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Perché non possiamo piu considerare obesita e diabete come malattie separate
1. L'inflammazione cronica e la disfunzione del tessuto adiposo sono i principali drivers

biologici del diabete tipo 2

2. Il concetto di continuum adiposita — insulino-resistenza — disfunzione beta-cellulare

3. Il superamento della visione "glucocentrica" della diabetologia.



1. Linflammazione cronica e la disfunzione del tessuto adiposo sono i principali drivers biologici
del diabete tipo 2 e di molte malattie metaboliche
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2. Il concetto di continuum adiposita—insulino-resistenza—disfunzione beta-cellulare
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3. Il superamento della visione "glucocentrica" della diabetologia
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Nuovi scenari nella medicina metabolica?

- Disponibilita di farmaci con effetti metabolici
- Nuove molecole in arrivo (anche orali)
- Sviluppo di terapie "disease-modifying»
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Dalle terapie antidiabetiche ai farmaci metabolici: ultimi 20 anni

y - T - T - === =="="="="="=""="=""="-"=""=/=""="7 F-——7=—==—=—=="
Frirzepatide - STRIDE trial of
I ﬂapproved Tor semaglutide in PAD
[ + Dulaglutide QW e « SURPASS CVOT of
. approved for T2D P tirzepatide in T2D
Liraglutide « Liraglutide Semaglutide Semaglutide iSELECT: First » ESSENCE trial of
| approved for approved for approved for approved for CVOT in semaglutide in
| T2D obesity T2D obesity iobesity MASH
| : |
I | 2005 2010 2012 2014 2016 2017 2019 2021 2022 i 2023 2024 2025
|
| -
Exenatide Exenatide « LEADER: Oral Tirzepatide ﬂ « FLOW trial of semaglutide
| BID-first GLP-1RA once-weekly First CVOT semaglutide approved for i in diabetic kidney disease
| approved for T2D approved T2D inT2D approved for T2D + SURMOUNT trial of
o id T2D ﬂ tirzepatide in obstructive
| » Lixisenatide i sleep apnea
| approved
| for T2D 1

Nature Medicine | Volume 32 | January 2026 | 47-57 47



Ampliamento delle indicazioni terapeutiche dei farmaci per il trattamento del DM2 e dell'obesita
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Benefici integrati degli agonisti dei recettori del GLP-1, del GIP e del glucagone nella patogenesi
della MASLD/MASH
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Perdita di peso stimata negli studi clinici avanzati di farmacoterapia dell'obesita
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Mean Percent Change

Semaglutide Orale (GLP1 orale NON
peptidico)
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Percent Change

Orforglipron
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| meccanismi alla base del recupero del peso corporeo

% Diet < Diet discontinuation
% Excercise % Sedentarism

2 Drugs < Drug interruption
4 Metabolic surgery . < Gastrointestinal adptation

¥ Energy expenditure (lean mass reduction)

# Orexigenic hormones {ghrelin and GLP1)

¢ Anorexigenic hormones (PYY, CCK, amylin, leptin)

¢ Calories

¥ Inflammation (xinflammatory memory® of obesity)
$ Synaptic plasticity and stimulation of AgRP neurons

CapocciaD et al.
Remission of type 2 diabetes: position statement of the Italian society of diabetes (SID).
Acta Diabetol. 2024 Oct;61(10):1309-1326..



Traiettorie concettuali del peso corporeo durante e dopo la farmacoterapia dell’'obesita
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Quadro concettuale per il raggiungimento della medicina di precisione nell’'obesita

Patients with obesity

P

Genetic profiling:
= Patient

genotype-GWAS
integration

= WES

Clinical profiling

Multi-omics profiling:
+» Proteomics

= Transcriptomics

= Epigenomics

» Metabolomics

= Al and ML workflows

Patlent stratification
(appreclating patient diversity) —

Biology-driven stratification:

= Genotype

= Incretin nonresponders

= Appetite or energy
expenditure

* Muscle mass preservation

= Metabolic subtypes

= Endocrine environment

Clinically driven stratification:

» T2D comorbidity

» Individualized secondary
benefits

= Meurocognitive or
psychiatric comorbidities

= Polypharmacy context

Treatment delivery and
practical considerations:

= Administration route
preferance

= Dosing intensity needs

= Rapid or gradual weight loss

+ Adherence likelihood

= Safety/ftolerability profile

Precislon obesity therapy
(higher efficacy and safety)

High drug effect

Treatment A

-

——————

High drug effect
Treatment B

-

High drug effect

Treatment C

=

The evolving

—_—

landscape of obesity pharmacotherapy

Nat Rev Drug Discov. 2026 May 13



