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IN BRIEF

Finerenone (Kerendia) for Diabetic
Kidney Disease

Recently published guidelines from the American
Diabetes Association (ADA) and the Kidney Disease:
Improving Global Outcomes (KDIGO) Diabetes Work
Group recommend addition of the oral nonsteroidal
mineralocorticoid  receptor antagonist (MRA)
finerenone (Kerendia) to standard treatment in
patients with type 2 diabetes and chronic kidney
disease (CKD).'?

FINERENONE -— Finerenone was approved by
the FDA in 2021 to reduce the risk of sustained
eGFR decline, end-stage kidney disease, nonfatal
myocardial infarction (MI), hospitalization for

Table 1. Treatment of CKD' Associated with Type 2 Diabetes?

» A maximally tolerated dose of a renin-angiotensin system
(RAS) inhibitor (ACE inhibitor or ARB) is recommended for
patients with hypertension and albuminuria®

> A statin*is recommended for all patients

» Metformin is recommended for patients with an eGFR =30 mL/
min/1.73 m?

» An SGLT2 inhibitor with proven renal benefits (canagliflozin,
dapagliflozin, or empagliflozin) should be added in patients with
an eGFR >20 mL/min/1.73 m? and albuminuria®

» Addition of finerenone is recommended for patients with an
eGFR >25 mL/min/1.73 m? normal serum potassium levels,
and an albumin-to-creatinine ratio >30 mg/g despite a
maximally tolerated dose of a RAS inhibitor

ACE = angiotensin-converting enzyme; ARB = angiotensin receptor blocker;

CKD = chronic kidney disease; eGFR = estimated glomerular filtration rate;

GLP-1 = glucagon-like peptide 1; SGLT2 = sodium-glucose cotransporter 2

1. CKD is defined as: persistent eGFR <60 mL/min/1.73 m?, albuminuria
(ACR >30 mg/g), or other markers of kidney damage, such as hematuria
or structure abnormalities; persistence for >3 months is required
for diagnosis. Kidney Disease Improving Global Outcomes (KDIGO)
Diabetes Working Group. Kidney Int 2022; 102(5S):S1.

2. Adapted from IH de Boer et al. Diabetes management in chronic kidney
disease: a consensus report by the American Diabetes Association
(ADA) and Kidney Disease: Improving Global Outcomes (KDIGO).
Diabetes Care 2022; 45:3075.

3. Dihydropyridine calcium channel blockers and thiazide-like diuretics
can be used in patients with hypertension who do not have albuminuria
for whom cardiovascular events and mortality are more common than
kidney failure.

4. Moderate intensity for primary prevention of atherosclerotic
cardiovascular disease (ASCVD) or high intensity for patients with
known ASCVD and some patients with multiple ASCVD risk factors.

5. A GLP-1 receptor agonist with proven cardiovascular benefits
(dulaglutide, liraglutide, or subcutaneous semaglutide) can be used if
an SGLT2 inhibitor is not tolerated and/or additional glycemic lowering
is needed. Addition of an SGLT2 inhibitor or a GLP-1 receptor agonist is
recommended for patients with CKD without albuminuria.

Take CME Exams

heart failure (HF), and cardiovascular death in
adults with CKD associated with type 2 diabetes.?
It inhibits aldosterone at the mineralocorticoid
receptor, preventing receptor overactivation and
decreasing the inflammation and fibrosis that lead
to kidney dysfunction and cardiovascular disease.
Like the steroidal MRAs spironolactone (Aldactone,
and others) and eplerenone (Inspra, and generics),
finerenone reduces albuminuria, but it appears to
cause less hyperkalemia.

STANDARD TREATMENT -— Patients with CKD
associated with type 2 diabetes are usually treated
with an angiotensin-converting enzyme (ACE)
inhibitor or an angiotensin receptor blocker (ARB), in
addition to a statin and metformin. A sodium-glucose
cotransporter 2 (SGLT2) inhibitor is often added
to slow progression of CKD and reduce the risk of
cardiovascular events (see Table 1).'?

