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Opinion
Diabetic Kidney Disease (DKD) represents one of the most significant microangiopathic 

complications of Diabetes Mellitus (DM). It is characterized by progressive renal damage 
in individuals with Type 2 Diabetes (T2D), clinically defined by the persistent presence of 
albuminu-ria (or proteinuria) and/or a sustained reduction in Estimated Glomerular Filtration 
Rate (eGFR) for at least three months [1], in the absence of other primary causes of kidney 
disease [1]. Currently, DKD is one of the leading causes of End-Stage Kidney Disease (ESKD) 
and renal replacement therapy worldwide, which emphasizes the critical importance of early 
screening, prompt diagnosis and timely initiation of therapy to prevent these outcomes [1]. 
For several decades, numerous treatments have been employed to slow DKD progression, 
with special emphasis on Renin-Angiotensin-Aldosterone System (RAAS) blockade (ACE 
inhibitors and ARBs) and more recently, Sodium-Glucose Cotransporter 2 Inhibitors (SGLT2i). 
Classic RAAS blockers such as captopril, losartan or irbesartan reduced DKD progression; 
in the RENAAL trial, losartan decreased the risk of doubling serum creatinine by 25% and 
the incidence of ESKD by 28% [2]. SGLT2i have since demonstrated robust renoprotective 
and cardioprotective benefits beyond RAAS inhibition, significantly reducing mortality and 
progression to ESKD [3], thus becoming an indispensable cornerstone in DKD management. 
Both dapagliflozin and empagliflozin have shown a significant reduction in the risk of Chronic 
Kidney Disease (CKD) progression in patients with and without diabetes, thereby establishing 
themselves as key therapeutic agents regardless of glycemic status [4,5].

However, despite the widespread use of RAAS blockers and the transformative impact 
of SGLT2 inhibitors, a substantial proportion of patients continue to exhibit persistent 
albuminuria, progressive eGFR decline, and disproportionate Cardio Vascular (CV) risk. 
Against this backdrop, finerenone, a selective Nonsteroidal Mineralocorticoid Receptor 
Antagonist (ns-MRA), has emerged as a novel therapy with robust evidence for simultaneously 
attenuating renal disease progression and reducing cardiovascular events in DKD [6]. 
Unlike steroidal MRAs (spironolactone and eplerenone), finerenone offers greater receptor 
selectivity, favorable binding affinity, a shorter half-life without active metabolites and 
improved tissue distribution [7], translating into superior cardiorenal benefits and a lower 
risk of hyperkalemia. The pathophysiologic rationale for finerenone in DKD is grounded in 
mineralocorticoid receptor blockade across renal, cardiac and vascular tissues [8,9].

This blockade leads to anti-inflammatory and antifibrotic effects-partly by reducing 
proinflammatory cytokine production and thereby slowing glomerular, tubular and 
interstitial injury while reducing oxidative stress and proteinuria [8,9]. In FIDELIO-DKD 
[6], a double-blind randomized controlled trial including 5,734 patients with DKD receiving 
optimized RAAS blockade, finerenone reduced the primary composite outcome (progression 
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to ESKD, sustained ≥40% decline in eGFR or renal death) by 18% 
compared with placebo. Subsequently, FIGARO-DKD [10], which 
enrolled a complementary cohort with a broader spectrum of CV 
and renal risk, confirmed the superiority of finerenone in reducing 
the primary CV composite endpoint (time to first CV death or 
nonfatal cardiovascular event such as myocardial infarction, stroke 
or hospitalization for heart failure) by 13%. The pooled FIDELITY 
analysis [11], integrating individual data from both trials (>13,000 
participants), reinforced these consistent benefits across renal and 
cardiovascular outcomes, demonstrating a substantial reduction in 
overall cardiorenal burden.

