucose-
lowering therapy despite initial lifestyle modifications and metformin, it may
be reasonable to initiate a sodium-glucose cotransporter 2 (SGLT-2) inhibitor
or a glucagon-like peptide-1 receptor (GLP-1R) agonist to improve glycemic
control and reduce CVD risk (S4.2-9-54.2-14).

IIb

Arnett et al. 2019 ACC/AHA Guideline
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SGLT2-i

NNT = 97

receptor agonist placebo

GLP-1 receptor Placebo Hazard ratio NNT palue
agonist n/N (%) /N (%) (95%C1) (95% CI)
Three-component MACE
ELIXA 400/3034 (13%) 392/3034 (13%) 102 (0-88-1.17) 078
LEADER 608/4668 (13%) 694/4672 (15%) 0-87 (078-0.57) 0015
SUSTAIN-6 108/1648 (7%) 146/1649 (9%) 074 (058-0.95) 0.016
EXSCEL 839/7356 (11%) 905/7396 (12%) 0:91(0-83-1.00) 0061
Harmony Outcomes 338/4731(7%) 428/4732 (3%) b 078 (0-68-0.50) <0.0001
REWIND 554/4949 (12%) 663/4952 (13%) —— 0-88(079-0.99) 0026
PIONEER 6 61/1591 (4%) 76/1592 (5%) 075(057-111) or
Overall 2048/27977 (11%) 3304728027 (12%) 0.88 (0.82-0.94) 75(50-151)  «0.0001
(P=40.9%, p=0118) r T
Cardiovascular death
ELIXA 156/3034 (5%) 158/3034 (5%) 0.98(078-122) 0.85
LEADER 219/4668 (5%) 27814672 (6%) 078 (0-66-0-93) 0007
SUSTAIN-6 4411648 (3%) 46/1649 (3%) 0.08 (065-148) 002
EXSCEL 340/7356 (5%) 383/7396 (5%) 0.88(076-102) 0.096
Harmany Outcomes 122/4731 (3%) 130/4732 (3%) 0.03(073-119) 058
REWIND 317/4849 (6%) 346/4952 (7%) 0.91(078-1.06) 018
PIONEER 6 15/1591 (1%) 3071592 (2%) 049 (0-27-092) 0.021
Overall 1277/27977 (5%) 147128027 (5%) @ 0-88(0-81-0.96) 163 (103-489)  0.003
(P=13.5%, p-0327) —
Fatal or non-fatal myocardial infarction [
ELIXA 270/3034 (9%) 261/3034 (9%) - 1.03 (0-87-123) 071
LEADER 292/4668 (6%) 33974672 (7%) — 0-86 (073-1.00) 0-046
SUSTAIN-6 54/1648 (3%) 67/1649 (4%) — 081(057-116) 026
EXSCEL 4837356 (7%) 40377396 (7%) —— 097 (085-110) 062
Harmony Outcomes 181/4731 (4%) 24074732 (5%) — 075 (0-61-0-90) 0.003
REWIND 223/4049 (5%) 23174952 (5%) | 0-96 (079-115) 063
PIONEER 6* 37/1501 (2%) 311592 (2%) * 118(073-1.00) 049
Overall 1540/27 977 (6%) 1662/28027 (6%) 0-91(0-84-1.00) 193 (109-NA) 0043
(P=27-4%, p=0-219)
Fatal or non-fatal stroke ]
ELIXA 67/3034 (2%) 6013034 (2%) —#——  112(079-158) 054
LEADER 173/4668 (4%) 199/4672 (4%) e 0-86 (071-1.06) 016
SUSTAIN-6 30/1648 (2%) 46/1649 (3%) + : 065 (0-41-1-03) 0066
EXSCEL 187/7356 (3%) 218/7396 (3%) - 0.85 (070-1.03) 0.085
Harmony Outcomes 94/4731 (2%) 108/4732 (2%) - 0.86 (0.66-114) 030
REWIND 158/4949 (3%) 205/4952 (4%) — 076(062-0.94) 001
PIONEER 6° 12/1591 (1%) 16/1592 (1%) - 074(035-157) 043
Overall 72127577 (3%) 852/28027 (3%) <> 0-84(076-093) 209 (139-477) <0-0001
(=0.0%, p-0557) —
05 1 15
«—
FavoursGLP-1  Favours

