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Gregg, NEJM  2014

Data from the National Health Interview Survey, the National Hospital Discharge Survey, the U.S. Renal Data System, 

and the U.S. National Vital Statistics System

ESRD

1990 to 2010

• T2D cases more than tripled ( 6.5->20.7 m)

• U.S. adult population increased by 27% (178->226 m)
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Glucose-Lowering/Blood Pressure / RAAS-I
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Despite experimental evidence supporting super-normalization of risk multiple factors, a J-
curve phenomenon has traditionally curbed renal protection in clinical practice
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Resistant hypertension and renal outcome in T2DM
The J curve relationship between BP and renal function   

Reference: SBP 140 mmHg in no aTRH

Viazzi F, Pontremoli R et al. J Am Heart Assoc 2017

l 29,923 patients

l Age: 65±9 years

l Diabetes duration: 11±8 years
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SGLT2-i and GLP-1ras: 

the dawn of  a new era in renal protection?
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Renoprotective effects of 
SGLT2-i

Heerspink H, Cherney D et al 

Kidney International 2018 
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SGLT2i and renal protection in CKD: does 
glucose lowering matters?
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Canagliflozin Empagliflozin

Heerspink et al, Circulation 2016 Macha et al, Diabetes Obes Metab, 2014

SGLT2i and Glycosuria: eGFR Dependence
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Neuen et al, Circulation 2018; Van Bommel et al, CJASN 2017 

SGLT2i and HgbA1c: eGFR Dependence
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Semaglutide
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Direct and Indirect Actions of GLP-1 in the Heart and Blood Vessels

Cell Metabolism 2016
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Management of Hyperglycemia in Type 2 Diabetes, 2018. A Consensus Report by the American 

Diabetes Association (ADA) and the European Association for the Study of Diabetes (EASD)

Devies MJ et al., Diabetologia & Diabetes Care 2018, October 5

If not at HbA1c target: ADD

If at HbA1c target on dual or multiple therapies: SWITCH
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Devies MJ et al., Diabetologia & Diabetes Care 2018, October 5

Management of Hyperglycemia in Type 2 Diabetes, 2018. A Consensus Report by the American 

Diabetes Association (ADA) and the European Association for the Study of Diabetes (EASD)

• Consider adding the other class (GLP-1 RA or SGLT2i) with proven CVD benefit
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KEY Points – Conclusions 1/2

l SGLT2-is have been shown to convey cardiac (HF) and renal 

protection.  The latter is additive to RAAS-i and independent of the 

underlying renal phenotype (albU/eGFR), although mechanisms are 

still uncompletely understood.

l Renal protection by SGLT2-is may, at least in part, be independent of 

their antihyperglycemic effect

l SGLT2-is seem well suited to be the treatment of choice for renal 

protection in all T2D patients 
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KEY Points – Conclusions 1/2

l GLP1-ra are potent antihyperglycemic drugs that can be safely used 

down to eGFR values of 30 ml/min. They also have been shown to 

convey cardiovascular and renal protection.

l GLP1-ra share several favorable ancillary actions with SGLT2-is (BP 

and weight reduction) although major renal protection mechanisms 

(anti inflammatory, NH3 inhibition)  seem to differ from SGLT2-is  

l GLP1-ra seem to combine good antihyperglycemic power and renal 

protection and should therefore be used more often in patients at renal 
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