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Frailty is associated with increased risk of adverse outcomes1–3

3

AE, adverse event; CKD, chronic kidney disease; CV, cardiovascular; eGFR, estimated glomerular filtration rate; HF, heart failure; MI, myocardial infarction; MRA, mineralocorticoid receptor antagonist; 
RAS, T2D, type 2 diabetes
1. Hannan M, et al. Am J Kidney Dis 2023;83:208–215; 2. Mansur HN, et al. Health Qual Life Outcomes 2014;12:27; 3. Roshanravan B, et al. Am J Kidney Dis 2012;60:912–921; 
4. Bakris GL, et al. N Engl J Med 2020;383:2219–2229; 5. Pitt B, et al. N Engl J Med 2021;385:2252–2263; 6. Agarwal R, et al. Eur Heart J 2022;43:474–484

*Events based on a sustained decrease in eGFR are considered from randomisation up until 5 months after the last eGFR is recorded at a clinic visit

renin−angiotensin system; 

Objective: This FIDELITY post hoc analysis explored the efficacy and safety of 
finerenone in patients with CKD and T2D according to baseline frailty index

CV composite 
outcome

Time to first occurrence of:
• CV death
• Non-fatal MI
• Non-fatal stroke
• Hospitalisation for HF

Finerenone, a selective 
nonsteroidal MRA, reduced the risk 

of adverse CV and kidney 
outcomes vs placebo in FIDELITY, 
a prespecified pooled analysis of the 

phase III FIDELIO-DKD and 
FIGARO-DKD trials4–6

12,990 patients with CKD and T2D
on optimised RAS inhibitor and 
randomised 1:1 to finerenone or 

placebo4–6

Kidney 
composite 
outcome

Time to first occurrence of:
• Kidney failure
• Sustained ≥57% 

decrease in eGFR from 
baseline*

• Kidney-related death

Other 
outcomes

Safety outcomes 
assessed treatment-
emergent AEs



Frailty was defined using the Rockwood cumulative deficit approach
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*For each characteristic, patients were assigned a score between 0 and 1. The frailty index score was normalised by dividing the total score by the number of non-missing characteristics. Patients were categorised 
by frailty index quartiles (≤Q1 [least frail], >Q1 to ≤Q2, >Q2 to ≤Q3, >Q3 [most frail])
BMI, body mass index; CABG, coronary artery bypass graft; CAD, coronary artery disease; COPD, chronic obstructive pulmonary disease; eGFR, estimated glomerular filtration rate; EQ-5D, EuroQol-5 Dimension; 
HbA1c, glycated haemoglobin; HF, heart failure; [K]+, serum potassium concentration; MI, myocardial infarction; PCI, percutaneous coronary intervention; UACR, urine albumin-to-creatinine ratio

0 
(no frailty)

1 
(maximal frailty)

Laboratory parameters

UACR

eGFR

[K]+

Systolic blood pressure

Diastolic blood pressure

Pulse pressure

HbA1c

Haemoglobin

C-reactive protein

Demographics

Diabetes duration

BMI

Age

Gender

EQ-5D questionnaire

EQ-5D-5L (usual)

EQ-5D-5L (mobility)

EQ-5D-5L (pain)

EQ-5D-5L (anxiety)

EQ-5D-5L (selfcare)

Medical history

HF

MI

Stroke

CAD

Atrial fibrillation/flutter

Peripheral arterial occlusive disease

PCI or CABG

Hypertension

Hyperlipidaemia

Diabetic neuropathy

COPD

Retinopathy

30 characteristics
were used to construct the frailty 
index and assign a normalised 
frailty index score to each patient*



880 (26.6%) 1799 (54.4%) 442 (167–936) 735 (22.2%)

902 (28.3%) 2063 (64.6%) 505 (196–1156) 552 (17.3%)

1027 (30.7%) 2441 (73.0%) 504 (196–1151) 451 (13.5%)

1123 (35.7%) 2566 (81.7%) 644 (249–1409) 344 (10.9%)

