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Key points: 

1.Backgroundand aim 

• The DAPA–HF trial was prompted by research of SGLT–2 inhibitors in diabetic patients 

demonstrating improved CCF and mortality outcomes, independent of glycaemic control. DAPA–

HF aimed to examine dapagliflozin’s efficacy in HFrEF treatment, irrespective of diabetic status. 

2.Study design  

• Randomised, double–blind, placebo–controlled trial 

• Intervention: Dapagliflozin10mg (adjunct to standard therapy) 

• Comparator: Placebo  

• 1 outcome: Composite (worsening heart failure/death from cardiovascular causes) 

3.Results (primary outcome) 

• 26% reduction in 1 outcome for dapagliflozin group (HR = 0.74, 95%CI (0.65–0.85, p=0.001) 

4.Conclusions 

• Dapagliflozin is effective at preventing worsening heart failure or death from cardiovascular 

causes in patients with HFrEF, irrespective of diabetic status. 

Strengths and Limitations: 

This trial set out to address a valid hypothesis generated by prior research. Rigorous blinding and 

randomisation techniques described in the protocol limit selection bias and performance bias, 

respectively. Utilisation of ITT analysis lends further credibility to the impressive results. Survival data is 

appropriately addressed with a Cox proportional–hazards model. 

However, external validity is potentially compromised by strict inclusion criteria and limited ethnic 

diversity. Alternatively, one might consider rigid population criteria as a strength, that limits clinical 

heterogeneity, thereby improving internal validity. Only 10% of patients were taking sacubitril/valsartan 

at baseline, making prediction of the combined effects of SGLT–2inhibitorsand sacubitril/valsartan 

difficult. A post–hoc subgroup analysis addressed this question. Findings should be interpreted with 

extreme caution as post–hoc analysis is prone to type1(chance)error. iGraphics are easily interpretable, 

displaying full scales and avoiding truncation that might visually exaggerate results.  

 



Interpretation: 

In general medicine, it is vital to keep abreast landmark papers such as this. While dapagliflozin may be 

prescribed by specialists, we will encounter it frequently. We are duty–bound to familiarise ourselves 

with its pleiotropic benefits and potential adverse effects. Further study with explicit optimisation of 

pre–trial CCF therapy is required. In Ireland, with an aging population and prevalent CVD, this drug class 

is highly relevant. Any novel agent presents stumbling blocks. We must prescribe thoughtfully with a 

holistic view of each patient. Polypharmacy in elderly patients must be carefully addressed, as regimens 

become increasingly complex. Lack of reimbursement and issues around integration into clinical practice 

will present challenges. Without sufficient education, physicians will be reluctant to integrate 

dapagliflozin into their personal repertoires. iClarke, M. and Halsey, J., 2001. DICE 2: a further 

investigation of the effects of chance in life, death and subgroup analyses.  
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