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Assessing the generalizability of

finerenone trial criteria to a British Columbia
population with type 2 diabetes in a
community endocrinology setting

Considering the substantial health care burden of end-stage renal disease, integrating
therapies like finerenone that reduce renal risk is essential, especially in populations
with a higher prevalence of pre-existing cardiovascular disease.
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ABSTRACT

Background: Finerenone improves renal and
cardiovascular outcomes in chronic kidney
disease and type 2 diabetes, as demonstrated
in the FIDELIO-DKD and FIGARO-DKD trials. The
use of finerenone has recently been incorporat-
ed into Canadian guidelines. Previous studies
have established the broad applicability of the
FIDELIO-DKD and FIGARO-DKD inclusion crite-
ria to international populations. We assessed
whether these criteria similarly apply to an
outpatient population at an endocrinology
clinic in British Columbia.

Methods: We applied the FIDELIO-DKD and
FIGARO-DKD enrollment criteria to determine
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the proportion of patients in a community
endocrinology practice who would meet trial-
based eligibility criteria.

Results: Of 369 individuals with type 2 dia-
betes who were receiving standard of care
treatment, 99 (27%) met FIDELIO-DKD or
FIGARO-DKD enrollment criteria for residual
cardiorenal risk. Their population characteris-
tics were comparable to those in the inclusion
trials: 65% male, mean age 71 years, A1c 7.9%,
glomerular filtration rate 58 mL/min/1.73 m?,
urine albumin:creatinine ratio 32.2 mg/mmol,
and systolic blood pressure 135 mm Hg. Our
study population had a higher prevalence of
prior myocardial infarction than those in the
FIDELIO-DKD and FIGARO-DKD trials (26.2% vs
13.3% and 7.4%, respectively; P < .05).

Conclusions: In our study, 27% of individuals
with type 2 diabetes had residual renal risk
despite optimization. The higher proportion
of patients in our study population who had
pre-existing cardiovascular disease emphasizes
the need for effective cardiorenal risk reduction
among this population.

Background

Finerenone is a nonsteroidal mineralocor-
ticoid receptor antagonist that has been
shown to lower the risk of cardiovascu-
lar and renal events in people with type
2 diabetes and chronic kidney disease.’
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Despite evidence that finerenone reduced
the risk of cardiovascular outcomes by up
to 14% and renal outcomes by 23% across
two phase 3 clinical trials (FIDELIO-DKD
and FIGARO-DKD) and their pooled
FIDELITY analysis, clinical uptake of
finerenone remains low.!* Given the sub-
stantial burden of cardiovascular and renal
disease in patients with type 2 diabetes, we
conducted a chart review in a community
endocrinology practice in British Columbia
to determine the proportion of patients who
would meet finerenone trial criteria and
potentially benefit from therapy.

Chronic kidney disease impacts up to
40% of people with type 2 diabetes, and
diabetes mellitus remains the leading cause
of end-stage renal disease in Canada and
worldwide.*® Further, renal disease is an
independent risk factor for cardiovascu-
lar disease among those with diabetes, and
this population is more likely to experience
death from a cardiovascular event before
progressing to end-stage renal disease.®’

Management of chronic kidney disease
in people with type 2 diabetes has classically
been centred on the control of hyperten-
sion and hyperglycemia through the use of
renin-angiotensin system (RAS) inhibitors
and sodium-glucose transport protein 2
(SGLT?2) inhibitors.® Despite treatment,
many people develop worsening renal
function, resulting in residual cardiorenal
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risk, defined as the risk of progression of
cardiovascular and/or renal events despite
standard of care treatment.’
Development of cardiorenal disease
has been associated with mineralocorticoid
overactivation, which has resulted in the
emergence of mineralocorticoid receptor
antagonists in the management of chronic
kidney disease associated with diabetes.’
'The steroidal mineralocorticoid receptor
antagonists spironolactone and eplerenone
have been shown to significantly improve
proteinuria in patients with chronic kidney
disease; however, long-term data, particu-
larly for people with type 2 diabetes who
are receiving standard of care treatment, are
lacking.'® Further, treatment with steroidal
mineralocorticoid receptor antagonists is
often limited due to side effects, including
hyperkalemia and gynecomastia.”
Compared with steroidal mineralo-
corticoid receptor antagonists, finere-
none has been shown to have more potent
anti-inflammatory and antifibrotic effects,
with a more favorable side effect pro-
file.>'? Despite Health Canada’s approval
of finerenone in October 2022, clinical
uptake has remained slow, and Canadian
guidelines have incorporated finerenone
only within the past year [Table 1]."* In
this study, we assessed the applicability of
the FIDELIO-DKD and FIGARO-DKD
inclusion criteria to a sample of British
Columbia’s population within a community

