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ABSTRACT
Keywords: Background: Mineralocorticoid receptor antagonists (MRAs) play a key role not
Mineralocorticoid receptor antagonist only in sodium and fluid regulation but also in modulating inflammation and fibrosis
Spironolactone in cardiovascular and renal tissues. Steroidal spironolactone and non-steroidal
Finerenone finerenone share the same therapeutic target but differ in pharmacologic properties,
Heart failure clinical indications, and safety considerations.
Chronic kidney disease Objective: To compare the pharmacologic mechanisms, approved indications, clinical

efficacy, safety characteristics, drug interactions, and practical counseling points of
spironolactone and finerenone to support evidence-based pharmaceutical care.
Methods: This review synthesized current pharmacologic literature and pivotal
randomized controlled trials, including RALES for spironolactone and
FIDELIO-DKD and FIGARO-DKD for finerenone, focusing on differences in
receptor selectivity, dosing strategies, safety monitoring, and clinical application.
Approved indications and pharmacotherapy implications were analyzed from a
pharmacist-centered perspective.

Results: Although both agents block the mineralocorticoid receptor, spironolactone
and finerenone represent clinically distinct options. Spironolactone has long-
established efficacy in heart failure with reduced ejection fraction and broader
indications related to fluid retention but is limited by hormone-related adverse effects
and drug interactions such as digoxin and lithium. Finerenone is approved for
patients with type 2 diabetes and chronic kidney disease to reduce renal and
cardiovascular events, offering improved receptor selectivity and fewer endocrine
adverse effects but requiring strict monitoring for CYP3A4-related interactions and
potassium- and eGFR-guided dosing.

Conclusion: Understanding these distinctions is critical for optimizing drug
selection, minimizing harm, and enhancing medication adherence through tailored
pharmaceutical care.
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Table 1. Comparative safety profile of spironolactone and finerenone

Category Spironolactone

Finerenone

Common major adverse effects

Hyperkalemia, decline in renal function

Hyperkalemia, decline in renal function

Distinct adverse effects

Gynecomastia, menstrual irregularities, erectile
dysfunction, other hormone-related effects

Very low incidence of hormone-related effects

Major risky concomitant
medications

Digoxin, lithium — increased serum concentration

Contraindicated with strong CYP3A4
inhibitors; co-administration with CYP3A4
inducers not recommended

Dietary considerations Minimal

Avoid grapefruit and grapefruit juice

CYP, Cytochrome P450

.
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Table 2. Comparison of key clinical studies evaluating spironolactone and finerenone

Category RALES FIDELIO-DKD FIGARO-DKD
Drug (Class) Spironolactone (steroidal MRA)  Finerenone (non-steroidal, selective Finerenone (non-steroidal, selective
MRA) MRA)
Population Severe HFEF (NYHA 11—V, T2DM + advanced CKD on maximally T2DM + earlier-stage CKD
LVEF <35%) on ACEl + loop + tolerated ACEiI/ARB (moderate/severe albuminuria; eGFR 25—
digoxin 90)
Sample Size (N) 1,663 5,734 7,352

Study Design

Randomized, placebo-controlled; Randomized, placebo-controlled;
add-on to standard HF therapy add-on to RAAS blockade

Randomized, placebo-controlled; add-on
to RAAS blockade

Primary Endpoint All-cause mortality

Kidney failure, >40% sustained
eGFR decline, or renal death

CV death, M, stroke, or HF hospitalization

Key Result } 30% mortality (HR 0.70)

1l 18% kidney composite outcome
(HR 0.82)

} 13% CV composite outcome (HR 0.87)

Secondary Findings | 35% HF hospitalization

} CV composite outcome (HR 0.86)

|l ~29% HF hospitalization (HR 0.71)

Follow-up Duration Mean 24 months

Median 2.6 years

Median 3.4 years

Clinical Implication  Mortality-reducing therapy in

severe HFrEF CKD

Dual renal-CV protection in high-risk Cardiovascular protection across broader

CKD spectrum

ACEI, angiotensin-converting-enzyme inhibitor; ARB, angiotensin receptor blocker; CKD, chronic kidney disease; CV, cardiovascular;
eGFR, estimated glomerular filtration rate; HF, heart failure; HFrEF, heart failure with reduced ejection fraction; HR, hazard
ratio; LVEF, left ventricular ejection fraction; MI, myocardial infarction; MRA, mineralocorticoid receptor antagonist; NYHA, New
York heart association; RAAS, renin-angiotensin system; T2DM, Type 2 diabetes
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