Supplementary table 1. Search Strategy

Database Search String / Strategy
PubMed / ("Heart Failure"[Mesh] OR "Heart Failure"[Title/ Abstract] OR
MEDLINE | "HFrEF"[Title/ Abstract] OR "HFpEF"[Title/ Abstract]) AND
("Finerenone'"[Supplementary Concept] OR
"Finerenone"[Title/ Abstract] OR "Nonsteroidal MRA"[Title/ Abstract])
AND (Randomized Controlled Trial[Publication Type])
Science Keywords: "Heart Failure", "Finerenone", "Nonsteroidal MRA". Filters
Direct applied: Research Articles, Medicine and Dentistry, Clinical Trials.
Google "Finerenone" AND "Heart Failure" AND "Clinical Outcomes";
Scholar "Finerenone" AND "HFrEF" OR "HFpEF".

Legend: HFrEF: Heart Failure with Reduced Ejection Fraction; HFpEF: Heart Failure

with Preserved Ejection Fraction; MeSH: Medical Subject Headings; MRA:

Mineralocorticoid Receptor Antagonist; RCT: Randomized Controlled Trial




Supplementary table 2. Inclusion-Exclusion Criteria

Category Inclusion Criteria Exclusion Criteria

Study Randomized Controlled Trials Observational studies (cohort,

Design (RCTs). case-control), Reviews, Editorials,
Case Reports, and Animal
Studies.

Population | Adult patients (=18 years) witha | Patients without a diagnosis of

diagnosis of Heart Failure Heart Failure or non-HF
(regardless of Ejection Fraction populations.
phenotype).

Intervention | Treatment with Finerenone (any | Studies utilizing steroidal MRAs

dosage). (e.g., Spironolactone, Eplerenone)
without a Finerenone arm.

Comparator | Placebo or active control (e.g., Single-arm studies lacking a

standard of care/steroidal control group.
MRA:s).

Outcomes Reported clinical outcomes Studies not reporting relevant
clinical efficacy or safety
endpoints.

Language English language publications. Non-English language

publications.

Legend: HF: Heart Failure; MRA: Mineralocorticoid Receptor Antagonist; RCT:

Randomized Controlled Trial




Supplementary table 3. Heterogeneity Assessment

Outcome | Outcome Measure X2 df | P- 12 Heterogeneity
Category value | Statistic | Interpretation
Efficacy | WHF 314 |3 |037 [4% Low

Change in KCCQ 132 |2 ]0.52 0% Low

Score
Safety Hyperkalemia 13.73 |3 | 0.003 | 78% High

AE 304 |2 |0.22 34% Moderate

SAE 044 |2 |08 0% Low

Legend: AE: Adverse Event; df: Degrees of Freedom; 12: I-squared statistic (percentage

of variation across studies that is due to heterogeneity rather than chance); KCCQ:

Kansas City Cardiomyopathy Questionnaire; n: Number of studies included; SAE:

Serious Adverse Event; WHF: Worsening Heart Failure; x2: Chi-squared statistic.




Supplementary Figure 1 Leave One Out (LOO) Sensitivity Assessment

Supplementary File LOO Sensitivity Assessment - WHF

LOO - Filippatos

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Filippatos 2016 131 834 40 221 0.0% 0.84[0.57, 1.25]
Pitt 2013 6 264 3 65 17.1% 0.48[0.12, 1.98] —
Sato 2016 15 59 1 13 8.7% 4.09 [0.49, 34.17]
Solomon 2024 842 3003 1024 2998 74.2% 0.75[0.67, 0.84] .|
Total (95% CI) 3326 3076 100.0% 0.81[0.41, 1.57]
Total events 863 1028

