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La terapia del diabete mellito di tipo 2

ione aggi a dicembre 2022

* «livellidi HbA1c piu bassi, con meno
ospedalizzazioni per complicanze
croniche del diabete, quando ottenuti
con farmaci non associati ad
ipoglicemia."



Framework for considering treatment
goals for glycemia....in older adults with
diabetes






Glycemic Management: Choose Achievement and Maintenance of
approaches that provide the Weight Management Goals:

efficacy to achieve goals:

[ Set individualized weight management goals

Metformin OR Agent(s) including
COMBINATION therapy that provide

adequate EFFICACY to achieve farm i)l b e e
- medical nutrition based structured
and maintain treatment goals therapy/eating patterns/ weight management
Prioritize avoidance of hypoglycemia in physical activity program
high-risk individuals
L Consider medication Consider metabolic
for weight loss surgery

9. Pharmacologic Approaches to | | ‘st s _ Ll
glycemic goals When choosing glucose-lowering therapies:

G]_yc emj_c Tre atme nt: Stan dards Efficacy for glucose lowering Consider regimen with high-to-very-high dual

Very High: glucose and weight efficacy
. o Dulaglutide (high dose),
of Care in Diabetes—2024 l
Insulin Efficacy for weight loss
Diabetes Care 2024;47(Suppl. 1):5158-5178 | https://doi.org/10.2337/dc24-5009 Combination Oral, Combination Very High:
Injectable (GLP-1 RA/Insulin) Semaglutide, Tirzepatide
High: High:
GLP-1 RA (not listed above), Metformin, Dulaglutide, Liraglutide
SGLT2i, sulfon}'lurea. TZD Intermediate:
Intermediate: GLP-1 RA (not listed above), SGLT2i
DPP-4i Neutral:

DPP-4i, Metformin

4

-—[ If A1C above target

in;1 A strong Identify barriers to goals:
rs needed to treat * Consider DSMES referral to support self-efficacy in achievement of goals

ve; § For SGLTZi, CV/  Consider technology (e.q., diagnostic CGM) to identify therapeutic gaps and tailor therapy

::('i':; E':; of CVI: = |dentify and address SDOH that impact achievement of goals




9. Pharmacologic Approaches to
Glycemic Treatment: Standards
of Care in Diabetes—2024

Diabetes Care 2024;47(Suppl. 1):5158-5178 | https://doi.org/10.2337/dc24-5S009
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GLP-1 RAs with
proven CV benefit:
liraglutide,
semaglutide s.c.,
dulaglutide,
efpeglenatide.

