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Legacy effect: Definition
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A phenomenon of continuous beneficial effect of the mteﬁ%@é control on disease

outcomes or complications even after a long duratloe@og\\?essatlon of the intervention.
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Legacy effect of intensive glycemic control: UKPDS
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Legacy effect of intensive glycemic control: UKPDS
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Legacy effect of dysglycemia: UK CPRD
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Legacy effect of dysglycemia: Diabetes & Aging Study
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Mechanisms of the legacy effect of glycemic controi
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Risk factors and mortality in type 2 diabetes
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Legacy effect of intensive blood pressure control: ADVANCE

Mean blood pressure (mm Hg)

No difference at 6 months

after the end of the trial
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Patel A et al. Lancet 2007



Legacy effect of intensive blood pressure control: ADVANCE
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Legacy effect of intensive cholesterol control: WOSTOPS
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Participants with or without diabetes Ford | et al, N Engl J Med 2007



Legacy effect of intensive cholesterol control: WOSTOPS

Death from Cardiovascular Causes

1o RR recuction with intensive cholesterol
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Legacy effect of intensive body weight control: Look-AHEAD
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Intervensive intervention: Low-calorie @?1200—1800 kcal/die) with 1-2 meal replacements and >175

min/week moderate physical activity. @ekly visits for 6 months, then forthnightly visits up to 4 years. Gregg EW et al. Diabetologia 2024



Legacy effect of intensive body weight control: Look-AHEAD

Ay
&Q @
Incidence of CKD and CV events by number of v;ﬁfg&hth remission
L &
2 &
1.0 0.76 0.73 0.45 C}‘QO 8\\ 0.66 0.59 0.51
(0.53,1.07) (0.47,1.13) (0.25, 0.82) ey ,09 (0.46, 0.94) (0.37,0.94) (0.30, 0.89)
2.5
@
8 2.0 RRR
> 24%
S RRR
S 15 34%
o
= RRR
~ 10- 41% RRR
g 49%
@
C
2 05-
L
0.0 NS
None 4@ V|§f~ 2-3 visits >4 visits None 1 visit 2-3 visits >4 visits
Cé@ (hl& risk or very high risk) Composite CVD

Q\’b
Gregg EW et al. Diabetologia 2024



Legacy effect of intensive body weight control: DIRiCT
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Lean M et al, Lancet Diabetes Endocrinol 2024



Legacy effect of intensive multiple risk factor control
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Legacy effect of intensive multiple risk factor control: Steno-2
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Table 1. Treatment Goals for the Conventional-Therapy Group \’0 %\é
and the Intensive-Therapy Group.* \\Q} @
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Variable Therapéo erapy
1993— \@oo 1993— 2000—
19% 1999 2001
Systolic blood pressure (mm Hg) &}606 <135 <140 <130
Diastolic blood pressure (mm Hg) \Q (69 <85 <85 <80
Glycosylated hemoglobin (%) OO &6 <75 <65 <6.5 <6.5
Fasting serum total cholesterol n{g%'l @ <250 <190 <190 <175
Fasting serum triglycerides @ﬁil <195 <180 <150 <150
Treatment with ACE in r |rés\pect|ve No Yes Yes Yes
of blood pre
(\
Aspirin therapy Q @\
For patlené@lt @own ischemia Yes Yes Yes Yes
For pat&@ts wgh peripheral vascular disease  No No Yes Yes
For % ithout coronary heart disease ~ No No No Yes
Qor p@ﬁa eral vascular disease
,\@
U
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Intervensive therapy: Stepwise mpleme&ﬁ’lon of behavior modification and pharmacologic therapy that targeted hyperglycemia,

hypertension, dyslipidemia, and mlcrc@umlnurla along with secondary prevention of CV disease with aspirin. Gaede P et al. N Engl J Med 2003



Legacy effect of intensive multiple risk factor control: Steno-2
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Legacy effect of intensive multiple risk factor control: Steno-2
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Beneficial actions of SGLT2i and GLP1RA
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Glomerular hyperfiltration
reduction

Solini A, Trico D, Del Prato S, Diabetologia 2023



Legacy effect of early SGLT2i use
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Primary Outcome: Kidney disease pr@\ression or CV death.

EMPA-KIDNEY Collaborative Group. N Engl J Med 2025



Legacy effect of early GLP-1 RA use
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Retrospective cohort study of 550 individuéls with T2D in Italy Piccini S et al, Cardiovascular Diabetology 2023



Pillars of cardiovascular risk management in diabetes

REDUCTION IN DIABETE
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Cardiovascular Disease and Risk Management: Standards of Care in Diabetes 2025, Diabetes Care 2025



CV risk factor control in people T2D in ltaly
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202.068 patients with T2D from 75 ceﬁaers across ltaly in 2022 Trico D et al, Diabetes Metab Res Rev 2024



Use of agents with cardiorenal benefits in people T2D in Italy

SGLT2i

21,7

N4
202.068 patients with T2D from 75 célers across Italy in 2022 Trico D et al, Diabetes Metab Res Rev 2024
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Type 2 diabetes is a progressive, multifactorial disease requigéﬁ®@mprehensive management.
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Early preventive interventions and tight risk factor cont\\r,gﬁl’ re associated with longer-term benefits.
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Initiating pharmacological agents with proven c%mﬂ?%éenal benefits early improves clinical outcomes.
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Despite robust evidence, therapeutic inec)@ <2~;‘be!r?]ains a major barrier to optimal diabetes care.
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Legacy effect: Definition
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A phenomenon of continuous beneficial effect of the mteﬁ%@é control on disease

outcomes or complications even after a long duratloe@og\\?essatlon of the intervention.
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DCCT Intensive 705 683 629 113
&@Q @4 DIC

treatment
Q ‘&\0 Conventional 714 688 618 92

treatment

O DCCT/EDIC study group, N Engl J Med 2005



Legacy effect of intensive glycemic control

Study : N
(median HbA1c intensive MlcroYasc_uIar MacroY?s.:'um. Cardiovascular mortality
vs conventional) complications comptications
UKPDS
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* Significant benefit on ESKD only QOO?) Holman RR et al. N Engl J Med 2008; ACCORD group. Diabetes Care 2016;

** Diabetes-related mortality Zoungas S et al. N Engl J Med 2014; Hayward RA et al. N Engl J Med 2015



Legacy effect of intensive blood pressure control: UKPDS

P
Death for diabetes-related disegb * ©
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RR reduction
32% (95%CI 6-51%)

Patients with events (%)
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Years from randomisation

* Myocardial infarction, sudden death, stro@;\(geripheral vascular disease, and renal failure.
‘Tight’ control: average 144/82 mmHg vs 154/87 mmHg UKPDS 38, BMJ 1998



Legacy effect of intensive blood pressure control: CHAMP10N
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* Adjusted for: age, sex, BMI, glycemic co \@,eGFR, office SBP, type and duration of diabetes. L . .
Chiriacd M...Tricd D, Diabetes Obes Metab 2022

Current diagnostic criteria and therapeutic target using 24-h ABPM



Legacy effect of intensive body weight control: Look-AHEAD
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1 visit 2-3 visits 24 visits

Number of visits with diabetes remission

Intervensive intervention: Low-calorie. dz& (1200-1800 kcal/die) with 1-2 meal replacements and >175

min/week moderate physical activity. V@ekly visits for 6 months, then forthnightly visits up to 4 years. Gregg EW et al. Diabetologia 2024
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