LA REMISSIONE FARMACOLOGICA E NON
NEL T2D:

Assoclazione GLP1-RA, SGLT2-i1 e
Dual Agonist-Tirzepatide

THE BRIGHT SIDE
OF DIABETES Sistema Socio Sanitario

Dr. Davide Bernasconi Regione

ASST Fatebenefratelli Sacco

LA PREVENZIONE E LA REMISSIONE
NEL DIABETE MELLITO

UNIVERSITA
# 2 | DEGLI STUDI
DI MILANO

MILANO
FABBRICA DEL VAPORE

g SID 14 MAGGIO 2026



Disclosures

Dichiaro di non avere conflitti d’interesse relativi alle tematiche presentate in
questa relazione



Outline

* The concept of remission

* Achieving pharmacological remission in T2DM

 How to target pharmacological remission

* Conclusions



Outline

* The concept of remission



The concept of diabetes remission

“Remission should be defined as a return of HbA1c to <6,5%(<48 mmol/mol) that occurs spontaneously
or following an intervention and that persists for at least 3 months in the absence of usual glucose-
lowering pharmacotherapy”

Riddle MC et al. Diabet Med. 2022 Mar;39(3):e14669.



The concept of diabetes remission: should it differs from other
diseases?
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The concept of diabetes remission: should it differs from other
diseases?

“Nonetheless, it appears reasonable, if not necessary, to add a novel category of diabetes remission for
people achieving this ambitious goal while taking glucose-and weight-lowering medications. Such a
category parallels and aligns with the mechanisms driving glycaemic control and weight loss after
bariatric surgery, the origin of which the definition of T2DM remission comes, and reflects other
commonly accepted definitions used outside the field of diabetes, including cancer, rheumatology and
neurology. Furthermore, the cardio-reno-protective properties of new glucose-and weight-lowering
medications in patients with type 2 diabetes and comorbidities, and their importance in preventing
cardiovascular risk, cast doubt on the appropriateness of discontinuing these drugs”

C. Bianchi et al Diabetes, Obesity and Metabolism, no. 6 (2026): 4474-4487,



The concept of diabetes remission

Definition 1

HbAlc <6,5% for at least 3 months without
any therapy

Definition 2

HbAlc <6,5% for at least 3 months without
any therapy other than GLP-1RA

Definition 3

HbAlc <6,5% for at least 3 months without
adding any new glucose-lowering medications
from baseline

Definition 4

HbAlc <6,5% for at least 3 months
irrespective of glucose-lowering medications

Fadini GP at al Lancet Reg Health Eur. 2025 Oct 15;59:101499.



The concept of diabetes remission
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Outline

* Achieving pharmacological remission in T2DM



Achieving different definitions of remission through GLP-1RA
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Pharmacological remission with early introduction of SGLT2i

Overall Data Comparison by diabetes duration
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Achievement of normoglycemia with tirzepatide: analysis of
SURPASS 1-4
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43 - 62% of participants treated with
the highest tirzepatide dose (15 mg)
achieved HbA1c <5.7% at the
primary end point of each SURPASS
study

Rosenstock J et al Diabetes Care. 2023 Nov 1;46(11):1986-1992.



Remission with multimodal pharmacotherapy

Type 2 Diabetes Remission:
A Systematic Review and Meta-analysis of Nonsurgical Randomized Controlled Trials

©) v « 8 RCT with pharmacotherapy

1) Toassess the effect of pharmacological and nenpharmacological randomized controlled trials (RCTs) on type 2 diabetes (T2D) remission
2) To characterize the components of these T2D remission interventions

Methods Results ° Only 2 included GLP-1RA

Studies published batween 2008 and 2025
Population: individuals with newly diagnosed

Inclusion criteria: X 12D (14.6 months since diagnosis to 6.7 b Only 2 il’]ClUdEd SG LT2i

18 studies included p %
* Population: Adults 218 years of age with T2D e years); average age 53 years

* Searched in MEDLINE and Embase to April 2025 18,355 studies

* Intervention: Nonsurgical RCT for T2D remission - * Study duration:12 weeks 0 18 months
+ Outcomes: T2D remission, weight loss, T2D relapse, glycated =3 * Bias: mostly low risk of bias ) L4 N (0] RCT WI t h G LP' 1 RA an d
hemoglobin (A1C), patient-reported outcome measures (quality of =1 . Interdllscnphnary teams using multimodal
life), and safety/adverse event 4 and tailored approaches
ODDS OF ACHIEVING T2D REMISSION . . .
* Screened abstract and full-text articles in duplicate 8 multimodal phﬂ'iﬂ -ological RCTs RR 1.75 (95% CI 1.49 10 2.04) SG LT2 I CO m b I n atIO n
; 10 nonpharmacological RCTs RR 5.80(95% Cl 4.28t0 7.87)
* Random-effacts multilevel meta-analytic modeling approach of
outcomes Significant decreases in body weight and significantly improved glucose ° H H
control (A1C) and quality of ife. RR, risk ratio N O CO n S I Ste nt d efl n Itlo n Of
Limitations and Next Steps . .
+ Heterogeneity in our small pool of included studies (diversity of nonpharmacological components), stringent intervention protocols, narrow participant re m | SS | O n

selection criteria, and lack of consistent remission definitions,

Future research needs to consider long-term sustainability and effectiveness of these highly resourced and intensive interventions in real-world settings
that include diverse patient populations and unique individual preferences.

Q@ B

Sherifali DT et al Diabetes Care. 2025 Dec 1;48(12):2181-2191.



Remission with multimodal pharmacotherapy
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 How to target pharmacological remission



How to target pharmacological remission
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Who to target for pharmacological remission?
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Traccia I'evoluzione clinica della gesﬁ*o
da una visione di malattia cromca*%ll

PASSATO: PARADIGMA DEL CONTROLLO
(STATICO/PROGRESSIVO)
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Conclusions

Definition of diabetes remission is still matter of debate
To achieve better remission rate we should act early
Data regarding long term effects of remission are still lacking

With new glucose-lowering agents pharmacological remission of diabetes is now

possible
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