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Se tutti i pazienti con diabete di tipo 2
dovessero assumere un GLP1RA, la spesa per
GLP1RA sarebbe di oltre 3 miliardi I'anno
(oltre il doppio della spesa farmaceutica
complessiva attuale per il diabete, circa il 12%
della spesa farmaceutica totale)
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L2 If metformin is not contraindicated.

3With the exception of saxagliptin which is not indicated for patients with heart failure.

The recommendation for patients with eGFR< 60ml/min is weak (few studies on this population) and therefore is written with a lighter type
We recommend to deprescribe sulfonylureas and glinides.

Mannucci E et al. for SID and AMD. Acta Diabetol, 2023
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3With the exception of saxagliptin which is not indicated for patients with heart failure.
The recommendation for patients with eGFR< 60ml/min is weak (few studies on this population) and therefore is written with a lighter type

We recommend to deprescribe sulfonylureas and glinides.

Mannucci E et al. for SID and AMD. Acta Diabetol, 2023



b ASSOCIAZIONE
B MEDIC!
&% DIABETOLOGH

1.1. A target HbA1c between 49 mmol/mol (6.6%)
and 58 mmol/mol (7.5%) is recommended for pa-
tients with type 2 diabetes treated with drugs
capable of inducing hypoglycemia.

Italian guidelines for the treatment of T2DM, 2021 SID

Societd Italiana

H bA 1 C ta r g ets di Diabetologia

Subgroup considerations. There are no available data from
randomized trials on the safety and efficacy of intensifi-
cation of glucose control in patients aged >75 years; in
addition, benefits of long-term glucose control are evident
only after 2 years of treatment. This could motivate higher
HbA1c targets in patients aged >75 years or with reduced
life expectancy because of comorbidities.

1.2.1. A target HbA1c below 53 mmol/mol (7%) is
recommended for patients with type 2 diabetes
treated with drugs which are not capable of
inducing hypoglycemia.

1.2.2. A target HbA1c of 48 mmol/mol (6.5%) or
lower is suggested for patients with type 2 dia-
betes treated with drugs which are not capable of
inducing hypoglycemia.

Mannucci E et al. for SID-AMD. Nutr Metab Cardiovasc Dis and Acta Diabetol, 2022
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Articles

Glycaemic durability of an early combination therapy with >@ ' ®
vildagliptin and metformin versus sequential metformin
monotherapy in newly diagnosed type 2 diabetes (VERIFY):

a 5-year, multicentre, randomised, double-blind trial

David R Matthews, PdiviM Palddnius, Pieter Proot, YannTong Chiang, Michael Stumvoll, Stefano Del Prato, for the VERIFY study group

VERIFY RCT

Treatment: metformin+vildagliptin
Comparator: metformin (vildagliptin stepwise)
Patients: 2001 T2DM with A1c 48-58 mmol/mol
Principal endpoint: Time to first failure
Secondary endpoint: time to second failure
(initiation of insulin)

Follow-up: 5 years

Matthews DR et al. Lancet, 394:1519-29, 2019
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Cardiovascular prevention with glucose-lowering drugs in type
2 diabetes: An evidence-based approach to the categories of
primary and secondary prevention

Giovanni Antonio Silverii MD

Edoardo Mannucci MD |

Meta-analysis of RCTs>52 wk

Treatment: GLP1RA

Comparator: placebo

Principal outcome: MACE (adjudicated)
Patients: adults with T2DM

GLP-1RA

Control

Events Total Events Total Weight

Odds Ratio
M-H, Fixed, 95% CI

Odds Ratio

M-H, Fixed, 95% CI

Study or Subgroup

10.4.1 MRF

AMPLITUDE MRF 12
EXSCEL MRF 117
FREEDOM MRF 13
GRADE MRF 44
LEADER MRF 72
PIONEER -6 MRF 4
REWIND MRF 277
SUSTAIN-6 MRF 10
Subtotal (95% CI)

Total events 549
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3083
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10706

686

Heterogeneity: Chi* = 5.48, df =7 (P = 0.60); = 0%

Test for overall effect: Z=1.02 (P =0.31)

