
Possiamo stringere di nuovo il target glicemico ?

Andrea Natali
Dipartimento di Medicina Clinica e Sperimentale 
Università di Pisa

Diapositiva preparata da ANDREA NATALI e ceduta alla Società Italiana di Diabetologia. 

Per ric
evere la versione originale si prega di scrivere a siditalia@siditalia.it



Conflitti di interesse

Supporto alla ricerca: Boheringer Ingelheim, Eli Lilly, Nestlè

Advisory board: Astra Zeneca

Inviti a congressi: Amgen, Boheringer Ingelheim, Astra Zeneca, Nestlè

Diapositiva preparata da ANDREA NATALI e ceduta alla Società Italiana di Diabetologia. 

Per ric
evere la versione originale si prega di scrivere a siditalia@siditalia.it



Stringere perché ?

DM1: 73%
DM2: 50%

≤7%

DM1: 28%
DM2: 50%
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Cosa dicono le linee guida ?

A reasonable HbA1c target is around 53 mmol/mol (7%) or less
for most non-pregnant adults with sufficient life expectancy to see
microvascular benefits (generally ~10 years) 

Providers might reasonably suggest
- more stringent HbA1c goals (<6.5% [48 mmol/mol])  

for selected individual patients if this can be achieved without significant
hypoglycemia or other adverse effects of treatment 

- less stringent A1C goals (such as <8% [64 mmol/mol]) may be appropriate 
for higher risk individuals

ADA-EASD 2018

A
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B

STANDARD DI CURA 2018 <6.5%
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Sono tutti d’accordo ?

<7%
+/-

⌁7% or <

≤6.5%

7-8%

6-7%    LE 10-15yrs, MicV-
7-8.5% Mic&MacVC or LE 5-10 yrs
8-9%    LE<5 yrs

≤7%

=6.5% if on 1 drug no hypo
=7%    all others
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Quale è il messaggio ?

1) Le complicanze MicroV e MacroV non si osservano se 

HbA1c ≤ 7-6.5%

2) Il beneficio di un più stretto controllo si osserva solo se 

• il p. non ha complicanze MicroV o MacroV

• Il p. ha una aspettativa di vita >10 aa

• non ci sono ipoglicemie
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5.5 vs 6.5% ? 

-21%

-21%

-14%

> -12%

> -16%

> -14%

-37%

?

-19%
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Commento degli autori

UKPDS 35

«We observed no thresholds of glycaemia for any type of complication of diabetes. 

This suggests that there is no specific target value of haemoglobin A1c for which

one should aim but that the nearer to normal the haemoglobin A1c concentration

the better.»
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Microvascular Complications
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Non sono tutte uguali

2
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MicroV complications trials

∂HbA1c=-0.9%

-20%

-13%

-2%
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Kumamoto HbA1v & MicroV compl

Shichiri M, Diab Care 2000

HbA1c 6% = 0 progression
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LE >10 aa? Quanto bisogna aspettare ? 

19,897 Japanese adults

RR
=2

.4
6

Tsugawa Y, Diabetes Care 2012

RR=1.0

3-yrs incidence of retinopathy
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LE 10 yrs? ESRD or Renal death (ADVANCE)

Perkovic W Kidney Int 2013

1 yr 2 yr 3 yr
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MicroV compl: Time course & 1 vs 2 prev

Kumamoto Study Diab care 2000

Primary prev.

Secondary prev.
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DCTT: The magic of intensive therapy

retinopathy progression
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Macrovascular complications
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VADT – Short legacy for CVD

nonfatal MI
nonfatal stroke
new or worsening HF
Amputation
CV death

AGE (yrs) : 60+/-8 70+/-8  
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<15%IMA, <10%CVE = Stroke, =HF
Turnbull FM 
Diabetologia 2009

-9%
MACE

-4% (ns)

-15%

0%
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Metanalyses collection
Intensive (<7%) vs conventional (7-8.5%)

-15%
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Metanalyses collection
Intensive (<7%) vs conventional (7-8.5%)

Nonostante il raddoppio del rischio di ipoglicemia cercare di portare HbA1c sotto 7% è 
sicuro dal punto di vista cardiovascolare anche in soggetti ad alto rischio, anzi si ha una 
riduzione del 15% del rischio di infarto non fatale
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HypoG vs non hypoG drugs

Mannucci, Monami, Ceriello NMCD 2017
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Zang C, Annals of Medicine 2010
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Real world: HbA1c and MicroV compl.
34,737  newly diagnosed T2D with 10 
years of survival (1997-2013)

Microvascular events

<6.5% 
=9%8<9%

7<8%
6.5<7%

HRs adjusted for:
age at diagnosis, 
sex, race/ethnicity, BMI, 
SBP, DBP, T-Chol, HDL-C
smoking status
HbA1c after each exposure period
comorbidity Laiteerapong N, Diab Care 2019

-0
-4

0%
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Real world: HbA1c and MacroV compl.
34,737  newly diagnosed T2D with 10 
years of survival (1997-2013)

Macrovascular events
<6.5% =9%

8<9%
7<8%

6.5<7%

HRs adjusted for:
age at diagnosis, 
sex, race/ethnicity, BMI, 
SBP, DBP, T-Chol, HDL-C
smoking status
HbA1c after each exposure period
comorbidity Laiteerapong N, Diab Care 2019

-0
-2

0%
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Early metabolic control and Death
34,737  newly diagnosed T2D with 10 
years of survival (1997-2013)

Death
<6.5% 

=9%8<9%
7<8%

6.5<7%

HRs adjusted for:
age at diagnosis, 
sex, race/ethnicity, BMI, 
SBP, DBP, T-Chol, HDL-C
smoking status
HbA1c after each exposure period
comorbidity Laiteerapong N, Diab Care 2019

ns
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In sintesi
Glycemic Targets:
Standards of 
Medical Care in 
Diabetes—2019

?

?

?

?

?
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Conclusioni
Se il paziente ha più di 3 anni di aspettativa di vita, portare HbA1c < di
6.5% previene lo sviluppo e la progressione della complicanze
microvascolari (Retina e Rene e probabilmente Neuro) senza
incrementare né il rischio di complicanze macrovascolari neppure nei
pazienti ad alto rischio (anzi riduce IMA non fatale) né il rischio di
mortalità per tutte le cause.
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Macro e Micro diversa curva DR

2

2

2

1

1

10

10

2

Target <6% ? 

Target: the lower the better
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