endocrinology setting. A similar study done
in the United States found that 2.2 million
Americans would qualify for finerenone by
clinical trial criteria.'

Compared with steroidal
mineralocorticoid
receptor antagonists,
finerenone has been
shown to have more
potent anti-inflammatory
and antifibrotic effects,
with a more favorable
side effect profile.

Methods
We performed a retrospective study in
which we applied the FIDELIO-DKD
and FIGARO-DKD inclusion criteria to a
representative British Columbia population
with type 2 diabetes optimized on standard
care in a community endocrinology setting
with a total census of 811 patients with type
2 diabetes. The study designs and enroll-
ment criteria of the FIDELIO-DKD and
FIGARO-DKD trials have been previously
documented.!?

We performed a structured electronic
medical record query to identify nonpreg-
nant adults aged 18 years or older with type

2 diabetes who were receiving standard care,

TABLE 1. Guideline recommendations for finerenone use in diabetic kidney disease.

Recommendation

Guideline Population

Diabet T2D + CKD (GFR 25-90 mL/min/1.73 m?) with

Cla:;ail:s UACR 50-500 mg/mmol, on maximally tolerated
RASi with serum potassium < 4.8 mmol/L

Canadian

Cardiovascular T2D + CKD with high cardiovascular risk

Society

Kidney Disease:
Improving Global
Outcomes (KDIGO)

T2D with GFR = 25 mL/min/1.73 m? normal
potassium, and albuminuria (UACR > 30 mg/q)
despite maximally tolerated RASi

Finerenone recommended alongside potassium monitoring
to reduce CKD progression and cardiovascular events.

Use of finerenone supported for cardiovascular risk
reduction as an adjunct to guideline-directed therapy.

Nonsteroidal MRA recommended if persistent albuminuria
(UACR = 30 mg/q) despite standard of care.

CLINICAL

defined as the use of maximum tolerat-
ed doses of RAS and SGLT?2 inhibitors
for a minimum of 4 weeks and 3 months,
respectively. This was followed by manual
extraction of selected variables. The enroll-
ment criteria of the FIDELIO-DKD and
FIGARO-DKD trials were then applied to
this group. Patients were considered eligible
if they met the criteria for either trial. In
these criteria, chronic kidney disease was
defined as a urine albumin:creatinine ratio
(UACR) of 30 to 300 mg/g with a glomeru-
lar filtration rate (GFR) of 25 to 60 mL/
min/1.73 m® or a UACR 0f 300 to 5000 mg/g
with a GFR of 25 to 75 mL/min/1.73 m?
as per the FIDELIO-DKD trial or a UACR
of 30 to 300 mg/g with a GFR of 25 to
90 mL/min/1.73 m? as per the FIGARO-
DKD trial.l?

In accordance with the two trials,
we excluded patients with nondiabetic
chronic kidney disease; Alc higher than
12%; uncontrolled hypertension with sys-
tolic blood pressure (SBP) of 170 mm
Hg or higher; uncontrolled hypertension
with diastolic blood pressure of 110 mm
Hg or higher; hypotension with SBP of
90 mm Hg or lower; serum potassium of
4.8 mmol/L or higher; concomitant ther-
apy with both ACE inhibitors and angio-
tensin receptor blockers; or concomitant
therapy with eplerenone, spironolactone,
any renin inhibitor, CYP3A4 inducers, or

other potassium-sparing diuretics.

