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BACKGROUND

» Mineralocorticoid receptor antagonists (MRA) are a key component of guideline directed
medical therapy (GDMT) for heart failure with reduced ejection fraction (HFrEF) and may
also be used in patients with heart failure with mildly reduced or preserved ejection fraction
(HFmrEF/HFpEF)

« Steroidal MRAs are underutilized in HFrEF, in part due to the perceived risk of hyperkalemia

 Potassium levels < 3.5mmol/l are associated with an increased risk for adverse clinical
outcomes in patients with heart failure, and MRAs mitigate the risk of hypokalemia

* In the FINEARTS-HF trial, the nonsteroidal MRA finerenone reduced the risk of
cardiovascular death and total worsening heart failure (HF) events in patients with
HFmrEF/HFpEF

« We investigated the frequency and predictors of serum potassium level > 5.5 and < 3.5
mmol/l and the treatment effect of finerenone, relative to placebo, on clinical outcomes
based on post-randomization potassium levels.



FINEARTS-HF STUDY DESIGN

Randomized, double-blind, placebo-controlled trial testing the hypothesis that finerenone would
reduce cardiovascular death and total worsening heart failure events in patients with heart failure
and mildly reduced or preserved ejection fraction
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METHODS

» Study medication dose adjustments

* |f potassium = 5.5mmol/L, study medication dose was down-titrated if possible, or
interrupted. If 2 6.0mmol/L, study medication was interrupted, and potassium
rechecked in 72 hours

* If repeat potassium was <5.5mmol/L, could restart at low dose

» Cox proportional hazards regression models were used to examine associations
between baseline characteristics and time to post-baseline potassium > 5.5
mmol/L and potassium <3.5 mmol/L, adjusting for treatment assignment &
clinical covariates

» Treatment-specific Poisson regression models used in landmark and time
updated analyses, estimating via cubic spline models the rate of the primary
outcome based on potassium levels



POTASSIUM LEVELS DURING THE
STUDY BY TREATMENT
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BASELINE CHARACTERISTICS (K > 5.5MMOL/L) e
Characteristic No pc;:\ajsszi:g; >5.5 Any pC;La:GS;l;;n >5.5 Pvalue oo
Age, years 72.0 £9.7 71.6 £9.2 p=0.37
Women (%) 2382 (45.8%) 255 (40.3%) p=0.009
Race (% White/Asian/Black/other 78/18/1.5/3.0 85/10/1.3/3.6 <0.001
History (%) Type 2 diabetes 40 51 <0.001
Myocardial infarction 25 31 0.003
HF hospitalization 60 64 0.035
IBody mass index, kg/m? 30.0 =6.1 29.6 5.7 p=0.18 I
Systolic blood pressure, mmHg 129.3 =154 130.4 +14.4 p=0.10
leGFR, mL/min/1.73 m? 62.8 +19.7 57.6 =19.4 p<0.001 |
LVEF, % 526 7.8 521 =7.7 p=0.10
INT-proBNP, pg/mL 1014 [447, 1901] 1163 [501, 2344] p<(WI
NYHA class (%) W/I/IV 70/29/0.7 67/32/0.3 0.18
IBaseIine potassium (mmol/l) 4305 4.7%0.5 p<0.001 I
T8 17, 63] 2278, 102]

JUACR (mg/G)

p<0.0071 | _I




BASELINE CHARACTERISTICS (K <3.5MMOL/L) 5o

YEARS

Characteristic No pc;tr‘ajss;;;n) <35 Any pczt:::j:;n <35 P value Bold Hearts
Age, years 71.9+9.6 72.3+10.5 p=0.37
Women (%) 2410 (44.7%) 227 (51.1%) p=0.009
IRace (%) White/Asian/Black/other 80/16/1.4/3.1 67/29/2/2 <0.001 I
History (%) Type 2 diabetes 2218 (41.1%) 161 (36.3%) p=0.045
Myocardial infarction 18208120:3%) 93 (20.9%) p=0.013
HF hospitalization 3212 (59.6%) 286 (64.4%) p=0.045
Body mass index, kg/m? 30.0 + 6.1 29.5+6.4 p=0.09
Systolic blood pressure, mmHg 129.4+15.2 129.1£16.3 p=0.61
eGFR, mL/min/1.73 m2 62.3 +19.6 61.1 £ 20.6 p=0.23
LVEF, % 52.5+7.8 53.4+7.38 p=0.013
INT-proBNP, pg/mL T0141438,1916] 1312 [6106, 2264] p<m_|
NYHA class (%) W/I/IV 69/30/0.5 67/31/2.0 0.17
IBaseIine potassium (mmol/l) 1405 4005 p<0.001 I

UACR (mg/G) 18 [7, 65] 2119, 74] p=0.012 ‘




INCIDENCE OF POTASSIUM > 5.5MMOL/L pil
BY EGFR GROUP
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SPECTRUM OF POTASSIUM-RELATED
CHANGES
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RATES OF CARDIOVASCULAR DEATH OR

TOTAL WORSENING HEART FAILURE BY 3-

MONTH POTASSIUM LEVELS
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CONCLUSIONS

In patients with heart failure and mildly reduced or preserved ejection
fraction, finerenone resulted in early modest increases in potassium levels

The clinical benefit associated with finerenone was maintained even in the

setting of elevated potassium, and the risk of hypokalemia was reduced with
finerenone

Appropriate dose selection according to baseline renal function and dose
adjustments in response to monitored potassium levels, may mitigate risks of
serious hyperkalemia and optimize treatment continuation in clinical practice

These data suggest a favorable risk-to-benefit ratio for the use of
finerenone in select patients with HFmrEF/HFpEF in the setting of
protocolized surveillance and follow up
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