These findings firmly establish finerenone as a dual cardiorenal 
protective agent, complementary to RAAS blockade and SGLT2 
inhibition, within an integrated therapeutic framework for DKD. 
Consequently, major clinical practice guidelines have incorporated 
finerenone: the KDIGO 2025 guidelines recommend its addition 
in patients with T2D, CKD, and persistent albuminuria despite 
optimized RAAS blockade and SGLT2i therapy, provided potassium 
levels and eGFR are within acceptable limits [12]. Similarly, the 
American Diabetes Association (ADA) Standards of Care 2025 
position finerenone as a first-line therapy to reduce both renal 
progression and cardiovascular events in patients with T2D, CKD 
and albuminuria [13].

Beyond its individual benefits, the synergistic effects of 
combining RAAS blockade, SGLT2 inhibitors and ns-MRA have been 
a subject of increasing interest.

The CONFIDENCE trial [14] evaluated the simultaneous 
initiation of finerenone and empagliflozin versus monotherapy 
in patients with DKD. At 180 days, the combination achieved a 
52% reduction in Urinary Albumin-to-Creatinine Ratio (UACR), 
representing an additional 29% reduction vs finerenone alone 
and 32% vs. empagliflozin monotherapy, with a safety profile 
comparable across subgroups. Over one-third of participants 
achieved a ≥30% UACR reduction within the first 14 days of 
treatment [14]. These results support the implementation of a 
triple therapy approach (RAAS blockade+SGLT2i+finerenone), with 
appropriate monitoring of serum potassium and renal function.

Finally, the fourth cornerstone in DKD management comprises 
GLP-1 receptor agonists (GLP-1 RA)-particularly semaglutide. 
The FLOW trial [15], enrolling 3,533 patients with T2D and CKD 
(most on RAAS blockers and some on SGLT2i), demonstrated 
that weekly semaglutide 1mg reduced the risk of the primary 
composite endpoint (sustained ≥50% eGFR decline, progression 
to ESKD or renal or CV death) by 24%, CV mortality by 29% and 
all-cause mortality by 20%. Beyond glycemic control and weight 
loss, semaglutide thus delays DKD progression and reduces major 
cardiovascular events-particularly beneficial in patients with 
BMI ≥30kg/m². These findings reinforce the role of GLP-1 RA as 
complementary cardiorenal therapy alongside RAAS blockade, 
SGLT2 inhibitors and finerenone.

Consequently, contemporary management of DKD now 
embraces a four-pillar strategy-RAAS blockade, SGLT2 inhibition, 

finerenone and GLP-1 receptor agonists-which, when applied in 
combination, provides a greater reduction in cardiorenal risk than 
any single agent alone [16] (Figure 1). In conclusion, DKD remains 
one of the leading causes of ESKD, underscoring the priority of 
early detection of albuminuria and prompt initiation of appropriate 
therapy to prevent the need for renal replacement treatment. 
Nonsteroidal Mineralocorticoid Receptor Antagonists (ns-MRAs), 
such as finerenone, represent a major advance in the management of 
DKD, demonstrating significant cardiorenal benefits, high receptor 
selectivity and a lower risk of hyperkalemia. These properties 
position finerenone as the third cornerstone in the treatment of CKD 
and DKD, following RAAS blockade and SGLT2 inhibition. Beyond 
the independent efficacy of these three pharmacological classes, the 
combination of finerenone and empagliflozin enhances cardiorenal 
protection, supporting a synergistic, early and comprehensive 
treatment approach. Finally, GLP-1 receptor agonists, particularly 
semaglutide, complete the puzzle of quadruple therapy in DKD, 
strengthening their role in patients with type 2 diabetes, CKD and 
a body mass index (BMI) >30kg/m². The central challenge in DKD 
lies not only in halting disease progression but in transforming 
its prognosis. Through an integrated cardiorenal approach-with 
therapies such as finerenone-we can turn the progression to ESKD 
into an opportunity for protection and renewed hope for our 
patients.

Figure 1: Management of Diabetic Kidney Disease 
(DKD). Adapted from reference [16].
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