CLINICAL STUDIES — The recent recommendations
were based on the results of two double-blind
trials (FIDELIO-DKD and FIGARO-DKD) in patients
with CKD and type 2 diabetes with or without
cardiovascular disease. In both trials, patients were
randomized to receive finerenone or placebo once

Table 2. Finerenone Clinical Trial Results

Sustained decline
in eGFR >40%, renal

CV death, nonfatal Ml,
nonfatal stroke, or

Regimen failure, or renal death  hospitalization for HF
FIDELIO-DKD (n=5734)'

Finerenone? 17.8%* 13.0%*

Placebo? 21.1% 14.8%

NNT 30.0 54.7
FIGARO-DKD (n=7437)*

Finerenone? 9.5%* 12.4%*

Placebo? 10.8% 14.2%

NNT 78.2 57.7

*Statistically significant difference vs placebo; CV = cardiovascular; eGFR =

estimated glomerular filtration rate; HF = heart failure; Ml = myocardial

infarction; NNT = number needed to treat to prevent one episode of the
composite endpoint

1. Patients had a urine albumin-to-creatinine ratio of 30-<300 mg/g, an
eGFR of 25-<60 mL/min/1.73 m? and diabetic retinopathy or a urine
albumin-to-creatinine ratio of 300-5000 mg/g and an eGFR 25-<75 mL/
min/1.73 m? G Bakris et al. N Engl J Med 2020; 383:2219.

. In addition to an ACE inhibitor or an ARB.

. Patients had a urine albumin-to-creatinine ratio of 30-<300 mg/g and
an eGFR of 25-90 mL/min/1.73 m? or a urine albumin-to-creatinine ratio
of 300-5000 mg/g and an eGFR >60 mL/min/1.73 m? B Pitt et al. N Engl
J Med 2021; 385:2252.
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daily in addition to a maximally tolerated dose of
an ACE inhibitor or ARB. Most of the patients in
FIDELIO-DKD had severely elevated albuminuria;
in FIGARO-DKD, they had less severe albuminuria.
In both studies, few patients were taking an SGLT2
inhibitor. Over median follow-up periods of 2.6
years (FIDELIO-DKD) and 3.4 years (FIGARO-DKD),
the incidence of a composite of sustained decline
in eGFR >40%, renal failure, or renal death and the
incidence of a composite of cardiovascular death,
nonfatal MI, nonfatal stroke, or hospitalization for HF
were statistically significantly lower with finerenone
than with placebo (see Table 2).4®

ADVERSE EFFECTS — Hyperkalemia was the most
common adverse effect of finerenone in FIDELIO-DKD
and FIGARO-DKD. Hypotension and hyponatremia
also occurred.

DOSAGE, ADMINISTRATION, AND COST — The
recommended starting dosage of finerenone is
10 mg (eGFR >25-<60 mL/min/1.73 m?) or 20 mg
(eGFR >60 mL/min/1.73 m? once daily; after 4
weeks, the 10-mg dose can be increased to 20 mg.
Finerenone should not be started in patients with a
serum potassium level >5.0 mEq/L. Serum potassium
levels should be monitored during treatment; the
drug should be withheld when levels are >5.5 mEq/L.
Finerenone is not recommended for use in patients
with an eGFR <25 mL/min/1.73 m? or in those with
severe hepatic impairment (Child-Pugh C). A 30-day
supply of Kerendia costs $597.60.7

CONCLUSION — Addition of the oral nonsteroidal
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finerenone (Kerendia) to standard treatment is
now recommended to slow progression of kidney
disease and reduce the risk of cardiovascular events
in patients with type 2 diabetes and chronic kidney
disease (CKD). Finerenone has been shown to
modestly improve renal and cardiovascular outcomes
compared to placebo in patients with type 2 diabetes
and CKD, most of whom were not taking an SGLT2
inhibitor concomitantly. Finerenone is expensive and
causes hyperkalemia. How steroidal MRAs such as
spironolactone and eplerenone compare to finerenone
in improving renal and cardiovascular outcomes in
patients with type 2 diabetes and CKD remains to
be determined. =
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