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Introduction 
 
Mineralocorticoid receptor 

antagonists (MRA) have an 

established prognostic benefit in 

patients with heart failure with 

reduced ejection fraction 

(HFrEF)(1). In the TOPCAT trial, 

spironolactone for heart failure with 

preserved ejection fraction (HFpEF) 

failed to meet statistical significance 

for the primary outcome of a 

composite of cardiovascular death, 

aborted cardiac arrest and heart 

failure hospitalisation(2). However, 

post hoc analysis of the TOPCAT revealed geographical variation in treatment response, 

suggesting potential clinical benefit of MRA in HFpEF. Finerenone, a novel nonsteroidal MRA, 

has been shown to have prognostic benefit in patients with chronic kidney disease and type 2 

diabetes (T2DM). This editorial reviews the emerging evidence for its use in heart failure patients.  
 

How is it different?  
 
Finerenone is a dihydropyridine-derived molecule with high affinity for 

mineralocorticoid receptors (MR) along with a balanced distribution between cardiac and renal 

tissues (Table 1). Overactivation of MR can result in endothelial dysfunction, pathological 

fibrosis, myocardial hypertrophy and end organ inflammation which can all influence the 

Take Home Messages 

• Finerenone is a nonsteroidal mineralocorticoid 
receptor antagonist (MRA) that differs from 
traditional steroidal MRAs in its structure, 
selectivity, and pharmacodynamic effects 

• Emerging evidence is encouraging for reducing 
morbidity in the cardiovascular-kidney-metabolic 
syndrome 

• Key challenges include the lack of a clear 
cardiovascular mortality benefit, integration into 
existing heart failure therapies, and its uncertain 
role in heart failure with reduced ejection fraction 
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development of heart failure.  Whilst both steroid and non-steroidal MRAs can inhibit MR 

overactivation, finerenone has the added advantage of reduced metabolic (i.e. hyperkalaemia) and 

steroidal side effects (i.e. gynaecomastia) making it an attractive therapeutic option(3).  Although 

no head-to-head trial exists, in the ARTS phase 2 trial finerenone had less hypokalaemia (5.3 vs. 

12.7%; P=0.048) and a smaller blood pressure effect than spironolactone suggesting a safety 

advantage in patients with HFrEF and chronic kidney disease (CKD)(4).   

 
Emerging indications 
 

Phase III FIDELIO-DKD and FIGARO-DKD were contemporary trials assessing finerenone vs 

placebo in T2DM patients with chronic kidney disease for cardiovascular and renal outcomes(5,6).  

The FIDELITY pooled analysis combined both of these trials noting a benefit (HR 0.86, 95% 

CI:0.78–0.95) in composite cardiovascular outcomes (time to cardiovascular death, non-fatal 

myocardial infarction, non-fatal stroke and heart failure hospitalisation). The main driver for this 

was a reduction in heart failure hospitalisation with a 22% relative reduction with finerenone vs 

placebo. Chronic kidney disease (CKD) and diabetes are strongly linked to chronic heart failure, 

highlighting their importance for cardiologists, yet only 7.7% of the 13,026 FIDELITY trial 

patients had heart failure at baseline, emphasizing the need for a dedicated study. 

 
 
Finerenone in heart failure 
 
FINEARTS-HF is the latest randomised controlled trial looking at efficacy and safety of 

finerenone 20-40mg daily for patients with heart failure and left ventricular ejection fraction 

≥40%(7). Over median follow of 32 months, finerenone significantly reduced primary composite 

endpoint of worsening heart failure events (unplanned or urgent admission for heart failure) and 

cardiovascular death (rate ratio 0.84, 95% CI 0.74-0.95). The results were driven mainly by 

reduced heart failure events as cardiovascular mortality was not statistically significant (HR 0.93; 

95%CI 0.78-.11). The primary outcome was consistent across subgroups, including baseline 

NYHA classification, renal function and SGLT2 use (the only treatment to date option with 

prognostic benefit in HFpEF). Increase in serum creatine (2.0% vs 1.2%) and potassium >6mmol/l 

(3.0% vs 1.4%) were more common in finerenone group compared to placebo. Whilst the 

finerenone group has small increase in hyperkalaemia that led to hospitalisation (0.5% vs 0.2%) 

there were no death attributable to this in either groups.   
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Although aforementioned individual trials showed improvement in composite endpoints, they 

were not powered for assessment of key outcomes such as cardiovascular mortality or outcomes 

in overlapping cardiovascular-kidney-metabolic syndrome conditions. The FINE-HEART pooled 

analysis combined data from FIDELIO-DKD, FIGARO-DKD and FINEARTS-HF which 

included 18,991 participants with 2.9 years median follow-up(8). This pooled analysis signalled a 

reduction in cardiovascular mortality but this failed to meet statistical significance (HR 0.89, 

95%CI 0.78-1.01).  This is substantiated by outcome benefit in all-cause mortality, heart failure 

hospitalisation, new-onset atrial fibrillation, and kidney disease progression without any new 

safety concerns. More recently, prespecified analysis of the FINEARTS-HF trial has demonstrated 

that finerenone can reduce hazard of new-onset diabetes by 24% which provides an additional 

meaningful clinic benefit in the treatment of HFpEF(9). 

 
Conclusion 
 
Whilst finerenone represents a promising therapeutic option in HFpEF, its role and integration 

within existing therapies remains a work in progress. The absence of a strong cardiovascular 

mortality benefit underscores the need to refine patient selection and a longer follow up. 

Additionally, the high prevalence of CKD in HFpEF patients raises concerns around 

hyperkalaemia which may require dose adjustments and closer monitoring. Finally it is yet to be 

determined if finerenone has a role in HFrEF for patients who are intolerant of steroidal MRA. 
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Table 1: Comparison of mineralocorticoid receptor antagonists 
Characteristics Finerenone Spironolactone Eplerenone 

Class Non-steroidal Steroidal Steroidal 
MRA selectivity +++ + ++ 

Half-life (h) ~ 2-3 ~ 24 ~ 4-6 
Distribution Equal Kidney>heart Kidney>heart 

Hyperkalaemia ++ +++ +++ 
Reduction in SBP + +++ ++ 

Sexual side effects - +++ ++ 
MRA= Mineralocorticoid receptor antagonists; SBP= systolic blood pressure; +=low; ++=moderate; +++ = high 
Table adapted from Khullar et al(10) though CC-BY-NC 4.0 License 
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