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ABSTRACT

People living with type 2 diabetes (T2D) and 
chronic kidney disease (CKD) are at risk of CKD 
progression and kidney failure. This is a sum-
mary of the FIDELITY pooled analysis where two 
clinical trials (FIDELIO-DKD and FIGARO-DKD) 
were performed to investigate the safety and 
efficacy of finerenone in people with T2D and 
CKD. The data from these two studies were com-
bined and analyzed and it was found that those 
who took finerenone on top of standard-of-care 

medicine had a 14% reduced risk of having a 
cardiovascular event and 23% reduced risk of 
having a kidney event versus those who took 
placebo. Those who took finerenone were also 
more likely to have high blood potassium, but 
this was mostly manageable.

A graphical abstract and translations of all 
content (Chinese, Japanese, German, Spanish, 
Brazilian-Portuguese, French) are available for 
this article.
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Key Summary Points 

The FIDELITY pooled analysis combined and 
analyzed the efficacy and safety data from 
two similar placebo-controlled phase 3 clini-
cal trials of the drug finerenone in people 
with chronic kidney disease (CKD) and type 
2 diabetes (T2D).

Finerenone, in addition to standard-of-care 
medicine, significantly reduced the risk of 
clinically significant kidney and cardiovascu-
lar outcomes in people with T2D and a broad 
range of CKD severities.

Hyperkalemia was more frequent with finer-
enone than with placebo, but in most cases 
it was manageable without discontinuing 
treatment.

DIGITAL FEATURES

This article is published with digital features, 
including a graphical abstract and translations 
of all content (Chinese, Japanese, German, Span-
ish, Brazilian-Portuguese, French), to facilitate 
understanding of the article. To view digital 
features for this article, go to https:// doi. org/ 10. 
6084/ m9. figsh are. 25610 169.

BACKGROUND

This article summarizes the results of the FIDEL-
ITY pooled analysis [1]. People with chronic 
kidney disease (CKD) and type 2 diabetes (T2D) 
are at risk of kidney failure, cardiovascular (CV) 
events, and dying from kidney and CV causes. 
Increased activity at the mineralocorticoid recep-
tor (MR) in the kidneys, heart, and blood vessels 
can cause excessive inflammation and fibrosis 
that drives CKD and CV disease progression. 
MRs are blocked by a nonsteroidal MR antago-
nist called finerenone. The FIDELITY analysis 
pooled data from two randomized clinical trials 
to obtain more robust evidence of finerenone’s 

safety and effect on kidney and CV outcomes in 
people with T2D and CKD.

STUDY METHODS

Participants were adults with CKD and T2D with 
an estimated glomerular filtration rate (eGFR: a 
marker of kidney function) of at least 25 ml/
min/1.73  m2, a urinary albumin-to-serum cre-
atinine ratio (UACR: a marker of kidney dam-
age) of at least 30 mg/g, and a maximum serum 
potassium concentration of 4.8 mmol/l. Most 
participants were taking the maximum tolerated 
labeled dose of either an angiotensin-converting 
enzyme inhibitor (ACEi) or angiotensin receptor 
blocker (ARB).

Participants received either oral finerenone 
(10 or 20 mg, once daily) or placebo, plus stand-
ard-of-care medicine (ACEi or ARB). Sodium-
glucose co-transporter-2 (SGLT2) inhibitors 
were taken by 6.7% of participants. Since the 
design of the FIDELIO and FIGARO clinical tri-
als, SGLT2 inhibitors have become a therapeutic 
option for CKD and T2D.

Researchers analyzed the length of time until 
one of a combination (composite) of events first 
occurred. The CV composite outcome was CV 
death, non-fatal myocardial infarction (MI), 
non-fatal stroke, or hospitalization due to heart 
failure (HHF). The kidney composite outcome 
was onset of kidney failure, sustained decrease 
in eGFR of 57% or more from study start over 
4 or more weeks, or death from kidney causes. 
Kidney failure was defined as end-stage kidney 
disease (ESKD) or a sustained decrease in eGFR 
to less than 15 ml/min/1.73  m2, and ESKD was 
defined as a patient starting chronic dialysis (for 
90 days or more) or having a kidney transplant. 
In the safety analysis, the researchers monitored 
side effects that occurred or worsened. The statis-
tical analysis plan for this analysis was described 
before the data were analyzed (prespecified).