Heterogeneity: Tau? = 0.15; Chi? = 2.84, df = 2 (P = 0.24); I*> = 29%

Test for overall effect: Z = 0.64 (P = 0.52) 0.01 0.1 10 100
LOO - Pitt
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Filippatos 2016 131 834 40 221 24.8% 0.84 [0.57, 1.25] -
Pitt 2013 6 264 3 65 0.0% 0.48[0.12, 1.98]
Sato 2016 15 59 1 13 1.1% 4.09 [0.49, 34.17]
Solomon 2024 842 3003 1024 2998 74.1% 0.75[0.67, 0.84] [ |
Total (95% CI) 3896 3232 100.0% 0.79 [0.63, 0.99] <
Total events 988 1065
Heterogeneity: Tau? = 0.02; Chi? = 2.73, df = 2 (P = 0.25); I> = 27% I t : {
Test for overall effect: Z = 2.05 (P = 0.04) 0.01 0.1 10 100
LOO - Sato
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Filippatos 2016 131 834 40 221 7.3% 0.84[0.57, 1.25] -
Pitt 2013 6 264 3 65 0.6% 0.48 [0.12, 1.98] —
Sato 2016 15 59 1 13 0.0% 4.09 [0.49, 34.17]
Solomon 2024 842 3003 1024 2998 92.1% 0.75 [0.67, 0.84] [ |
Total (95% CI) 4101 3284 100.0% 0.76 [0.68, 0.84] ¢
Total events 979 1067
Heterogeneity: Tau? = 0.00; Chi? = 0.71, df = 2 (P = 0.70); I> = 0% I } : J
Test for overall effect: Z = 5.22 (P < 0.00001) 0.01 0.1 10 100
LOO - Solomon
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Filippatos 2016 131 834 40 221 70.1% 0.84 [0.57, 1.25]
Pitt 2013 6 264 3 65 19.8% 0.48 [0.12, 1.98] -_—
Sato 2016 15 59 1 13 10.0% 4.09 [0.49, 34.17]
Solomon 2024 842 3003 1024 2998 0.0% 0.75[0.67, 0.84]
Total (95% CI) 1157 299 100.0% 0.88 [0.43, 1.81] -
Total events 152 44
. 2 _ . 2 _ _ — 12 0, : : : :
Heterogeneity: Tau’ = 0.15; Chi* = 2.77, df = 2 (P = 0.25); I = 28% 0.01 o1 10 100

Test for overall effect: Z = 0.34 (P = 0.73)




Supplementary File LOO Sensitivity Assessment - Change in KCCQ Score

LOO - Filippatos

Experimental Control

Mean Difference
IV, Random, 95% CI

Mean Difference
1V, Random, 95% CI

Study or Subgroup  Mean SD Total Mean SD Total Weight
Filippatos 2016 12.06 26.11 834 12.1 24.7 221 0.0%
Sato 2016 13.5 25.66 35 18 19.4 8 0.0%
Solomon 2024 8 0.3 3003 6.4 0.3 2998 100.0%

Total (95% CI) 3038 3006 100.0%
Heterogeneity: Tau? = 0.00; Chi? = 0.57, df = 1 (P = 0.45); I> = 0%

-0.04 [-3.75, 3.67]
-4.50 [-20.41, 11.41]
1.60 [1.58, 1.62]

1.60 [1.58, 1.62]

~100

Test for overall effect: Z = 206.58 (P < 0.00001) -50 0 >0 100
LOO - Sato
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Filippatos 2016 12.06 26.11 834 12.1 24.7 221 0.0% -0.04 [-3.75, 3.67]
Sato 2016 13.5 25.66 35 18 19.4 8 0.0% -4.50[-20.41, 11.41]
Solomon 2024 8 0.3 3003 6.4 0.3 2998 100.0% 1.60 [1.58, 1.62]
Total (95% CI) 3837 3219 100.0% 1.60 [1.58, 1.62]
Heterogeneity: Tau? = 0.00; Chi? = 0.75, df = 1 (P = 0.39); I> = 0% :_ _' ' J
Test for overall effect: Z = 206.57 (P < 0.00001) 100 50 0 >0 100
LOO - Solomon
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Filippatos 2016 12.06 26.11 834 12.1 24.7 221 94.8% -0.04 [-3.75, 3.67]
Sato 2016 13.5 25.66 35 18 19.4 8 5.2% -4.50[-20.41, 11.41] -
Solomon 2024 8 0.3 3003 6.4 0.3 2998 0.0% 1.60 [1.58, 1.62]
Total (95% CI) 869 229 100.0% -0.27 [-3.88, 3.34] ¢
Heterogeneity: Tau? = 0.00; Chi? = 0.29, df = 1 (P = 0.59); I> = 0% :_100 —éo ) 5:0 100:

Test for overall effect: Z = 0.15 (P = 0.88)



