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Marx N et al Eur Heart J, 2024

SUBITO è più efficace



Alla diagnosi del DMT2
allo scopo di aver un 

buon controllo metabolico
non considerando la eterogeneità del DMT2, in particolare escludendo i pazienti SIDD



Lean MEJ et al Lancet Diabetes Endocrinol, 2019

DiRECT Study
Improvement of HbA1c was proportional to body weight reduction

 36% of the patients achieved
HbA1c <6.5% without drugs

 60% of the patients
maintained the target without
drugs up to 2 years

 For evey kg lost, 25% 
increment of the probability to 
achieve HbA1c <6.5%
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Remission depends on duration of the disease and baseline HbA1c

Steven S et al. Diabetes Care, 2016

72

108

144

180

216

252

Fa
st

in
g 

Pl
as

m
a 

G
lu

co
se

 (m
g/

dL
)

VLCD Weight maintenance

Stop drugs

9

5

6

7

8

H
bA

1c
 (%

)

W
ee

k 
1

W
ee

k 
8

M
on

th
 1

M
on

th
 2

M
on

th
 3

M
on

th
 4

M
on

th
 5

M
on

th
 6 ● Responders     △ Non-responders

W
ee

k 
4

75

85

95

105

B
as

el
in

e
W

ee
k 

1

W
ee

k 
8

W
ee

k 
10

M
on

th
 1

M
on

th
 2

M
on

th
 3

M
on

th
 4

M
on

th
 5

M
on

th
 6

W
ei

gh
t (

kg
)

VLCD Weight maintenance△ Non-responders

● Responders



Bariatric Surgery
Sleeve gastrectomy

Muraca E et al (in preparation)

Timing
Riduzione di efficacia

non solo
sull’outcome “glicemico”



The GRADE Study Research Group N Engl J Med, 2022 

a 4 anni
71% dei pazienti con 
HbA1c > 7%

Short duration
(4 years)

In metformina al basale
Target 7% Target 7.5%

Standard strategy



months

SUBITO E TUTTO

Matthews DR et al Lancet, 2019

WH: “Although initial combination therapy has been
suggested to offer more opportunities than a traditional
stepwise approach, its validity remains to be determined”

efficacy endpoint

time from randomisation to initial
treatment failure

HbA1c measurement of at least
7·0% at two consecutive 
scheduled visits

5 anni il 40%

5 anni > 60%



Prediabetes

Jastreboff AM et al N Engl J Med, 2024

1.3% vs. 13.3%
HR 0.07; 95% CI: 0.0-0.1; P<0.001 

SURMOUNT-1

McGovan B et al Lancet Diabetol Endocrinol, 2024

STEP-10

1% vs 3%
OR 19.8; 95% CI 8.7 to 45.2; p<0.0001



alla diagnosi del DMT2
per la prevenzione
delle complicanze

(non considerando la eterogeneità del DMT2)



PREVALENCE OF COMPLICATIONS: DURATION < 5 YEARS
(patients with hepatic steatosis at US)

DURATION OF DIABETES (years) 1.7±1.3
Age (years) 61±13
BMI (kg/m2) 31.4±5.6
CVD (%) 15.7%
CKD (%) 28.0%
UACR > 30 mg/g (%) 17.0%
Motor and sensory neuropathy (%) 3.4%
Retinopathy (%) 5.6%
LSM > 8 KPa (%) (if FIB-4 > 1.3) 31.0%



GRADE
Short diabetes
duration (4 years)
High rate of CVD complications

The GRADE Study Research Group N Engl J Med, 2022 

6-7% with previous stroke or AMI

On top of metformin

Glargine
Glimepiride
Liraglutide
Sitagliptin

Any CVD
~ 10% in 6 years

Death
~ 4-5% in 6 years
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Controllo glicemico precoce e successivo rischio di 
CVD con HbA1c <5,7% come valore di riferimento

Pseudo-forest plot showing the adjusted hazard ratios (HR) with the relative 95% confidence interval (CI), derived from the Cox
regression analyses exploring the associations between glycemic control and the risk of the CVD at follow-up to the degree of 
glycemic control in the three exposure periods assessed

Russo G et al. Diabetes 2025

• Complessivamente, il 5.7% dei pazienti con DT2 
aveva valori medi di HbA1c <5.7% nel primo anno 
dopo la diagnosi.

• Durante un follow-up medio di 4.6±2.9 years, 
13,822 pazienti (5.5%) hanno sviluppato un 
evento cardiovascolare maggiore.

