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Renal disease is associated with increased 
all-cause mortality

CKD, chronic kidney disease; eGFR, estimated glomerular filtration rate; MI, myocardial infarction
*Includes participants with or without diabetes and chronic kidney disease
Tonelli et al. Lancet 2012;380(9844):807–14.
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Prevention or delay of progression of microvascular complications may help 

reduce CV risks

CV, cardiovascular; RCT, randomized control trial
1. Adapted from Brownrigg JR et al., Lancet Diabetes Endocrinol 2016;4:588–597

The burden of microvascular disease is a determinant of future CV risk1
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InsulinMetformin

Glitazones

Sulphonylureas

UKPDS

7.5% > 7%

ACCORD

8.3% > 6.6%

ADVANCE

7.5% > 6.5%

VADT

9.4% > 6.9%
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Meta-analysis: Comparison of effect of more intensive glycaemic control 
on clinical outcomes*

Total CHD

Non-fatal MI

CHD death

Heart failure

Stroke

CVD death

Non-CHD-related CV death

Non-CV mortality

All-cause mortality

Outcome

0.86 (0.78, 0.95)

0.88 (0.73, 1.06)

1.12 (0.91, 1.38)

0.93 (0.81, 1.06)

1.07 (0.83, 1.38)

1.13 (0.89, 1.44)

1.03 (0.90, 1.18)

1.05 (0.89, 1.23)

OR (95% CI)

0.86 (0.78; 0.95)

0.85 (0.75; 0.96)

0.88 (0.73; 1.06)

1.12 (0.91; 1.38)

0.93 (0.81; 1.06)

1.07 (0.83; 1.38)

1.13 (0.89; 1.44)

1.03 (0.90; 1.18)

1.05 (0.89; 1.23)

10.5 1 1.5 2

Intensive therapy better
Odds ratio

*Contributing studies include: PROactive, ADVANCE, VADT & ACCORD 

CI, confidence interval; CHD, chronic heart disease; CVD, cardiovascular death; MI, myocardial infarction; OR, odds ratio.

Ray KK. Lancet 2009;373:1765–1772, supplementary figure 4. 
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Proportion reporting major hypoglycaemia in recent trials 
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Diabetes increases the risk of hypoglycaemia in patients with chronic kidney disease

Moef MF, et al. Clin J Am Soc Nephrol. 2009;4:1121-7.
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La riduzione dell’HbA1c a target con 
strategie non innovative:

1. Espone al rischio di ipoglicemie severe
2. Non conferisce nefro-protezione 
indipendentemente dalla riduzione della 
glicemia
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Figure 1 

The Lancet Diabetes & Endocrinology 2019 7, 397-412DOI: (10.1016/S2213-8587(18)30263-8) 
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Kristensen et al. Lancet DE 2019
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Kristensen et al. Lancet DE 2019
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Zelniker TA et al Lancet 2018
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Effect of SGLT2 inhibitors on substantial loss of kidney function, ESKD, 
death due kidney disease stratified by baseline eGFR

Zelniker TA, et al. Lancet. 2019;393(10166):31-39.
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Primary Outcome:
ESKD, Doubling of Serum Creatinine, or Renal or CV Death
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End-stage Kidney Disease
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Placebo 2199 2182 2141 2063 1752 1152 641 178

Canagliflozin 2202 2182 2146 2091 1798 1217 654 199
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Primary or secondary prevention?
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Risk enhancers in Diabetes
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1. La malattia renale cronica è una complicanza molto frequente 
che il diabetologo deve saper prevenire utilizzando farmaci 
innovativi

2. La distinzione tra prevenzione primaria e secondaria è 
fuorviante: vi sono pazienti ad altissimi rischio Cv senza 
precedente evento, specie coloro con malattia renale cronica

3. Diabetologo e nefrologo devono condividere il follow-up del 
paziente con diabete e malattia renale cronica avanzata

Conclusioni
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