Efficacy and safety of finerenone in patients with CKD and T2D across the frailty spectrum
A FIDELITY post hoc analysis
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e QOverall, incidence of CV and kidney events increased with increasing frailty in both treatment arms (Figure 1)
e Finerenone lowered the risk of CV and kidney outcomes irrespective of frailty status (Figure 1)
— Absolute risk reduction of CV composite outcome with finerenone vs placebo was nominally higher in severely frail patients (p-value for interaction = 0.45)

Introduction

* Frailty is often defined as a state of increased vulnerability associated with a decline in physiological system function and is associated
with increased risk of adverse outcomes

e Given the accumulation of risk factors and comorbidities in people with more severe frailty, inappropriate prescribing is prevalent in

Figure 1. Efficacy outcomes for finerenone and placebo across the frailty subgroups
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e This FIDELITY post hoc analysis explored the efficacy and safety of finerenone in patients with CKD and type 2 diabetes (T2D) according to : _
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— Were treated with standard-of-care therapy, including a maximum tolerated labelled dose of a renin—angiotensin system inhibitor Cl. confidence interval; GV, cardiovascular; HR, hazard ratio; R, incidence rate; PY, patient-years; Q, quartie.
e Patients were randomly assigned to receive finerenone at titrated doses of 10 or 20 mg once daily as oral treatment or matching placebo (1:1) e From baseline to month 48, finerenone was associated with a lower rate of eGFR decline compared with placebo for all frailty subgroups (Table 2)
e Frailty was defined using the Rockwood cumulative deficit approach — The attenuation of total eGFR slope by finerenone compared with placebo was more pronounced with increasing severity of frailty
— 30 baseline clinical characteristics, including laboratory measures, quality of life measures and medical history, were used to construct the _ _ _ _ o
frailty index and assign a normalised frailty index score between 0 (no frailty) and 1 (maximal frailty) to each patient Table 2. Change in eGFR across the study period for finerenone and placebo according to frailty index score
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e Atotal of 12,990 people were included in this analysis; the mean frailty index was 0.463 (standard deviation 0.105) and participants in both P (=0.05 10 0.51) (0.23 10 0.89) (0.28 t0 0.91) (0.37 10 1.04)

treatment arms were equa”y distributed across the frailty Spectrum (Table 1) Cl, confidence interval; eGFR, estimated glomerular filtration rate; LS, least-squares; Q, quartile.

Table 1. Baseline characteristics of enrolled participants stratified by baseline frailty index * The safety profile of finerenone relative to placebo was not modified by frailty status (Figure 2)

<Q1 (least frail) >Q1 to <Q2 >Q2 to <Q3 >Q3 (most frail) — Incidence of serious adverse events (SAEs) was slightly lower with finerenone vs placebo across all frailty subgroups; although incidence rates increased with increasing frailty,
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MI, myocardial infarction; SD, standard deviation; SGLT-2i, sodium-glucose co-transporter-2 inhibitor; UACR, urine albumin-to-creatinine ratio.
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