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We conducted a pooled subanalysis of five
multicenter, prospective, open-label, single-
arm studies on esaxerenone: a nonsteroidal
mineralocorticoid receptor blocker (MRB)."> These
studies aimed to evaluate the efficacy, organ-
protective effects, and safety of esaxerenone
in hypertensive patients with type 2 diabetes
mellitus (T2DM), with and without concomitant
sodium-glucose cotransporter-2 inhibitor (SGLT2i)
therapy. In total, we enrolled 283 and 279 patients
in the safety (with SGLT2i, 148; without, 135) and
full analysis sets (with SGLT2i; 145; without, 134),
respectively. Significant changes in morning home
systolic/diastolic blood pressure (SBP/DBP) from
baseline to week 12 were shown in the overall
population (mean change: -11.9/-5.2mmHg,
both P < 0.001) and both SGLT2i and non-SGLT2i
subgroups (-11.3/-4.8 and -12.5/-5.7mmHg,
respectively, all P < 0.001) (Figure 1). Similar
findings were observed in bedtime home and
office SBP/DBP.

The proportions of patients who achieved target
home SBP/DBP of under 135/85mmHg were 71.2%
(overall population) and 70.5% and 71.9% in the
SGLT2i and non-SGLT2i subgroups, respectively.
The urine albumin-to-creatinine ratio significantly
improved from baseline to week 12 in the overall
population and SGLT2i subgroups (percentage
change in geometric mean from baseline: —42.8%,
-43.0%, and -42.6%, respectively, all P < 0.001)

(Figure 2). N-terminal pro-B-
type natriuretic peptide levels
improved in all groups.

In terms of adverse events, serum potassium levels
increased up to week 2 after starting esaxerenone
treatment but stabilized thereafter through week
12 in both subgroups (Figure 3). The incidence
of serum potassium =5.5mEqg/L was 2.0% vs
5.2% in the SGLT2i vs non-SGLT2i subgroups.
We concluded that esaxerenone demonstrated
significant BP-lowering effects, and improved
renal and cardiovascular parameters, regardless
of SGLT2i use.

Regarding the safety of esaxerenone
administration, the safety profile of esaxerenone
was consistent, regardless of SGLT2i use, with the
numerically lower incidence of serum potassium
>5.5mEqg/L in the SGLT2i subgroup suggesting
a potential mitigating effect of SGLT2is on the
risk of hyperkalemia. Thus, concomitant use of
an SGLT2i may help further enhance its safety
profile regarding the mitigation of hyperkalemia
risk in hypertensive patients with T2DM. Of note,
the consistent beneficial effects observed with
esaxerenone across both subgroups in our study
might suggest that the use of MRBs from an earlier
stage in the clinical course could provide additional
advantages. Moreover, in patients whose BP
remains uncontrolled despite the addition of
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Figure 1
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relatively small degree of MR blockade may more
readily reduce fluid volume and thus facilitate
BP control, potentially reflecting heightened 109
sensitivity to MR blockade in this population.
SGLT2is exert their effects via the enhancement
of glucose excretion through the urine while
inducing natriuresis (sodium loss) and diuresis
(fluid loss). In contrast, the mechanism underlying
the antihypertensive effects of esaxerenone is the
inhibition of sodium retention and consequent
fluid overload, both of which are vital contributors
to its antihypertensive effects. Therefore, the two -50-
drug classes exert their effects simultaneously
without antagonizing each other, as they work via
distinct biochemical pathways.
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Importantly, esaxerenone is indicated for the
treatment of hypertension; however, finerenone
is not indicated for its antihypertensive effect
(i.e. the treatment of hypertension). Therefore,
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Figure 3
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when selecting MRBs to treat hypertension,
esaxerenone is suitable instead of finerenone.
The JSH 2025 guideline® recommend MRBs as
second-line therapy and permit the administration
of esaxerenone as an additional antihypertensive
agentwhenthereis aninadequate antihypertensive
effect with ARB or CCB monotherapy. The 2024
Japanese Clinical Practice Guidelines for the
diagnosis and treatment of CKD’ recommend
SGLT2is as first-line agents for CKD complicated by
T2DM, and RAS-based inhibitors for hypertension
with proteinuria. Additionally, nonsteroidal MRBs
are recommended for persistent albuminuria.
Finerenone is recommended if serum potassium
levels are normal and only the improvement of
albuminuria is needed, while esaxerenone is
recommended if both improvement of albuminuria
and hypertension are needed.
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