Waiting for SOUL



2015



GLP-1 receptor Placebo, Hazard ratio NNT p value
agonist, n/N (%) n/N (%) (95% CI) (95% CI)
Three-point MACE
ELIXA 400/3034 (13%) 392/3034 (13%) 1-02 (0-89-1-17) 0-78
LEADER 608/4668 (13%) 694/4672 (15%) 0-87 (0-78-0-97) 0-01
. . . . SUSTAIN-6 108/1648 (7%) 146/1649 (9%) 0-74 (0-58-0-95) 0-016
Cardiovascular, mortality, and kidney outcomes with GLP-1 —— e 0.91 (0-83-1.00) 0.061
receptor agonists in patients With type 2 diabetes: Harmony Outcomes 338/4731 (7%) 428/4732 (9%) 0-78 (0-68-0-90) 0-0006
N . . . . REWIND 594/4949 (12%) 663/4952 (13%) 0-88 (0-79-0-99) 0-026
a systematic review and meta-analysis of randomised trials . — 61/1591(4%)  76/1592 (5%) 14% o790 5722 o7
Naveed Sattar*, Matthew MY Lee*, Seren L Kristensen*, Kelley R H Branch, Stefano Del Prato, Nardev S Khurmi, Carolyn S P Lam, Renato D Lopes, AMPLITUDE-O 189/2717 (7%) 125/1359 (9%) 0-73 (0-58-0-92) 0-0069
JohnJV McMurray, Richard E Pratley, Julio Rosenstock, Hertzel C Gerstein Subtotal (I’=44-5%, p=0-082) 0-86 (0-80-0-93) 65 (45-130) <0-0001
Cardiovascular death
ELIXA 156/3034 (5%) 158/3034 (5%) 0-98 (0-78-1-22) 0-85
Lancet Diabetes Endocrinol 2021 LEADER 219/4668 (5%) 278/4672 (6%) 0-78 (0-66-0-93) i
SUSTAIN-6 44/1648 (3%) 46/1649 (3%) 0-98 (0-65-1.48) 0-92
9:653-62 EXSCEL 340/7356 (5%) 383/7396 (5%) 0-88 (0.76-1-02) 0-096
Harmony Outcomes 122/4731 (3%) 130/4732 (3%) 0-93 (0-73-1-19) 0-58
REWIND 317/4949 (6%) 346/4952 (7%) 0-91 (0-78-1-06) 0-21
PIONEER 6 15/1591 (1%) 30/1592 (2%) -« 0-49 (0-27-0-92) 0-021
AMPLITUDE-O 75/2717 (3%) 50/1359 (4%) 0-72 (0-50-1-03) 0-07
Subtotal (I°=13-4%, p=0-33) 0-87 (0-80-0-94) 163 (103-353) 0-0010
Fatal or non-fatal myocardial infarction
ELIXA 270/3034 (9%) 261/3034 (9%) 1-03 (0-87-1-22) 071
LEADER 292/4668 (6%) 339/4672 (7%) 0-86 (0-73-1-00) 0-046
SUSTAIN-6 54/1648 (3%) 67/1649 (4%) 0-81 (0-57-1-16) 0-26
EXSCEL 483/7356 (7%) 493/7396 (7%) 0-97 (0-85-1-10) 0-62
Harmony Outcomes 181/4731 (4%) 240/4732 (5%) 0-75 (0-61-0-90) 0-003
REWIND 223/4949 (5%) 231/4952 (5%) 0-96 (0-79-1-15) 0-63
PIONEER 6 37/1591 (2%) 35/1592 (2%) 1 0% 1-04 (0-66-1-66) 0-49
AMPLITUDE-O 91/2717 (3%) 58/1359 (4%) 0-75 (0-54-1-05) 0-09
Subtotal (I°=26-9%, p=0-21) 0-90 (0-83-0-98) 175 (103-878) 0-020
Fatal or non-fatal stroke
. ELIXA 67/3034 (2%) 60/3034 (2%) 1-12 (0-79-1-58) 0-54
98 art|c|es Screened, LEADER 173/4668 (4%) 199/4672 (4%) 0-86 (0-71-1-06) 0-16
SUSTAIN-6 30/1648 (2%) 46/1649 (3%) e 0-65 (0-41-1-03) 0-066
8 trials EXSCEL 187/7356 3%)  218/7396 (3%) 085 (0-70-1.03) 0095
Harmony Outcomes 94/4731 (2%) 108/4732 (2%) 0-86 (0-66-1-14) 0-30
60 080 patients REWIND 158/4949 (3%) 205/4952 (4%) 0-76 (0-62-0-94) 0-010
PIONEER 6 13/1591 (1%) 17/1592 (1%) o 0-76 (0-37-1-56) 0-43
AMPLITUDE-O 4712717 (2%) 31/1359 (2%) —_— 1 7 A) 0-74 (0-47-1-17) 0-19
Subtotal (I°=0-0%, p=0-64) <> 0-83 (0-76-0-92) 198 (140-421) 0-0002
O!S 1 1-‘5
+— —»
Favours GLP-1 receptor agonists Favours placebo

Figure 2: Risk of MACE and each of its components
Weights are from random effects analysis. In addition to primary cardiovascular outcome results papers, data were extracted from additional sources.>?° AMPLITUDE-O
data were provided by the authors. Three-point MACE consisted of cardiovascular death, myocardial infarction, and stroke. NNTs were calculated over a weighted



Cardiovascular, mortality, and kidney outcomes with GLP-1
receptor agonists in patients with type 2 diabetes:
a systematic review and meta-analysis of randomised trials

Naveed Sattar*, Matthew M Y Lee*, Seren L Kristensen*, Kelley R H Branch, Stefano Del Prato, Nardev S Khurmi, Carolyn S P Lam, Renato D Lopes,

JohnJV McMurray, Richard E Pratley, Julio Rosenstock, Hertzel C Gerstein

GLP-1 receptor agonists, homology to
human GLP-1 or exendin-4, reduced
the risk of individual MACE
components, all-cause mortality,
hospital admission for heart failure,
and worsening kidney function in
patients with type 2 diabetes.