Supplementary Figure 1. LOO Sensitivity Assessment - Hyperkalemia

LOO - Filippatos

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Filippatos 2016 68 811 11 212 0.0% 1.67[0.87, 3.22]
Pitt 2013 12 264 7 65 38.6% 0.39[0.15, 1.05] -l
Sato 2016 2 59 0 13 15.8% 1.17 [0.05, 25.89]
Solomon 2024 289 2993 125 2993  45.6% 2.45[1.98, 3.04] =
Total (95% CI) 3316 3071 100.0% 1.08 [0.24, 4.91] et
Total events 303 132
Heterogeneity: Tau? = 1.30; Chi? = 13.04, df = 2 (P = 0.001); I> = 85% I t t J
Test for overall effect: Z = 0.10 (P = 0.92) 0.01 0.1 10 100
LOO - Pitt
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Filippatos 2016 68 811 11 212 9.8% 1.67[0.87, 3.22] L
Pitt 2013 12 264 7 65 0.0% 0.39[0.15, 1.05]
Sato 2016 2 59 0 13 0.4% 1.17 [0.05, 25.89]
Solomon 2024 289 2993 125 2993 89.8% 2.45[1.98, 3.04] .
Total (95% CI) 3863 3218 100.0% 2.35[1.92, 2.89] ¢
Total events 359 136
Heterogeneity: Tau? = 0.00; Chi? = 1.38, df = 2 (P = 0.50); I> = 0% k t t J
Test for overall effect: Z = 8.19 (P < 0.00001) 0.01 0.1 10 100
LOO - Sato
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Filippatos 2016 68 811 11 212 33.2% 1.67[0.87, 3.22] T—
Pitt 2013 12 264 7 65 27.2% 0.39[0.15, 1.05] I —
Sato 2016 2 59 0 13 0.0% 1.17 [0.05, 25.89]
Solomon 2024 289 2993 125 2993 39.7% 2.45[1.98, 3.04] =
Total (95% CI) 4068 3270 100.0% 1.31 [0.54, 3.18] i
Total events 369 143
Heterogeneity: Tau? = 0.50; Chi? = 13.58, df = 2 (P = 0.001); I*> = 85% k y t J
Test for overall effect: Z = 0.61 (P = 0.54) 0.01 0.1 10 100
LOO - Solomon
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Filippatos 2016 68 811 11 212 48.0% 1.67 [0.87, 3.22] i
Pitt 2013 12 264 7 65 40.6% 0.39[0.15, 1.05] —
Sato 2016 2 59 0 13 11.4% 1.17[0.05, 25.89]
Solomon 2024 289 2993 125 2993 0.0% 2.45[1.98, 3.04]
Total (95% ClI) 1134 290 100.0% 0.89 [0.28, 2.88] il
Total events 82 18
e 2 _ . 2 _ _ _ 12 _ o, } } } |
Heterogeneity: Tau’ = 0.63; Chi* = 5.90, df = 2 (P = 0.05); I° = 66% 0.01 o 0 100

Test for overall effect: Z = 0.19 (P = 0.85)




Supplementary File LOO Sensitivity Assessment - Adverse Event

LOO - Filippatos

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Filippatos 2016 609 834 170 221 0.0% 0.81[0.57, 1.15]
Sato 2016 45 59 13 13 26.1% 0.12 [0.01, 2.08] + =
Solomon 2024 1359 2993 1378 2993 73.9% 0.97[0.88, 1.08]
Total (95% CI) 3052 3006 100.0% 0.56 [0.09, 3.50]
Total events 1404 1391
Heterogeneity: Tau? = 1.18; Chi? = 2.09, df = 1 (P = 0.15); I*> = 52% :O o1 0:1 1:0 {
Test for overall effect: Z = 0.62 (P = 0.53) ’ ’
LOO - Sato
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Filippatos 2016 609 834 170 221 7.9% 0.81[0.57, 1.15]
Sato 2016 45 59 13 13 0.0% 0.12 [0.01, 2.08]
Solomon 2024 1359 2993 1378 2993 92.1% 0.97[0.88, 1.08]
Total (95% CI) 3827 3214 100.0% 0.96 [0.87, 1.06]
Total events 1968 1548

