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Possiamo stringere di nuovo il target glicemico?
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Conflitti di Interesse

• Il sottoscritto dichiara di avere avuto rapporti 
professionali con le seguenti aziende:
– Sanofi
– MSD
– Lilly
– Boheringer Ingelheim
– Ogilvy
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Agenda

• E’ stato affrettato abbandonare il controllo 
intensivo?

• E’ necessario ridiscutere l’obiettivo glicemico?
• Abbiamo sufficienti elementi per rivalutare 
l’obiettivo glicemico?

• A quali obiettivi possiamo ambire?
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UKPDS Myocardial Infarction (cumulative)
fatal or non fatal myocardial infarction, sudden death573 of 3867 patients (15%)
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p=0.052

Risk reduction 16%
(95% CI: 0% to 29%)

UKPDS 35: Lancet. 1998, 352:837‐53.
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UKPDS HbA1c trend
cross-sectional, median values

UKPDS 35: Lancet. 1998, 352:837‐53.
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ACCORD

1.41%/yr

1.14%/yr

HR = 1.22 (1.01‐1.46)
P = 0.04

All Cause Mortality 
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Median A1C and Interquartile Ranges 

ACCORD Study Group, NEJM 2008 358:2545‐2549.
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Summary of Microvascular Results
Up to Transition

Pr(≥ 1 significant test) = 0.54 
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Summary of Microvascular Results
Through End of Study

P (≥ 1 significant test) = 0.54
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• Intensive treatment of glycemia in the ACCORD 
cohort did not reduce the risk of composite 
measures of advanced microvascular outcomes

• Intensive therapy delayed the onset of 
albuminuria and some measures of eye 
complications and neuropathy

• Microvascular benefits of intensive therapy 
should be weighed against increase in total and 
CVD-related mortality, increased weight gain, 
and high risk for severe hypoglycemia

Conclusions
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ACCORD, ADVANCE, UKPDS, and VADT
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Kaplan–Meier Curves for the Primary and Secondary Outcomes during the Trial and Follow-
up Period.

Reaven PD et al. N Engl J Med 2019;380:2215-2224
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VADT

• Participants with type 2 diabetes who had been randomly 
assigned to intensive glucose control for 5.6 years had a 
lower risk of cardiovascular events than those who 
received standard therapy only during the prolonged period 
in which the glycated hemoglobin curves were separated.

• There was no evidence of a legacy effect or a mortality 
benefit with intensive glucose control.
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Effect of Intensive Glucose Therapy on Major Cardiovascular Events during Periods of 
Separation of Glycated Hemoglobin Curves (Years 0–10) and No Separation (Years 11–15).

Reaven PD et al. N Engl J Med 2019;380:2215-2224

Reaven PD et al. N Engl J Med 2019;380:2215-2224
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Kaplan-Meier analysis of time to renal composite from randomization in the VADT to end of 15 
years (15 November 2000–30 June 2017). 

Lily Agrawal et al. Dia Care 2019;42:e181-e182

©2019 by American Diabetes Association
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ORAL COMBINATION INSULIN
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Progression to first large‐vessel disease
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SGLT2i
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CVOTs, outcomes and metabolic control (data 
extracted from original publications)

A1c (finale) MACE MICRO

EMPA‐REG 7.6 + +

CANVAS 8 ‐/+ +

DECLARE 7.9 ‐/+ +

CREDENCE 7.8 + +

ELIXA 7.3 ‐ +

LEADER 7.5 + +

SUSTAIN 6 7/7.5 + +

EXSCEL 7.6 ‐ +

HARMONY 8 + +

REWIND 6.7 + +

PIONEER 6 7.1 ‐ ‐
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Meta‐Analysis of GLP1‐RA and SGLT2i trials  
MACE

Zelniker et al. Circulation 2019; 139:2022
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Severe Hypo

Confirmed Hypo
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Patients who experienced
severe hypoglycemia

during the trial were more 
likely than those without
severe hypoglycemia to 
experience MACE, CV 

death, non‐CV death, or 
all‐cause death (P < 0.001 
for all four outcomes)
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Patients experiencing severe hypoglycemia were at greater risk of CV events and 
death, particularly shortly after the hypoglycemic episode. While causality remains
unclear, reducing hypoglycemia remains an important goal in diabetes management
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Severe hypoglycemia HRs and 95% CIs for all-cause mortality by subgroups of the study 
population. 

Alexandra K. Lee et al. Dia Care 2018;41:104-111

©2018 by American Diabetes Association
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Hypoglycemia HRs and 95% CIs for cardiovascular disease and mortality outcomes by time 
since severe hypoglycemic event. 

Alexandra K. Lee et al. Dia Care 2018;41:104-111

©2018 by American Diabetes Association
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Hypoglycemia HRs and 95% CIs for cardiovascular disease and mortality outcomes by time 
since severe hypoglycemic event. 

Alexandra K. Lee et al. Dia Care 2018;41:104-111

©2018 by American Diabetes Association

whether severe hypoglycemia is a marker or a 
cause, our findings reinforce the concern about
severe hypoglycemia and its sequelae. In both

middle‐aged and older adults, severe 
hypoglycemia is followed by a high absolute
risk of mortality and cardiovascular events, 
suggesting the need to identify those at high 

risk for hypoglycemia and to increase
monitoring of those with a recent episode of 

severe hypoglycemia
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HRs of log(CV) and ARV and their 95% CI for the primary CVD outcome with and without 
adjustment for severe hypoglycemia (Hypo) events. 

Jin J. Zhou et al. Dia Care 2018;41:2187-2194

©2018 by American Diabetes Association

In the VADT, variability of fasting glucose plays a role in the development of CVD complications
beyond the influence of standard fasting glucose measures. The adverse consequences of 

fasting glucose variability on CVD appear greatest in those receiving intensive glucose contro
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Depicted are patient and disease factors used to determine optimal A1C targets. 

American Diabetes Association Dia Care 2019;42:S61-S70

©2019 by American Diabetes Association
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CONCLUSIONI

• I CVOTs non hanno stretto il target glicemico 
quanto ACCORD

• Anche nei CVOTs l’ipoglicemia resta un fattore 
di rischio CV

• L’ipoglicemia sembra però più legata 
all’innesco di complicanze legate 
all’aterotrombosi
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