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by Diuretic Use: A FIDELITY Analysis

Author/s:

Robert J. Mentz, MD ' Stefan D. Anker, MD? Bertram Pitt, MD® Peter Rossing, MD DMSc*% Luis M.
Ruilope, MD8® Martin Gebel, PhD® Peter Kolkhof, PhD'® Robert Lawatscheck, MD'' Katja Rohwedder,
MD'? George L. Bakris, MD" Asia Quan, PharmD™ on behalf of the FIDELIO-DKD and FIGARO-DKD
Investigators

Organizations/Affiliations:

'Department of Medicine, Duke University School of Medicine, Durham, NC, USA

2Department of Cardiology (CVK) of German Heart Center Charité and Institute of Health Center for
Regenerative Therapies (BCRT), German Centre for Cardiovascular Research (DZHK) partner site
Berlin, Charité Universitdtsmedizin, Berlin, Germany

3Department of Medicine, University of Michigan School of Medicine, Ann Arbor, MI, USA

4Steno Diabetes Center Copenhagen, Herlev, Denmark

*Department of Clinical Medicine, University of Copenhagen, Copenhagen, Denmark

6Cardiorenal Translational Laboratory and Hypertension Unit, Institute of Research imas12, Madrid,
Spain

"CIBER-CV, Hospital Universitario 12 de Octubre, Madrid, Spain

8Faculty of Sport Sciences, European University of Madrid, Madrid, Spain

SStatistics & Data Insights, Bayer AG, Wuppertal, Germany

“Research & Early Development, Bayer AG, Wuppertal, Germany

"Clinical Research, Bayer AG, Berlin, Germany

2Medical Affairs, Bayer AG, Berlin, Germany

8Department of Medicine, University of Chicago Medicine, Chicago, IL, USA

"“Cardiorenal Medical Affairs, Bayer US LLC, Whippany, NJ, USA

Abstract

Background: Diuretics are used to treat hypertension and HF in patients with CKD. Diuretics alter
potassium levels, which are associated with CV outcomes.

Objective: To assess the effect of finerenone, a non-steroidal MRA, on CV and safety outcomes by
baseline diuretic use in the FIDELITY dataset.

Methods: In FIDELITY, a pooled analysis of the FIDELIO-DKD (NCT02540993) and FIGARO-DKD
(NCT02545049) trials, patients with CKD and T2D who were optimally treated with RASi were
randomized to finerenone or placebo. Patients were categorized by baseline diuretic use. A composite
CV outcome (CV death, non-fatal myocardial infarction, non-fatal stroke, or hospitalization for HF) and
treatment-emergent adverse events were assessed.

Results: Across 13,026 patients, 51.5% were treated with diuretics at baseline (21.5% on loop and
24.2% on thiazide diuretics).The composite CV outcome was reduced with finerenone vs placebo,
irrespective of baseline diuretic use (Yes: HR: 0.86; 95% CI: 0.77-0.97; No: HR: 0.86; 95% ClI: 0 .74-
1.00; Pinteraction=0.95). On-treatment analysis showed concomitant diuretic use with study treatment was
mainly constant among patients during the follow-up period. Hyperkalemia rates for patients on
finerenone were comparable by diuretic use (Yes: 13.8% vs. 5.7% for placebo; No: 14.3% vs. 8.3% for
placebo). Incidence of hyperkalemia leading to hospitalization or discontinuation of study drug for both
treatment groups was low irrespective of diuretic use.

Conclusion: Finerenone was associated with a reduced risk of CV outcomes and there was a low
incidence of hyperkalemia leading to hospitalization in patients with CKD and T2D, irrespective of
baseline diuretic use.
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