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Failure and Disease Progression in Diabetic Kidney

Disease)' and the FIGARO-DKD (Finerenone in
Reducing Cardiovascular Mortality and Morbidity in
Diabetic Kidney Disease)? trials demonstrated benefits
for finerenone in reducing risk for kidney and cardio-
vascular outcomes in patients with type 2 diabetes
and chronic kidney disease (CKD). FIDELIO-DKD and
FIGARO-DKD enrolled patients with different levels of
kidney dysfunction.

With established benefits, finerenone could improve
outcomes in many patients with type 2 diabetes and
CKD. However, this population has faced challenges
in uptake of guideline-directed therapy. Thus, deter-
mining the number of eligible US individuals can serve
as a benchmark for national implementation success.
We apply FIDELIO-DKD and FIGARO-DKD enroliment
criteria to the US population, assess characteristics of
the eligible population, and determine the number of
individuals eligible for finerenone.

All data used are publicly available, and the data and
analytical code that support the findings of this study
are available from the corresponding author upon rea-
sonable request. FIDELIO-DKD and FIGARO-DKD
enrollment criteria were applied to the publicly avail-
able National Health and Nutrition Examination Survey
data sets (NHANES, 2009-2018). The NHANES survey
is designed to represent the US population by using
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complex, multistage, stratified, clustered samples of
the civilian noninstitutionalized populations. From this,
sample weights are used to yield nationally represen-
tative estimates. In this study, individuals who were
>18 years of age, had type 2 diabetes, had serum
potassium <4.8 mmol/L, and were on angiotensin-
converting enzyme inhibitor or angiotensin receptor
blocker therapy were included. Patients with heart
failure were excluded. In the FIGARO-DKD cohort, in-
clusion criteria included a urinary albumin-to-creatinine
ratio (UACR) of >30 and <300 mg/g with an estimated
glomerular filtration rate (€GFR) of >25 and <90 mL/
min per 1.73 m? or included a UACR of =300 and
<5000 mg/g with an estimated glomerular filtration rate
>60 mL/min per 1.73 m2. The FIDELIO-DKD inclusion
criteria were a UACR >30 of <300 mg/g with an esti-
mated glomerular filtration rate >25 but <60 mL/min
per 1.73 m2 or a UACR >300 and <5000 mg/g with an
estimated glomerular filtration rate >25 to <75 mL/min
per 1.73 m2. We further derived a combined cohort of
patients meeting at least 1 trial criterion and described
baseline characteristics. Analyses were conducted
with R 4.0.5 and survey weights were used to deter-
mine national projections. NHANES was approved by
the National Center for Health Statistics Institutional
Review Board. As part of the NHANES data collection,
a consent form was signed by all participants in the
survey.
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FIDELIO-DKOD trial criteria applied to 1 022 705 (95%
Cl, 830 8761 214 533) individuals in the United States,
and FIGARO-DKD trial criteria applied to 1 980 176
(95% CI, 1 706 544-2 253 807) individuals. A total of
2232 031 (95% Cl, 1 947 816-2 516 246) individuals in
the United States met criteria for initiation of finerenone
by at least 1 full trial criterion. Compared with FIDELIO-
DKD trial participants, the corresponding eligible US
population had a higher proportion of women (45.1%
[95% Cl, 36.6-53.5%] versus 31.3%) and non-Hispanic
Black adults (14.5% [95% Cl, 9.7-19.2%] versus 4.9%).
The US population had different alouminuria profiles:
both FIDELIO-DKD and FIGARO-DKD eligible US
populations had lower median UACRs at 144.3 mg/g
(87.1-309.4) and 93.6 mg/g (77.9-119.0), respectively,
compared with 833 mg/g (441-1628) and 302 mg/g
(105-749) for trial participants. Characteristics of trial
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populations and US population meeting eligibility crite-
ria are displayed in Table.

Approximately 1 million US individuals were eligible for
treatment under FIDELIO-DKD criteria, which included
predominantly stage 3 or 4 CKD. In contrast, almost
2 million US individuals qualified for treatment under
FIGARO-DKD criteria, which expanded inclusion to
stage 1 or 2 CKD with severely elevated albuminuria and
stage 2 to 4 CKD with moderately elevated albuminuria.
Overall, 2.2 million individuals in the United States would
qualify for finerenone by at least 1 full trial criterion.

Though age, body mass index, glycated hemoglo-
bin, and other comorbidities were similar between trial
participants, key differences were noted regarding kid-
ney disease severity. First, the US population has fewer
individuals with severe alobuminuria (>300 mg/g), and
more individuals with moderately elevated albuminuria

Table 1. Comparison of FIGARO and FIDELIO Trial Populations With US Population Meeting Trial Eligibility Criteria
United States United States
FIDELIO trial FIGARO trial United States (FIDELIO) (FIGARO) (combined)
n=1 980 176 n=2 232 031

Characteristics n=5734 n=7437 n=1 022 705 (+97 874) (139 610) (x145 010)
Age, mean, y 65.4 (+8.9) 64.1 (+9.7) 68.6 (+1.2) 67.0 (x0.7) 67.0 (x0.03)
Sex (%)

