
© AstraZeneca 2021 

SGLT2 inibitori per il rischio evitabile di progressione 

dell’insufficienza renale nel paziente con diabete 

Luca De Nicola 
UOC Nefrologia e Dialisi 

 



SGLT2 inhibition: "universal" cardionephroprotective efficacy  
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Kang and Jardine, Nat Rev Nephrol. 2021 



Anker for EMPEROR-Preserved  group, NEJM 27 Aug 2021  

• 5988 patients with class II–IV HF and EF >40% 

• Mean eGFR 61 and eGFR <60 in 50% 

• FU  26.2 months 

SGLT2 inhibition: "universal" cardionephroprotective efficacy  



Canagliflozin significantly reduces hyperkalemia in DKD patients 

SGLT2-I and sK 

Neuen BL…De Nicola L…Heerspink HL, for CREDENCE study group Eu Heart J 2021 

Serum potassium ≥6 mmol/L Initiation of K binders 

Potential Mechanisms 

• Preservation of GFR 

• Increased Na-K exchange                                    

in the cortical collecting duct 

• Water diuresis due to glucosuria  



Progressive CKD 

Proximal Tubule Growth 

 Rprox Na 

 [Na]MD TGF deactivation   RA 

Increase of SNGFR-PGc  

Main postulated mechanism for SGLT2i-nephroprotection 

SGLT2i X 

  CKD progression 
De Nicola, JCM 2020 

 [Na]MD TGF re-activation   RA 

Restoration to normal of SNGFR-PGc 

 Albuminuria  Kidney O2 demand 

DM without CKD 

All nephrons 

All-cause CKD 

Remnant nephrons 

Less Kidney Damage  

=  

Less CV Risk 



PRACTICE POINTS 
Prevent  Volume Depletion 

Adapted from Cherney and Udell,  Circulation  2016 



CONCLUSIONS:   

Current evidence indicates that SGLT2 Inhibitors have a lower risk of AKI  

than both DPP-4 inhibitors and GLP-1RAs  



PRACTICE POINTS 

Prevent /Treat  Genital  Infections 

Genital infections affects up to 10% of women and 2-3% of men with type 2 DM 

Li D et al., Diabetes Obes Metab 2017 

Prevention 

1. Suggest adequate water intake 

2. Suggest proper genital hygiene 

(pee, rinse, wipe)  

Intervention 

• Intimate cleansing lotions  



PRACTICE POINTS 
Prevent Euglycemic Diabetic Ketoacidosis 

• EuDKA is rare: <0.5-0.1% of SGLT2-I treated diabetic patients 

• Due to imbalance between Insulin () and Glucagon () related to glycosuria                                             

and increased tubular ketone reabsorption secondary to volume depletion  

• TREATMENT:  stop SGLT2-I in “sick days”, normal saline, insulin iv (0.1 U/kg/hr), 

                   bicarbonate iv if PH<7, glucose iv to prevent hypoglycemia 

Nappi…De Nicola, Medicina  2019 



Coming soon... SGT2-I for cardiologists and nephrologists  

• Nephroprotection as class effect 

• “Universal” efficacy ( glom hypertension) 

 DM as non-DM CKD  

 HF as non-HF  

 Early  as Late CKD (stage 4) 

 Proteinuric as non-Proteinuric 

 Diuretic/RAASI treated as untreated  

• Monitor volaemia: Systolic BP and Body Weight                             

( downtitrate diuretic only if needed ! ) 

• Adequate hydration and intimate care 

• Stop temporarily in “sick days” 