Strength

Strong

Moderate

Grade 2A

Nonsteroidal MRA recommended to reduce CKD

progression and cardiovascular events. Monitor potassium

g?;ggtc:: T2D with CKD and albuminuria
. 2
Association (GFR = 25 mL/min/1.73 m?)

4 weeks after initiation.

Grade A

CKD = chronic kidney disease; GFR = glomerular filtration rate; MRA = mineralocorticoid receptor antagonist; RASi = renin-angiotensin system inhibitor;
T2D = type 2 diabetes mellitus; UACR = urine albumin:creatinine ratio.
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The demographic and clinical charac-
teristics of our population were compared
with those of the inclusion trial populations,
and we assessed for statistical significance

using the chi-square test."?

Results

The FIDELIO-DKD and FIGARO-DKD
trial criteria were applied to 369 individu-
als with type 2 diabetes who were receiv-
ing standard of care treatment with RAS
and SGLT2 inhibitors; 99 (27%) met trial
criteria for initiation of finerenone.

The characteristics of our study and
inclusion trial populations are outlined in
Table 2. The demographic profile of our
cohort that was eligible for finerenone
closely resembled that of the trial popula-
tions, with 65% being male and a mean
age of 71 years. Renal function parameters
were also comparable, with mean GFR of
58 mI/min/1.73 m? median UACR of 32.2
mg/mmol, mean serum potassium of 4.58
mmol/L, and mean SBP of 135 mm Hg.
In our population, 43 individuals (43%)
had moderately increased albuminuria,
18 (18%) had severely increased albumin-
uria, and 18 (18%) had potassium levels of
5.0 mmol/L or higher. The median duration
of type 2 diabetes in our population was 17
years, with a mean Alc level of 7.9%. In

Assessing the generalizability of finerenone trial criteria to a BC population with type 2 diabetes

the population that was eligible for finere-
none, 44 (44%) were being treated with a
glucagon-like peptide-1 (GLP-1) receptor
agonist.

In terms of complications, our study
population exhibited a higher prevalence of
prior myocardial infarction compared with
individuals in the FIDELIO-DKD and
FIGARO-DKD trials (26.2% vs 13.3%
and 7.4%, respectively; P < .05). However,
the prevalence of stroke in our cohort (12.1%)
was comparable.

Despite Health Canada’s

approval of finerenone,

its adoption into clinical
practice remains slow.

In our study, the main reasons why
individuals with type 2 diabetes who were
receiving standard care did not meet the
eligibility criteria for initiating finerenone
included the absence of a UACR, subop-
timal optimization with RAS or SGLT2
inhibitors, or chronic kidney disease attrib-
uted to causes other than type 2 diabetes.

Discussion

Finerenone was approved by Health Can-
ada in October 2022, but Canadian guide-
lines have only recently recommended its
use in reducing cardiorenal risk.”® Despite
Health Canada’s approval of finerenone,
its adoption into clinical practice remains
slow. Similarly, the American Diabetes
Association guidelines endorse a Grade A
recommendation for finerenone for those
with chronic kidney disease and type 2 dia-
betes at elevated risk.”® A comprehensive
overview of guideline recommendations
for finerenone use is outlined in Table 1.
Studies have demonstrated the broad gen-
eralizability of the FIDELIO-DKD and
FIGARO-DKD trial criteria to the US
population.™ Chiu and colleagues reported
that 2.2 million patients in the US who had
type 2 diabetes and were on RAS therapy
met initiation criteria for finerenone by at
least one full trial criterion, which high-
lights significant potential for its clinical
application.

We similarly demonstrated the appli-
cability of these trial criteria to our study
population. Renal function in our partici-
pants was between that observed in the
FIDELIO-DKD and FIGARO-DKD
trials, with GFR that was intermediate
to the advanced renal impairment in the

TABLE 2. Demographics of patients eligible for finerenone based on the FIDELIO-DKD and FIGARO-DKD inclusion trials compared with US and Canadian studies.

Age (mean, years)

Sex: male (%)

Sex: female (%)

Systolic blood pressure (mean, mm Hg)
Diastolic blood pressure (mean, mm Hg)
A1c (mean, %)

Glomerular filtration rate
(mean, mL/min/1.73 m?)