GLP-1 receptor Placebo, Hazard ratio NNT p value

agonist, n/N (%) n/N (%) (95% CI) (95% Cl)
All-cause mortality |
ELIXA 211/3034 (7%) 223/3034 (7%) = 0-94 (0-78 to 113) 050
LEADER 381/4668 (8%) 44714672 (10%) & 0-85 (0-74 to 0-97) 0-02
SUSTAIN-6 62/1648 (4%) 60/1649 (4%) — e 1.05 (0-74 t0 1-50) 079
EXSCEL 507/7356 (7%) 584/7396 (8%) = 0-86 (077 t0 0-97) 0-016*
Harmony Outcomes 196/4731 (4%) 205/4732 (4%) _‘|_1 2% 0-95 (079 to 1-16) 0-64
REWIND 536/4949 (11%) 592/4952 (12%) = 0-90 (0-80 t0 1-01) 0-067
PIONEER 6 23/1591 (1%) 45/1592 (3%) —_— 0-51 (03110 0-84) 0-008
AMPLITUDE-O 111/2717 (4%) 69/1359 (5%) — 0-78 (0-58 to 1-06) 011
Subtotal (I=10-1%, p=0-35) O 0-88 (0-82 t0 0-94) 114 (76 to 228) 0-0001
Hospital admission for heart failure
ELIXA 122/3034 (4%) 127/3034 (4%) —- 0-96 (0-75 t0 1-23) 075
LEADER 218/4668 (5%) 2484672 (5%) —— 0-87 (0-73 t0 1-05) 014
SUSTAIN-6 59/1648 (4%) 54/1649 (3%) - 1-11(0-77 to 1-61) 0-57
EXSCEL 219/7356 (3%) 231/7396 (3%) +1 1 % 0-94 (0-78 to 1-13) 0-49
Harmony Outcomes 79/4731 (2%) 111/4732 (2%) | 0-71 (0-53 to 0-94) 0-019
REWIND 213/4949 (4%) 226/4952 (5%) - 0-93 (0-77 to 112) 0-46
PIONEER 6 21/1591 (1%) 24/1592 (2%) 0-86 (0-48 to 1-55) 0-59
AMPLITUDE-O 40/2717 (1%) 31/1359 (2%) 0-61 (0-38 to 0-98) 0-04
Subtotal (’=3-0%, p=0-41) <> 0-89 (0-82t0 0-98) 258 (158 to 1422) 0-013
Composite kidney outcome including macroalbuminuria
ELIXA 172/2647 (6%) 203/2639 (8%) = 0-84(0-68t01:02) 0-083
LEADER 268/4668 (6%) 337/4672 (7%) —— 21 % 0-78 (0-67 t0 0:92) 0-003
SUSTAIN-6 62/1648 (4%)  100/1649 (6%) — 0-64 (0-46 t0 0-88) 0-005
EXSCEL 366/6256 (6%) 407/6222 (7%) = 0-88 (076 t0 1.01) 0-065
REWIND 848/4949 (17%)  970/4952 (20%) - 0-85(0-77t0 0-93) 0-0004
AMPLITUDE-O 353/2717 (13%) 250/1359 (18%) —— 0-68 (0-57 to 0-79) <0-0001
Subtotal (’=47-5%, p=0-090) <> 0-79 (0-73 to 0-87) 47 (37 to 77) <0-0001
Worsening of kidney function
ELIXA 41/3031 (1%) 35/3032 (1%) —t 116 (0-74 t0 1-83) 0-513
LEADER 87/4668 (2%) 97/4672 (2%) —— 0-89 (0-67 to 1-19) 0-43
SUSTAIN-6 18/1648 (1%) 14/1649 (1%) —_.JA_/Q 28 (0-64 to 2-58) 0-48
EXSCEL 246/6456 (4%) 273/6458 (4%) —— 0-88 (0-74 to 1-05) 016
REWIND 169/4949 (3%) 237/4952 (5%) —— 070 (0-57 to 0-85) 0-0004
AMPLITUDE-O 7/2717 (<1%) 7/1359 (1%) 0-35(0-10 to 1-27) 0-11
Subtotal (=43-0%, p=0-12) <> 0-86 (0-72 t0 1-02) 241(120t0-1694)t  0-089

05 1 15
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Favours GLP-1 receptor agonists Favours placebo




Review

GLP-1 receptor agonists and SGLT2 inhibitors for
older people with type 2 diabetes: A systematic
review and meta-analysis

Outcome Number Random Effects Model
(n events/N analysed) of studies P-interaction (Hazard Ratio) Hazard ratio [95% CI]
27%

<65 years (1839/19584) 6 0.73 — 0.89[0.76; 1.03]
>65 years (2855/20889) 6 ' = 0.86 [0.80; 0.92]
<65 years (167/4200) 2 0.95 0.80[0.42; 1.51]
>65 years (420/8437) 2 — 0.81[0.67; 0.99]
<65 years (273/9437) 3 0.70 — 0.77 [0.61; 0.98]
>65 years (497/13101) 3 — 0.82[0.68; 0.98]
<65 years (207/4200) 2 0.75 —_— 0.81[0.58; 1.13]
>65 years (502/8437) 2 — 0.86 [0.72; 1.02]
<65 years (152/4200) 2 0.25 1.14 [0.73; 1.77]
>65 years (427/8427) 2 — 0.86 [0.71; 1.04]

0.5 1 2

Favors GLP-1 RAs

Favors placebo







b Composite kidney outcome was comprised of development of macroalbuminuria, doubling of serum creatinine or an eGFR of <40 mL/min/1.73 m? kidney
replacement therapy, or death due to kidney disease. | EADER