Heterogeneity: Tau? = 0.00; Chi?> = 0.97, df = 1 (P = 0.32); 1> = 0%

oT

Test for overall effect: Z = 0.80 (P = 0.42) 01 0.1 ! 10
LOO - Solomon
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Filippatos 2016 609 834 170 221 77.7% 0.81[0.57, 1.15]
Sato 2016 45 59 13 13 22.3% 0.12 [0.01, 2.08] = =
Solomon 2024 1359 2993 1378 2993 0.0% 0.97[0.88, 1.08]
Total (95% CI) 893 234 100.0% 0.53 [0.11, 2.61] ‘
Total events 654 183
Heterogeneity: Tau? = 0.83; Chi? = 1.75,df = 1 (P = 0.19); I*> = 43% I } :

Test for overall effect: Z = 0.79 (P = 0.43) 0.01 0.1 10



Supplementary File LOO Sensitivity Assessment - Severe Adverse Event

LOO - Filippatos

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Filippatos 2016 274 834 77 221 0.0% 0.92 [0.67, 1.25]
Sato 2016 17 59 3 13 0.7% 1.35[0.33, 5.51] —
Solomon 2024 690 2993 692 2993 99.3% 1.00 [0.88, 1.12]
Total (95% ClI) 3052 3006 100.0% 1.00 [0.89, 1.13]
Total events 707 695

Heterogeneity: Tau? = 0.00; Chi®> = 0.18, df = 1 (P = 0.67); 1> = 0%

Test for overall effect: Z = 0.03 (P = 0.98) 0.01 0.1 1 10 100

LOO - Sato
Experimental Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Filippatos 2016 274 834 77 221 12.9% 0.92 [0.67, 1.25]

Sato 2016 17 59 3 13 0.0% 1.35[0.33, 5.51]

Solomon 2024 690 2993 692 2993 87.1% 1.00[0.88, 1.12]

Total (95% CI) 3827 3214 100.0% 0.99 [0.88, 1.10]

Total events 964 769

Heterogeneity: Tau? = 0.00; Chi? = 0.25, df = 1 (P = 0.62); 1> = 0% F t T } {

Test for overall effect: Z = 0.26 (P = 0.80) 0.01 0.1 ! 10 100
LOO - Solomon

Experimental Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Filippatos 2016 274 834 77 221  95.3% 0.92 [0.67, 1.25]

Sato 2016 17 59 3 13 4.7% 1.35[0.33, 5.51] —

Solomon 2024 690 2993 692 2993 0.0% 1.00[0.88, 1.12]

Total (95% CI) 893 234 100.0% 0.93 [0.69, 1.26] ‘

Total events 291 80

Heterogeneity: Tau? = 0.00; Chi? = 0.28, df = 1 (P = 0.60); I> = 0% :O o1 0:1 1:0 100:

Test for overall effect: Z = 0.45 (P = 0.65)



Supplementary Table 4. Risk of Bias Assessment (RoB 2)

Study ID D1 D2 D3 D4 D5 Overall
Solomon 2024 | (+) (+) Q) (+) Low (+) Low
Low Low Unknown Low Risk
Filippatos (+) (+) (+) Low (+) Low (+) Low
2016 Low Low Low Risk
Sato 2016 (+) (+) (+) Low (! (+) Low
Low Low Unknown Low Risk
Pitt 2013 (+) (+) (+) Low (+) Low (+) Low
Low Low Low Risk

Legend: D1: Domain 1 (Randomization Process); D2: Domain 2 (Deviations from
Intended Interventions); D3: Domain 3 (Missing Outcome Data); D4: Domain 4
(Measurement of the Outcome); D5: Domain 5 (Selection of Reported Result); RoB 2:
Risk of Bias 2 Tool (Cochrane)

Interpretation: (+) Low: Low risk of bias; () Some Concerns/ Unknown; (-) High: High

risk of bias.



Supplementary Figure 2. Publication Bias Assessment

Supplementary File S6a. Funnel Plot - WHF
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Supplementary Figure 3. Funnel Plot - Change in KCCQ Score
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Supplementary Figure 4. Funnel Plot -Hyperkalemia
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Supplementary Figure 5. Funnel Plot - Adverse Event

0.54

__SE(log[OR])

OR

.01 0.1

10

100



Supplementary Figure 6 Funnel Plot - Severe Adverse Event
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