Urine albumin:creatinine ratio
(median, mg/mmol)

Serum potassium (mean, mmol/L)
Myocardial infarction (%)

Stroke (%)

. 14
FIDELIO-DKD FIGARO-DKD Chiu and colleagues Current study P value
(US) (Canada)
65.40 64.10 67.00 70.83 —
68.9 68.6 58.5 64.6 .896
311 314 415 354 .896
138.1 135.8 138.2 1353 —
75.8 76.8 68.5 75.3 —
7.7 7.7 7.6 79 —
444 67.6 65.7 57.6 —
833 30.2 11.0 322 —
4.37 4.33 4.10 4.58 —
13.3 74 10.9 26.2 <.001
11.6 12.0 1.7 12.1 490
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FIDELIO-DKD trial and the milder
impairment in the FIGARO-DKD trial.
However, our study population differed
notably from the inclusion trial populations
by having a higher prevalence of background
cardiac disease. This may have been due to
the advanced age of our cohort compared
with that of the inclusion trial cohorts, or to
background SGLT?2 use, which may reflect
more advanced disease and a higher car-
diovascular risk profile. Evidence from the
FINE-HEART trial, which demonstrated
reductions in heart failure hospitalizations,
cardiovascular events, and all-cause mortal-
ity with finerenone, supports its potential
benefit in higher-risk populations that are
similar to our study cohort.'

Our study population included patients
who were already optimized on SGLT2
inhibitors. This criterion was more restrictive
compared with the inclusion trials, which
required optimization only on RAS inhibi-
tors. Additionally, nearly half of our eligi-
ble participants were also receiving GLP-1
therapy, agents that also demonstrate renal
benefit, according to recent studies such as
the FLOW trial.'’ The CONFIDENCE
trial showed that simultaneous initiation
of finerenone and empagliflozin led to a
52% reduction in UACR at 180 days, which
outperformed finerenone (29%) and empa-
gliflozin (32%) alone.'® Despite optimi-
zation with these additional agents, many
patients in our study still met the eligibility
criteria for initiating finerenone.

The cost of finerenone is estimated to
be $1200 to $1300 per year without pri-
vate drug coverage.” In BC, finerenone is
covered for individuals with type 2 diabetes
and chronic kidney disease who remain at
elevated risk of disease progression despite
optimized standard therapy.” The full Phar-
maCare Special Authority eligibility criteria
are outlined in the Box.

In conclusion, our study highlights
the applicability of FIDELIO-DKD and
FIGARO-DKD trial criteria to a Brit-
ish Columbia context and emphasizes
the ongoing need for proactive manage-
ment strategies in patients facing resid-
ual renal risk despite optimized therapy.

CLINICAL

BOX. British Columbia PharmaCare finerenone eligibility criteria.

Finerenone may be used as an adjunct to standard of care therapy to reduce the risk
of end-stage renal disease and sustained decrease in glomerular filtration rate (GFR),
as well as cardiovascular death, nonfatal myocardial infarction, and hospitalization
for heart failure in an adult patient who meets all the following criteria:

« The patient has both type 2 diabetes and chronic kidney disease with a GFR of at

least 25 mL/min/1.73 m?.

« The patient has albuminuria of at least 3 mg/mmol or 30 mg/g.

« The patient is receiving maximally tolerated doses of both ACE inhibitors or
angiotensin receptor blockers and sodium-glucose cotransporter 2 inhibitors.

+ The patient does not have New York Heart Association class II-IV heart failure.

« The patient is not on concurrent treatment with a different mineralocorticoid

receptor antagonist.

« Treatment has been prescribed by a health care professional who has experience
in the diagnosis and management of patients with type 2 diabetes and chronic
kidney disease or in consultation with a nephrologist.

Adapted from the BC Ministry of Health website.?’

Considering the substantial health care bur-
den of end-stage renal disease, integrating
therapies like finerenone that reduce renal
risk is essential, especially in populations
with a higher prevalence of pre-existing
cardiovascular disease. ll
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