• Rispetto ai pazienti con HbA1c media <5.7%, 
quelli al di sopra di questa soglia avevano un 
aumentato rischio di malattie cardiovascolari al 
follow-up per tutti e tre i periodi di esposizione 
precoce e per tutti gli intervalli di controllo 
glicemico considerati 

• Rispetto ad una HbA1c media <5.7% durante il 
primo anno dopo la diagnosi, i pazienti con 
HbA1c media compresa tra il 5.7% e il 6.4% 
avevano un rischio aumentato del 24% di malattie 
cardiovascolari (HR=1.24; 95%CI 1.13-1.35) 

Neda Laiterapong, The Diabetes Aging Study
Diabetes Care, 2019 



The glycemic legacy effects 
seen in T2DM are explained 
largely by historical HbA 1c 

values having a greater 
impact than recent values on 

clinical outcomes

Early detection of diabetes 
and intensive glucose 

control from the time of 
diagnosis is essential to 

maximize reduction of the 
long-term risk of glycemic 

complications

Lind M et al. Diabetes Care 2021



Look-ahead and remission (CVD & CKD)

Number of visits in remission

Gregg EW  et al Diabetologia, 2024

Metabolic
memory



Corrao G et al. Nutr Metab Cardiovasc Dis, 2021

Clinical outcome1) HbA1c
2) lipid profile
3) AER
4) creatinine

Within the first year?

3 categories of adherence

1) 0-1 low 43%
2) 2 intermediate 36%
3) 3-4 high 21%

End-points
Complications of diabetes (time to hosp
admission for short term and long term
complications) - Costs for the health care 
system (€)

At diagnosis in Lombardy - 2012



Vazquez Arreola E et al
Lancet Diabetes Endocrinol, 2026



nel paziente con malattia CVD



Avogaro A et al Acta Diabetol, 2026

Benefit of combination therapy: GLP1-RA & SGLT2-i



Marx N et al. Circulation, 2025

SOUL: Oral Semaglutide CV Outcomes by SGLT2i Use 



Greater weight loss
= better health

outcomes

Conclusion, the new paradigm



TUTTO & SUBITO 

Life-style intervention: very restrictive and difficult to maintain over the long term
(in DiRECT at 5 years remission dropped to 13%)  

Intensive drug treatment: probably rapidly diminishes when the drug is
discontinued and level of patients’ acceptability may be low

Bariatric surgery: level of patients’ acceptability is low and there is time-
dependent loss of efficiency

Patients must be informed and very well motivated
Metabolic Memory

Also, consider you need to achieve the target of LDL-cholesterol and blood
pressure “early” and using “combination therapy approaches”

Cultural change

: it works …. but it’s a challenge
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Mann JFE et al. Diabetes Care, 2026

SOUL: Oral Semaglutide
kidney outcomes by 

SGLT2i Use 



Maier JA et al. Diabetes Obes Metab, 2026

RWD
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UKPDS: un controllo glicemico precoce ed intensivo riduce 
il rischio di complicanze croniche a lungo termine nel DMT2

Effetto legacy

Holman RR.et al. N Engl J Med 2008



Timing of cardiovascular protection

Alammari N et al Diabetes Obes Metab, 2025



Schlesinger S et al Diabetologia, 2021

Definition of prediabetes



Schlesinger S et al Diabetologia, 2021



Welsh C et al Diabetes Care, 2020



Rooney MR al Diabetologia, 2025

10310 participants from the Atherosclerosis Risk in 
Communities (ARIC) Study without diabetes at baseline (1990–
1992)

Follow-up: 30 years

For the first time analysis was
adjusted for incident diabetes



Rea F, Ciardullo S et al Diabetes Res Clin Pract, 2021

High discontinuation rate



Prognosis of obese metabolically-healthy individuals
the Cremona Study

All–cause
mortality

The total number of deaths 
after 15 years was 495

CVD: 221
cancer: 180

obese insulin-resistant (HR: 1.37; 95% CI: 1.09-1.72; P=0.01)
obese metabolically healthy (HR: 0.98; 95% CI: 0.46-2.07; P=0.95) Calori G et al Diabetes Care, 2011

Non-obese insulin sensitive (CON) 708              693             679             662  645             625            603             581  366                    
Non-obese insulin resistant (NOb-IR) 923              899             872             841      812             769            741             699      462
Metabolically healthy obese (MHO) 43                43 41               40                40 38              35               35 27
Obese insulin resistant (Ob-IR) 337              325             313            301              288             269            257            242       171
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P=0.0001

Serie 1

DM duration (yrs)

CVD Hazard Ratio

0.687

0.743

0.804

0.87

0.94

1.017

1.1

1.19

1.287



Foglio1

				Serie 1		Serie 2		Serie 3

		0		0.687		2.4		2

		3		0.743		4.4		2

		6		0.804		1.8		3

		9		0.87		2.8		5

		12		0.94

		15		1.017

		18		1.1

		21		1.19

		24		1.287
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