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Introduction & Aims:  
 
This randomized, double-blind, placebo-controlled trial assessed the effect of sodium/glucose co-
transporter2 inhibitor (SGLT2i) dapagliflozin on chronic kidney disease (CKD) in a diabetic and non-
diabetic population.  
 
Methods & Design:  
 
4304 CKD patients from 386 sites in 21 countries were randomized to receive dapagliflozin 10mg OD 
or placebo. The primary outcome was a composite of sustained decline in estimated glomerular 
filtration rate (eGFR) ≥ 50%, end-stage kidney disease, or death from renal or cardiovascular causes.  
 
Eligibility: 
 

1. eGFR 25-75ml/min/1.73m2  
2. Urinary albumin-to-creatinine ratio: 200-5000* 
3. Ideally on standard therapy: Angiotensin-Converting Enzyme inhibitor/Angiotensin Receptor 

Blocker (ACEi/ARB)  
4. Excluded: type 1 diabetes, immune-mediated CKD, polycystic kidney disease  

 
 
Results:  
 
DAPA-CKD was event-driven. It was stopped early due to treatment efficacy. There was a significant 
reduction in the primary endpoint in the dapagliflozin group vs placebo (hazard ratio, 0.61; 95% 
confidence interval [CI], 0.51 to 0.72; P<0.001)  
 
Conclusion:  
 
In diabetic and non-diabetic CKD patients dapagliflozin significantly lowered renal and cardiovascular 
events when compared to placebo.  
 
Analysis & Limitations:  
 
SGLTis were originally developed as diabetic medications, but have emerged as powerful cardio-
renal protectors. This unexpected benefit extends beyond modest improvements in glycaemic 
control.1,2,3,4  
 
CREDENCE confirmed improved renal-specific outcomes in diabetic nephropathy.3 DAPA-CKD is the 
first study to show renal benefit in a non-diabetic CKD cohort.   
 
Strengths of this study include multi-center, randomized, placebo-controlled design. ~90% of 
participants were CKD stage 3-5 and the majority were optimally treated with ACEi/ARB. Although not 



powered for adverse events, safety data was reassuring in terms of hypoglycaemia and amputation. 
Ketoacidosis was not seen in the treatment arm. There was little participant drop out.  
 
In terms of limitations, the study was industry funded and stopped early at a median of 2.4 years. The 
majority of primary outcome events were related to decreased eGFR levels rather than the more 
clinically important outcomes of dialysis, transplantation or death. A secondary outcome of all-cause 
mortality reached significance however death from renal cause alone did not.  
 
 
Applicability & Future Direction:  
 
DAPA-CKD is a practice changing study in nephrology and general medicine. It confirms enhanced 
outcomes with SGLT2i in CKD independent of diabetes status.  
 
Future areas of research include collection of real world data on SGLT2i use in diabetic and non-
diabetic CKD populations and trial data on non-albuminuric CKD.  
 
The mechanisms of action of SGLT2i in the kidney are complex. Mechanisms such as 
tubuloglomerular feedback, naturesis and podocyte protection should be investigated and may 
heighten understanding of CKD pathophysiology.  
 
The prevalence of CKD in the Irish healthcare setting is estimated at 11.8%5. SGLT2is are a well-
tolerated intervention with a good side effect profile and additional benefits to standard therapy. As 
the body of evidence supporting their use continues to grow, SGLT2is may well become the 
cornerstone of cardio-renal protection in both diabetic and non-diabetic patients in the future.  
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*albumin measured in miligrams and creatinine measured in grams 
 
 
 
 
 
 

 


