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Introduction
Background

« Cardiovascular-kidney-metabolic (CKM) syndrome reflects the interrelated effects of metabolic risk
factors, including obesity and diabetes, chronic kidney disease and cardiovascular disease’

+ CKM syndrome and cancer often coexist due to shared risk factors and overlapping pathophysiologic
mechanisms?

« The non-steroidal mineralocorticoid receptor antagonist finerenone showed clinical benefit in a broad
CKM population3

*  Whether finerenone influences cancer outcomes, or whether comorbid cancer modifies its effects in
CKM, remains unknown

Objectives

» To describe clinical features, outcomes, and treatment responses to finerenone in patients with CKM
conditions and history of cancer

Reference: '"Ndumele CE, et al. Circulation 2023;148:1606-1635.; 2Quagliariello V, et al. Cancers (Basel) 2025;17 ;
Heart 3Vaduganathan M et al. Nat Med 2024; 30:3758-3764.
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Study Design & Methods
" The FINE-HEART Pooled Dataset! )

- Participant-level pooled
analysis of 3 Global trials

FIGARO-DKD (N=7,437) : Patients with CKD and T2DM3 =  covering the full spectrum of
CKM syndrome

FINEARTS-HF (N=6,001) : Patients with HFmrEF/HFpEF#*_| (N=18,991) /

FIDELIO-DKD (N=5,674) : Patients with CKD and T2DM?

History Of Cancer and De novo Cancer * Left ventricular ejection fraction=240%

» Ascertained from medical history/adverse event records using predefined high level term codes
and preferred term codes (pre-cancerous/benign lesions were not considered).

» Patients with active malignancy with a life expectancy of less than 12 months were excluded
Clinical Outcomes

» CV death, all-cause death, HF hospitalization, all-cause hospitalization, composite kidney outcome,
new-onset atrial fibrillation, cancer-related death, incident cancer

Statistics
« Survival Analysis: Cox Proportional hazard models; Fine-Gray Competing Risk analysis

H e a rt Abbreviations: CV: cardiovascular, HF: heart failure, Kidney outcome: sustained decreases in eGFR of 250% from baseline, or sustained declines in eGFR to <15
ot mL/min/1.73 m?, kidney failure, or death due to kidney failure ‘
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cliteredrthdIIr 2 O 2 6 Reference: 'Vaduganathan M et al. Nat Med 2024; 30:3758-3764. 2Bakris GL et al. N Engl J Med 2020;383:2219-2229.; 3Pitt B et al. N Engl J Med
2021;385:2252-2263 “Solomon SD et al. N Engl J Med 2024;391:1475-1485



Cumulative Incidence (%)

Predictors of Incident Cancer
915/17,602 (5.2%)

Characteristics of Patients with a History of Cancer

History of Cancer: 1,389/18,991 (7.3%)
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Efficacy of Finerenone in patients with CKM and a
history of Cancer

All-Cause
Death

CV Death

Heart Failure
Hospitalization

All-Cause
Hospitalization

Composite

Kidney Outcome

New-onset atrial

fibrillation/flutter

Hazard Ratio

(95% Cl)
No Cancer Hx HO— 0.91 (0.84 1.00)
Cancer Hx —0—7 0.85 (0.65 1.10)
Overall o 0.91(0.84 0.99)
No Cancer Hx —o— 0.89 (0.77 1.02)
Cancer Hx | O | 0.88(0.56 1.38)
Overall —o— 0.89 (0.78 1.01)
No Cancer Hx 1O 0.84 (0.750.93)
Cancer Hx —O4 0.76 (0.54 1.05)
Overall o 0.83 (0.75 0.92)
No Cancer Hx - 0.95 (0.91 1.00)
Cancer Hx —0—mH 0.94 (0.82 1.08)
Overall I | 0.95 (0.91 1.00)
No Cancer Hx - 0.81(0.72 0.91)
Cancer Hx | O | 0.71 (0.45 1.10)
Overall o 0.80 (0.72 0.90)
No Cancer Hx —o— 0.85 (0.72 1.00)
Cancer Hx | O | 0.67 (0.41 1.10)
Overall —o— 0.83(0.710.97)
1 1 1 1 1
025 050 075 1.00 125 1.50

Abbreviations: Hx: history
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P.

interaction

0.623

0.974

0.644

0.741

0.654

0.311

Finerenone did not influence Cancer Outcomes

Incident Cancer

Cumulative Incidence (%)

Cancer-related Death
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HR: 0.95; 95% Cl 0.83-1.08 HR: 0.78; 95% Cl 0.59-1.01
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Effect of Finerenone on Selected Safety Outcomes
No History of Cancer History of Cancer
Placebo Finerenone Placebo Finerenone
(N=8780) (N=8787) (N=687) (N=695)

Any serious adverse event

Any serious adverse event
leading to treatment
discontinuation

Any potassium > 5.5mmol/L
Hyperkalemia

Any potassium < 3.5mmol/L
Acute kidney injury

Systolic blood pressure
<100mmHg

3,147 (35.8%)

389 (4.4 %)

682 (7.9 %)
544 (6.2 %)
878 (10.2%)
283 (3.2 %)

600 (6.9 %)

2,963 (33.7%)

445 (5.1 %)

1427 (16.5%)
1116 (12.7%)
411 (4.8 %)
297 (3.4 %)

935 (10.8%)

316 (46.0%)

45 (6.6 %)

32 (4.8 %)
42 (6.1 %)
60 (9.0 %)
33 (4.8 %)

51 (7.6 %)

320 (46.0%)

70 (10.1%)

108 (15.9%)
100 (14.4%)
37 (5.5 %)
48 (6.9 %)

105 (15.4%)



Conclusions

° In FINE-HEART, comorbid cancer was common: 1,389 (7.3%) patients had a history of
cancer, while 915 developed de novo malignancies during the 2.9 years follow-up

° Individuals with history of cancer had higher rates of all-cause death and all-cause
hospitalization

e Finerenone did not influence cancer outcomes

° Finerenone conferred clinically meaningful benefit irrespective of comorbid cancer

We thank the patients, their families, investigators, staff, and all collaborators for their participation in the FINE-HEART Program
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