Figure 2: Risk of MACE and each of its components
Three-component MACE consisted of cardiovascular death, myocardial infarction, and stroke. NNTs are calculated over an estimated median follow-up of 3-2 years

MACE=major adverse cardiovascular events. GLP-1=glucagon-like peptide-1. NNT=number needed to treat. *For PIONEER 6, data for fatal and non-fatal myocardial
infarction and stroke were not available, so numbers and estimates refer to non-fatal myocardial infarction and non-fatal stroke exclusively.




Placebo

GLP-1 receptor Hazard ratio NNT p value
agonist m/M (%) nfM (%) {95%d) {95% 1)
All-cause mortality
ELIXA 211/3034 (7%) 223/3034 (7%) R 084 (0.78-1.13) 0-50
LEADER 3B1/4668 (8%) 447/4672 (10%) = 085 (0.74-0.97) 002
SUSTAIN-6 62/1648 (43%) 60/1649 (4%) At 105 (0-74-1-50) 079
EXSCEL 507/7356 (7%) 584/7396 (8%) —_ 086 (077-0-57) 0-016”
Harmony Outcomes 196/4731 (4%) 255/4732 (4%) ———— 095 (0:79-1-16) 0-64
REWIND 536/4949 (11%) 5592/49532 (12%) - 0-90 (0-80-1.01) 0-067
PIONEER & 23/1591 (1%) 4501592 (3%) ! 051 (0-31-0-84) 0-008
Overall 1916/27977 (7%)  2246/28027 (B%) @ 0-88(0-83-0.95) 108(77t0260)  0-001
(F=16-5%, p=0-304) r 1
Hospital admission for heart failure :
ELIXA 122{3034 (4%) 127/3034 (4%) e 096 (0:75-1:23) 075
LEADER 218/4668 (3%) 24814672 (5%) ——r 0-87 (0-73-1.05) 014
SUSTAIN-& 59/1648 (4%) 5411649 (3%) . 111 (077-1-61) 0.57
EXSCEL 219/7356 (3%) 231/7396 (3%) e 0-94 (0-78-1-13) 0-51
Harmony Outcomes 794731 (2%) 111/4732 (2%) — 071 {0-53-0.94) =0.0001
REWIND 213/4949 (4%) 226/4952 (5%) —— 093 (0-77-112) 046
PIONEER & 21/1591 (1%) 2411592 (2%) E— 0-86 (0-48-1.44) 059
Overall 936/27977 (3%) 1016/28027 (4%) @ 0.91(0-83-099) 312(165t02810) 0.028
(P*=0.0%, p=0-595) T 1
Composite kidney outcome incuding macroalbuminuria i
ELIXA 172/2639 (6%) 203/2647 (6%) —— 084 (0-68-1.02) 0083
LEADER 268/4668 (6%) 337/4672 (7%) —— 078 (0-67-0-92) 0003
SUSTAIN-6 62/1648 (4%) 100/1649 (6%) - 064 (0-46-088) 0006
EXSCEL 366/6256 (B%) 40716222 (7%) e 0.88 (0-76-1.01) 0.065
REWIND 848/4948 (17%) 970/4952 (20%) —— 0.85 (0.77-0-93) 0.0004
Overall 1716/20160(9%) 201720142 (10%) @ 0-83 (0-78-0-89) 62(481to96) <0-0001
(P=0.0%, p=0-413) [ 1
Worsening of kidney function 1
ELIXA 353032 (1%) 41/3031 (1%) —— % ———— 116(074-183) 051
LEADER 87/4668 (2%) 97/4672 (2%) —— 0-89 (0-67-119) 0-43
SUSTAIN-& 18/1648 (1%) 14/1649 (1%) : * P 128 (0-64-2.58) 048
EXSCEL 246/6456 (43) 273/6458 (4%) ——t 0-88 (0.74-1.05) 016
REWIND 166/4949 (3%) 237/4952 (5%) —— 070 (0-57-0-85) 0-0004
Overall 555/20753 (3%} 66220762 (3%) <> 0-87(073-103)  245(118to-10641) 0-098
(P=42-7%, p=0-137) . ,
05 1 15
Favours GLP-1  Favaours

receptor agonist  placebo

Figure 4: All-cause mortality, hospital admission for heart failure, and kidney outcomes
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Omologia con GLP1 umano ?