61.2 ± 9.7 29.2 ± 5.5 67.4 ± 21.6 131.7 ± 12.8

64.4 ± 9.5 30.8 ± 5.7 59.6 ± 21.6 135.4 ± 13.5

66.1 ± 9.1 31.7 ± 5.7 54.7 ± 20.4 138.1 ± 14.2

67.5 ± 8.6 33.7 ± 6.2 48.3 ± 18.2 142.1 ± 14.2

Medical History
12.8 ± 7.8 687 (20.8%) 184 (5.6%) 3080 (93.1%)

14.7 ± 8.3 1241 (38.9%) 409 (12.8%) 3098 (97.1%)

16.4 ± 9.0 1846 (55.2%) 615 (18.4%) 3269 (97.7%)

17.8 ± 8.8 2154 (68.6%) 812 (25.8%) 3084 (98.2%)

As severity of frailty increased, patients had older age, higher UACR 
and longer duration of diabetes, and lower eGFR at baseline 

Values are n (%), mean ± SD or median (IQR). 
BMI, body mass index; CV, cardiovascular; eGFR, estimated glomerular filtration rate; IQR, interquartile range, MI, myocardial infarction; Q, quartile; SD, standard deviation; UACR, urine albumin-to-creatinine ratio

Sex, Female Race, White
UACR, 
mg/g

Current 
smoker

BMI, kg/m2 eGFR,
ml/min/1.73 m2

Duration of 
diabetes, years

History of CV 
disease

Systolic blood 
pressure, mmHg

History of MI History of 
hypertension

Mean age, 
years

Frailty subgroup:   ≤Q1    >Q1 to ≤Q2    >Q2 to ≤Q3    >Q3
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N=3310      N=3192         N=3346     N=3142



Outcome Finerenone Placebo
HR (95% CI) p-value for 

interaction
Absolute risk difference 

(95% CI)
p-value for 
interactionn/N (IR per 100 PY) n/N (IR per 100 PY)

CV composite outcome*

≤Q1 92/1619 (1.8) 86/1691 (1.6) 1.13 (0.84 to 1.52)

0.36

–0.6 (–2.1 to 0.9)

0.45
>Q1 to ≤Q2 174/1643 (3.5) 193/1549 (4.2) 0.85 (0.69 to 1.05) 1.9 (–0.3 to 4.1)

>Q2 to ≤Q3 240/1685 (5.0) 272/1661 (5.9) 0.87 (0.73 to 1.03) 2.1 (–0.3 to 4.6)

>Q3 317/1551 (7.9) 387/1591 (9.7) 0.84 (0.72 to 0.97) 3.9 (1.0 to 6.8)

≥57% kidney composite outcome#

≤Q1 52/1619 (1.0) 75/1691 (1.4) 0.75 (0.52 to 1.08)

0.96

1.2 (–0.1 to 2.5)

0.76
>Q1 to ≤Q2 100/1643 (2.1) 117/1549 (2.7) 0.76 (0.58 to 1.00) 1.5 (–0.3 to 3.2)

>Q2 to ≤Q3 89/1685 (1.9) 124/1661 (2.7) 0.70 (0.53 to 0.93) 2.2 (0.5 to 3.8)

>Q3 115/1551 (3.0) 149/1591 (3.8) 0.74 (0.58 to 0.95) 2.0 (0.0 to 3.9)

Finerenone lowered the risk of CV and kidney outcomes 
irrespective of frailty status
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*Defined as a composite of CV death, non-fatal myocardial infarction, non-fatal stroke, or HHF; #defined as kidney failure, sustained ≥57% eGFR decline, or kidney-related death
CI, confidence interval; CV, cardiovascular; eGFR, estimated glomerular filtration rate; HHF, hospitalisation for heart failure; HR, hazard ratio; IR, incidence rate; PY, person-years; Q, quartile

0.50 1.00 2.00

Favours finerenone Favours placebo

Absolute risk reduction of CV composite outcome with finerenone vs placebo was nominally higher in 
severely frail patients (p-value for interaction = 0.45)