ANALYSIS RESULTS

Overall, 13,026 participants were followed up 
for a median of 3 years.

https://doi.org/10.6084/m9.figshare.25610169
https://doi.org/10.6084/m9.figshare.25610169
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Cardiovascular Outcomes

Participants who received finerenone had a 
14% reduced risk relative to participants who 
received placebo of experiencing a CV com-
posite outcome. A CV event occurred in 12.7 
and 14.4% of participants in the finerenone 
and placebo groups, respectively (p = 0.0018). 
Participants who received finerenone had a 
22% reduced risk relative to participants who 
received placebo of HHF. HHF occurred in 3.9% 
of participants who received finerenone com-
pared with 5% of participants who received 
placebo (p = 0.003) (Fig. 1).

Kidney Outcomes

Participants who received finerenone had a 
23% reduced risk relative to participants who 
received placebo of experiencing a kidney com-
posite outcome. A kidney event occurred in 
5.5  vs. 7.1% of participants in the finerenone 
and placebo groups, respectively (p = 0.0002). 

Participants who received finerenone had 
a 30% reduced risk of a sustained decrease 
in eGFR of ≥ 57% for ≥ 4  weeks and a 20% 
reduced risk of ESKD relative to participants 
who received placebo (p < 0.0001 and p = 0.040, 
respectively; not prespecified). At 4 months, 
the mean change in UACR from the start of 
the study was 32% lower in patients who 
received finerenone compared with patients 
who received placebo.

Safety Analysis

Serious side effects occurred in 31.6% of patients 
who took finerenone compared with 33.7% of 
patients who took placebo. Hyperkalemia (serum 
potassium > 5.5 mmol/l) occurred in more partic-
ipants with finerenone (14%) than with placebo 
(6.9%). Hyperkalemia leading to permanent 
treatment discontinuation occurred more fre-
quently in patients receiving finerenone (1.7%) 
than placebo (0.6%). However, no cases were 
fatal, and 0.9% of cases led to hospitalization.

Fig. 1  Time to efficacy outcomes for a cardiovascular 
composite event (a), a kidney composite event (b), and 
hospitalization for heart failure (c). These graphs demon-
strate the changing risk of an event (a, b, or c) taking place 
over time for patients in the finerenone and placebo treat-
ment group. Cumulative incidence = number of new events 
divided by the total number of individuals in the treatment 
group. Time to first event = time (months) taken until first 
event took place. Hazard ratio (HR) = risk of experienc-
ing an event. HR < 1 indicates a reduced risk experiencing 
an event, HR = 1 indicates same risk of experiencing an 

event in both groups, HR > 1 indicates an increased risk of 
experiencing an event (i.e., an HR of 0.86 corresponds to a 
14% reduced risk in the finerenone group compared to the 
placebo group). Number at risk = number of individuals 
still at risk of experiencing an event. 95% confidence inter-
val = 95% certainty that the HR lies within the specified 
HR range. Please see the original article for a full descrip-
tion of the cardiovascular and kidney composite outcomes. 
Graphs available for free re-use in publications under a 
CC-BY-NC license [1]
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DISCUSSION

These results support finerenone’s safety and 
efficacy in reducing CV events and kidney fail-
ure outcomes in patients with T2D and a broad 
range of CKD severity. Treatment with finer-
enone reduced the risk of a CV event by 14% 
and the risk of a kidney event by 23%, rela-
tive to treatment with placebo. Finerenone is 
indicated to reduce the risk of sustained eGFR 
decline, ESKD, CV death, non-fatal MI, and HHF 
in adults with CKD associated with T2D. The 
limitations of this analysis were excluding par-
ticipants with CKD who did not have albuminu-
ria and not including enough Black participants.

CONCLUSIONS

Finerenone, in addition to standard-of-care 
medicine, reduced the risk of clinically impor-
tant CV and kidney outcomes compared with 
placebo in people with T2D and a broad range 
of CKD severity.
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