GLP-1 receptor Placebo Hazard ratio Praneraction
agonist nfM (%) nfN (%) (95% CI)
Established cardiovascular disease 022
Yieg 2431721353 (11%) 2755/21202(13%) 085 (0-79-0.94)
No 480/6428 (7%) 518/8555 (8%) —— 095 (0-83-1.08)
Baseline Hiad,* 020
High 1645/14507 (11%)  1865/14298 (13%) 0-84 (0-78-0:91)
Low 1300413407 (10%) 1442/13651 (11%) 090 {0-84-0-97)
Median duration of follow-up 053
<3 years 90711004 (8%) 1042/11007 (9%) 0.84 (0-71-1.00)
=3 years 204116973 (12%)  2262/17020 (13%) 0-89 (0-84-0-94)
Drug daosing 034
Daily 1069/9293 (12%) 1162/9298 (12%) —— 0-92 (0-80-1.05)
Weekly 1879/18 684 (10%)  2142/18729 (11%) 0-85 (0-78-0-93)
Human GLP-1 homolagy 006
Yes 1709/17587 (10%)  2007/17597 (11%) 084 {079-0.90)
Mo 1239/10390 (12%) 1297/10430 (12%) — 0.95 (0-B5-1.06)
BMI, kg/m’ 087
<301 1254/11752 (11%) 1403/11904 (12%) 0-87 (0-77-0-58)
=301 1679/16116 (10%)  1892/16011 (12%) 0-86 (0-81-0.92)
Age, Years 79
<B5 1249/14195 (9%) 1346/13 948 (10%) 085 (0:72-099)
=65 1705/13782 (12%)  1965/14079 (14%) 0.87 (0-81-0:93)
Baseline eGFR, mLfmin per m’ 072
<h0 75341 [14%) BB5/5432 (16%) —_— 0-88 (0-76-103)
=60 1576/17653 (9%) 1773/17598 (10%) 0-85 (0-76-0-96)
I

5

L5

Favours GLP-1 Favaurs
receptoragonist  placebo

Figure 3: Subgroup analyses for risk of three-component MACE

Three-component MACE consisted of cardiovascular death, myocardial infarction, and stroke. Subgroup denominators are participants with available data.
MACE=major adverse cardiovascular events. GLP-1=glucagon-like peptide-1. eGFR=estimated glomerular filtration rate. *High baseline HbA,, was defined as >7-5%
in ELIXA, =8-3% in LEADER, =8-5% in SUSTAIN-6, =8-0% in EXSCEL, =8-0% in Harmony Outcomes, =7-2% in REWIND, and =8-5% in PIOMNEER 6. tin REWIND, the BMI
categories used were =32 kg/m? and =32 kg/m’. $in REWIND, the age group categories used were <66 and =66 years; in LEADER, the age group categories used were
<60 and =60 years.

AMPLITUDE-O CVOT (NCT03496298) with efpeglenatide



«Task» del diabetologo

A. MALATTIA CARDIOVASCOLARE

RACCOMANDAZIONE GENERALE

Un intervento intensivo e multifattoriale teso all'ottimizzazione di tutti i fattori di rischio
cardiovascolare mediante modificazioni dello stile di vita e idonea terapia farmacologica deve essere
implementato in tutti i pazienti con diabete tipo 2.

(Livello della prova |, Forza della raccomandazione A)

Standard italiani

per la cura del diabete mellito C
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Conclusioni

1 Visione glucocentrica vs. visione complicanze-
centrica
1 dalla treat to target (HbA1lc)
] allatreat to prevent (CVD e CKD ... HHF)

1 Personalizzazione della terapia o massificazione
della terapia

(1 Sartorializzazione della terapia
1 dalla ricerca dell’indicazione
1 allaricercadella contro-indicazione