10.4.2 ASCVD

AMPLITUDE ASCVD 177
ELIXA ASCVD 388
EXSCEL ASCVD 722
FREEDOM ASCVD 82
GRADE ASCVD 4
HARMONY ASCVD 338
LEADER ASCVD 536
PIONEER-6 ASCVD 57
REWIND ASCVD 280
SUSTAIN-6 ASCVD 98

Subtotal (95% Cl)

Total events 2683
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25328
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68 1345
315 1554
137 1382
24259
2989

Heterogeneity: Chi* = 19.40, df = 9 (P = 0.02); I* = 54%
Test for overall effect: Z = 5.56 (P < 0.00001)

Total (95% CI)
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Heterogensity: Chiz = 26.89, df = 17 (P = 0.06); I? = 37%
Test for overall effect: Z = 5.46 (P < 0.00001)
Test for subgroup differences: Chi# = 2.09, df =1 (P =0.15), # = 52.1%
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Mannucci E, Silverii GA. Diabetes Obes Metab 25:3445-43, 2023



LM IWERSITA

FIRENZE

Received: 21 May 2023 | Revised: 11 July 2023 | Accepted: 11 July 2023
DOI 10.1111/dom.15226

REVIEW ARTICLE WILEY

Cardiovascular prevention with glucose-lowering drugs in type
2 diabetes: An evidence-based approach to the categories of
primary and secondary prevention

Edoardo Mannucci MD

| Giovanni Antonio Silverii MD

Meta-analysis of RCTs>52 wk

Treatment: GLP1RA

Comparator: placebo

Principal outcome: MACE (adjudicated)
Patients: adults with T2DM
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Mannucci E, Silverii GA. Diabetes Obes Metab 25:3445-43, 2023
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L2 If metformin is not contraindicated.
3With the exception of saxagliptin which is not indicated for patients with heart failure.
The recommendation for patients with eGFR< 60ml/min is weak (few studies on this population) and therefore is written with a lighter type

We recommend to deprescribe sulfonylureas and glinides.

Mannucci E et al. for SID and AMD. Acta Diabetol, 2023
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nature medicine 3

FLOW RCT

Treatment: semaglutide

Comparator: placebo

Principal outcome: composite renal outcome
Patients: 3533 with T2DM and CKD

Article https://doi.org/101038/s41591-024-03133-0

Effects of semaglutide with and without
concomitant SGLT2inhibitor usein
participantswithtype2 diabetesand
chronickidney diseaseinthe FLOW trial

HR (95% CI) Pinteraction  MNumber of events/analyzed participants
(semaglutide 1.0 mg; placebo)

Composite renal event (primary endpoint) :
Composite renal event (primary endpoint) |_'—| i 0.76 (0.66, 0.88) INN,767; 2101,766
SGLT2i: No HoH i 0.73 (0.63, 0.85) 290/1,490; 372/1,493
SGLTZi: Yes }—lb—| 1.07 (0.69, 1.67) 0.109 41/277; 38273
eGFR <15 i
eGFR <15 l_-_i-l 0.80 (0.61,1.08) 921,767; 1N0N,766
SGLT2i: No l_'_ll 0.72(0.53, 0.98) 721,490; 951,493
SGLT2i: Yes I i L4 1.29 (0.67, 2.57) 0120 20/277; 15/273
50% reduction in eGFR i
50% reduction in eGFR l_'_| i 0.73 (0.59, 0.89) 165/1,766; 2311,766
SGLT2i: No l_'_| i 0.66 (0.53, 0.83) 135/1,489; 190,493
SGLT2i: Yes ——%— 1.30 (0.76, 2.26) 0.023 30/277; 23/273

Mann JFE, et al. Nat Med 30:2849-56, 2024




UNIVERSITA
DEGLI STUDI

FIRENZE

Acta Diabetologica
https://doi.org/10.1007/500592-026-02666-9

REVIEW ARTICLE

The combination of glucagon-like peptide-1 receptor agonists and
sodium—-glucose cotransporter-2 inhibitors: a narrative review of
existing meta-analysis
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