¢ Composite kidney outcome was comprised of persistent macroalbuminuria, doubling of serum creatinine or an eGFR of <45 mL/min/1.73 m? or kidney
replacement therapy. SUSTAIN-6

4 Composite kidney outcomes included kidney replacement therapy or death due to kidney disease. EXSCEL

¢ Composite kidney outcome included development of macroalbuminuria, a sustained >30% decline in eGFR, or kidney replacement therapy. REWIND

f Composite kidney outcome included development of macroalbuminuria, increase in albumin-to-creatinine ratio of >30%, a sustained >40% decline in eGFR, end-
stage kidney disease, or death due to any cause. @~ AMPLITUDE
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DALLA RICERCA ALLA PRATICA CLINICA, R ,l 8 novembre 2023

e malattie neurodegenerative
ORIGINAL ARTICLE

Diabetes mellitus and risk of dementia:
A meta-analysis of prospective observational
studies

Kapil Gudala', Dipika Bansal'*, Fabrizio Schifano?, Anil Bhansali®

ABSTRACT

Aims/Introduction: The aim of the present study was to investigate the association between diabetes and the risk of all type
dementia (ATD), Alzheimer’s disease (AD) and vascular dementia (VaD).

Materials and Methods: Prospective observational studies describing the incidence of ATD, AD and VaD in patients with diabe-
tes mellitus were extracted from PubMed, EMBASE and other databases up to January 2012. Pooled relative risk (RR) estimates and
95% confidence intervals (Cls) were calculated using the random-effects model. Subgroup analyses and sensitivity analysis were also
carried out

Results: A total of 28 studies contributed to the analysis. Pooled RR of developing ATD (n = 20) was 1.73 (165-182, F = 712%),
AD (n = 20) was 1.56 (141-1.73, ¥ = 98%) and VaD (n = 13) was 227 (1.94-266, F = 0%) in patients with diabetes mellitus. Higher
and medium quality studies did not show any significant difference for pooled RR for ATD, AD or VaD. Sensitivity analyses showed
robustness of pooled RR among ATD, AD and VaD, showing no single study had a major impact on pooled RR.

Conclusions; The results snowed a 73% increased risk of ATD, 56% increase of AD and 127% increase of VaD) in diabetes
natients. () Diabetes Invest, doi: 10.1111/di12087, 2013)
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. MEDIEI







Diabete MAND

=
=
2

AMD oimew, i e malattie neurodegenerative i s
LEADING ARTICLE
Neuroprotective Actions of Glucagon-Like Peptide-1 (GLP-1)
Analogues in Alzheimer’s and Parkinson’s Diseases
Andre F. Batista' - Victor Bodart-Santos'? - Fernanda G. De Felice'? -
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DALLA RICERCA ALLA PRATICA CLINICA,
DALL'DSPEDALE AL TERRITORIO:

DA FIREHZE PER UN HUOVO RINASCIMENTO
MWELL'ASS|STEMZA ALLE PERSONE CON DIABETE

Diabete
e malattie neurodegenerative

ASSOCIAZIONE
MEDICI
+ DIABETOLOG!

GLP-1 Receptor Agonists in Neurodegeneration: Neurovascular Unit in
the Spotlight

by £2) Giulia Monti 1 &
Henricus Antonius Maria Mutsaers 3 &,

Diana Gomes Moreira 2 &8 ) Mette Richner ' &,
Nelson Ferreira ' &8 and §2) Asad Jan 1.* &8

1 Department of Biomedicine, Aarhus University, Haegh-Guldbergs Gade 10, DK-8000 Aarhus, Denmark
2 VIB-KU Leuven Center for Brain & Disease Research, Herestraat 49, 3000 Leuven, Belgium

3 Department of Clinical Medicine, Aarhus University, Palle Juul-Jensens Boulevard 82, DK-8200 Aarhus,

Denmark

* Author to whom correspondence should be addressed.

Cells 2022, 11(13), 2023; https://doi.org/10.339( —Clinical trials Trial ID
AD NCT02140983 Liraglutide Increased connectivity in [85]
the default mode network
NCT01469351 Liraglutide Improved cerebral glucose  [86,87]
NCT01843075 Liraglutide uptake [88]
NCT01255163 Exenatide Improved cognition [89]
ﬁg%gi;;;igg Semaglutide No significant changes in
Semaglutide cognition
Recruiting
Recruiting
PD NCT01971242 Exenatide Improved motor and [90]
NCT01174810 Exenatide cognitive outcomes [91]
NCT02953665 Liraglutide Improved motor and
NCT(03439943 Lixisenatide cognitive outcomes
NCT04154072 Exenatide Active
NCT03659682 Semaglutide Active
Active
Not yet recruiting
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