Male 68.9% 68.6% 54.9% (+4.3%) 60.0% (+3.4%) 58.5% (+3.1%)

Female 31.3% 31.4% 451% (+4.3%) 40.0% (£3.4%) 41.5% (£3.1%)
Race (%)

Non-Hispanic White 62.7% 72.5% 59.6% (£4.2%) 58.0% (+3.0%) 57.9% (£3.0%)

Non-Hispanic Black 4.9% 3.1% 14.4% (+2.4%) 16.2% (+2.1%) 16.3% (£1.9%)

Other 32.3% 24.2% 26.0% (+4.1%) 25.8% (£3.1%) 25.8% (£3.0%)
Blood pressure, mean, mm Hg

Systolic 138.1 (+14.3) 135.8 (+14.0) 138.4 (+2.6) 136.9 (+1.9) 138.2 (+1.7)

Diastolic 75.8 (+9.7) 76.8 (£9.5) 67.0 (+1.3) 68.2 (+1.3) 68.5 (+1.2)
Body mass index, mean, kg/m? 31.1 (+6.0) 31.5 (+6.0) 32.3 (+0.7) 32.0 (+0.5) 32.2 (+0.4)
Hemoglobin Alc mean, % 7.7 (+1.3) 7.7 (+1.4) 7.5 (£0.1) 7.6 (+0.1) 7.6 (+0.1)
Serum creatinine mean, mg/dL 1.4 (+0.02) 1.1 (£0.02) 1.1 (£0.02)
Estimated glomerular filtration rate, 44.4 (+12.5) 67.6 (£21.7) 49.4 (+1.2) 68.3 (+1.4) 65.7 (+1.4)
mean, mL/min per 1.73 m?

>60 11.2% 62.0% 15.4% (+4.3%) 69.0% (+3.7%) 61.2% (+3.7%)

45-59 34.3% 20.2% 49.7% (+5.9%) 19.1% (+3.6%) 22.7% (+3.7%)

25-44 521% 17.4% 35.0% (+4.4%) 11.8% (£1.6%) 16.0% (+2.0%)

<25 2.3% 0.4% 0 0 0
Urine albumin-creatinine ratio, 833 (441-1628) 302 (105-749) 144.3 (87.1-309.4) 93.6 (77.9-119.0) | 110.2 (91.1-135.0)
median, mg/g

30-300 mg/g 12.4% 46.8% 60.0% (+5.1%) 78.5% (+3.4%) 69.7% (£3.5%)

>300 mg/g 87.2% 50.2% 40.0% (£5.1%) 21.4% (£3.4%) 30.3% (+3.5%)
Serum potassium, mean, mmol/L 4.37+0.46 4.33+0.43 4.2 (+0.04) 4.1 (x0.02) 4.1 (x0.02)
Myocardial infarction, % 13.3% 7.4% 13.1% (£2.7%) 10.8% (£2.1%) 10.9% (£1.9%)
Stroke, % 11.6% 12.0% 14.9% (+£3.2%) 11.0% (£2.1%) 11.7% (£2.1%)

Demographics of patients in FIGARO and FIDELIO Trials and demographics of US population meeting trial eligibility criteria. All national estimates were
projections for the United States accounting for National Health and Nutrition Examination Survey sample weights. FIDELIO-DKD indicates Finerenone in
Reducing Kidney Failure and Disease Progression in Diabetic Kidney Disease; and FIGARO-DKD, Finerenone in Reducing Cardiovascular Mortality and
Morbidity in Diabetic Kidney Disease.

The term "Other" refers to "Mexican American", "Other Hispanic", and "Other Race - Including Multi-Racial" as designated in NHANES.
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(30-300 mg/g). Notably, in the FIDELIO-DKD trial, over
87% of patients had severe albuminuria. In contrast, only
40% of the FIDELIO trial-eligible US population had this
degree of albuminuria. FIGARO-DKD trial showed the
benefits of finerenone extend to patients with less severe
albuminuria, because 46.8% of patients had moderate
albuminuria. Notably, the US population had a substan-
tially higher rate of moderate albuminuria, at 78.5% of
FIGARO-DKD eligible US individuals versus 46.8% in
the trial. Moderate albuminuria marks early CKD and
treating CKD earlier may slow disease progression.
Microalbuminuria screening is cost effective in patients
with diabetes,® and improved CKD screening practices
could identify individuals likely to benefit from finerenone.
Further studies should examine the effect of concurrent
use of sodium-glucose cotransporter-2 inhibitors, as this
medication is indicated for many individuals with diabe-
tes and CKD,* and understanding potential crowd-out
of other therapies is important. A limitation is that we did
not factor in cost, which may limit population uptake.
Further, whereas both trials excluded only heart failure
with reduced ejection fraction patients, we excluded pa-
tients with heart failure irrespective of ejection fraction
because NHANES does not include ejection fraction
data. Nevertheless, this would only underestimate the
number of individuals eligible for finerenone. In conclu-
sion, FIDELIO-DKD and FIGARO-DKD are broadly gen-
eralizable to the US population with CKD and diabetes
and apply to over 2 million eligible US adults. Strategies
to address access and expand uptake are needed.
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