The safety profile of finerenone relative to placebo was not modified 
by frailty status
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AE, adverse event; Q, quartile; SAE, serious adverse event; TEAE, treatment-emergent adverse event
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Incidence of SAEs was slightly lower with finerenone vs placebo across all 
frailty subgroups; although incidence rates increased with increasing frailty, 

the incidence rates of study drug–related SAEs were low across all subgroups
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Any TEAE Any serious TEAEs Study drug-related serious TEAEs

Any treatment-emergent hyperkalaemia Hyperkalaemia leading to permanent 
discontinuation of study drug

Any serious hyperkalaemia

Incidence of hyperkalaemia was higher with finerenone vs placebo and 
increased with increasing frailty; serious hyperkalaemia was low across 

frailty subgroups and treatment arms

>Q1 to ≤Q2≤Q1 >Q2 to ≤Q3 >Q3 >Q1 to ≤Q2≤Q1 >Q2 to ≤Q3 >Q3 >Q1 to ≤Q2≤Q1 >Q2 to ≤Q3 >Q3

>Q1 to ≤Q2≤Q1 >Q2 to ≤Q3 >Q3 >Q1 to ≤Q2≤Q1 >Q2 to ≤Q3 >Q3 >Q1 to ≤Q2≤Q1 >Q2 to ≤Q3 >Q3



Summary

CKD, chronic kidney disease; CV, cardiovascular; SAE, serious adverse event; T2D, type 2 diabetes
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Finerenone lowered the risk of 
CV and kidney outcomes in 
patients with CKD and T2D 
regardless of frailty status

Incidence rates of SAEs and 
hyperkalaemia increased with 

frailty index score

These data suggest finerenone is an effective and well-tolerated treatment option 
for people with CKD and T2D across the spectrum of frailty



Thank you

Executive committee
George L. Bakris* (co-chair); Gerasimos Filippatos (co-chair); Rajiv Agarwal; Stefan D. Anker; Bertram Pitt; Luis M. Ruilope

Independent data monitoring committee
Glenn Chertow; Gerald DiBona; Murray Epstein; Tim Friede; Jose Lopez-Sendon; Aldo Maggioni; Jean Rouleau

Clinical event committee
Rajiv Agarwal; Stefan D. Anker; Phyllis August; Andrew Coats; Hans Diener; Wolfram Döhner; Barry Greenberg; 

Stephan von Haehling; James Januzzi; Alan Jardine; Carlos Kase; Sankar Navaneethan; Lauren Phillips; 
Piotr Ponikowski; Pantelis A. Sarafidis; Titte Srinivas; Turgut Tatlisumak; John Teerlink

National lead investigators
Sharon Adler; Aslam Amod; Andrés Ángelo Cadena Bonfanti; Ellen Burgess; Michel Burnier; Eugenia F. Canziani; Juliana Chan; 

Chien-Te Lee; Froilan De Leon; Alexander Dreval; Fernando Teixeira e Costa; Joseph Eustace; Trine Finnes; Linda Fried; Ron Gansevoort; 
Pieter Gillard; Ehud Grossman; Fernando González; Janusz Gumprecht; Carlos Francisco Jaramillo; Tran Quang Khanh; Sin Gon Kim; Adriaan Kooy; 

Daisuke Koya; Byung Wan Lee; Zhi-Hong Liu; Richard MacIsaac; Borys Mankovsky; Michel Marre; Kieran McCafferty; Martin Prazny; 
Giuseppe Remuzzi; László Rosivall; Peter Rossing; Luis Alejandro Nevarez Ruiz; Julio Pascual Santos; Pantelis A. Sarafidis; Ramazan Sari; 

Guntram Schernthaner; Roland Schmieder; Jorma Strand; Bengt-Olov Tengmark; Maria Theodora Temelkova-Kurktschiev; Sheldon Tobe; Robert Toto; 
Augusto Vallejos; Anantharaman Vathsala; Takashi Wada; Christoph Wanner; Mark Williams; Yoram Yagil; Sukit Yamwong

The FIDELIO-DKD and FIGARO-DKD teams would also like to thank all 
participating investigators, the centres, and the participants and their families

9

*Our esteemed steering committee member, George Bakris, passed away in June 2024 and will be remembered for his passion for science and patient care.
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