Risk of bias domains

Study

Domains: Judgamant
D1: Bias arising from the randomization process.
D2: Bias due to deviations from intended intervention, = Some concems

D3: Bias due to missing outcome data. . Law
D4: Bias in measurement of the outcome.
D5: Bias in selection of the reported result.

Bias arising from the randomization process

Bias due to deviations from intended interventions
Bias due to missing outcome data

Bias in measurement of the oulcome

Bias in selection of the reported result

Overall risk of bias

Supplementary Figure 1 Risk of Bias Assessment Using RoB 2 Tool.



Study Mean Difference MD 95%-Cl P-value Tau2 Tau 12

Omitting Nielsen et al (2019) 123 [[061;3.08] 0.1904 1.5029 1.2259 83.3%
Omitting Gopalasingam et al (2023) 120 [[0.37;2.77] 01338 1.1958 1.0935 934%
Omitting Berg-Hansen et al (2024) ——— 204 [1.51;257] <0.0001 0 0 00%
Random effects model | : : -—’—-l 1.49 [0.22; 2.76] 0.0212 1.0579 1.0286 88.5%

Supplementary Figure 2 Leave-One-Out Sensitivity Analysis for Cardiac Output.



Study Mean Difference MD 95%-Cl P-value Tau2 Tau 12

-255.99 [-528.25; 16.27] 0.0653 30434.3958 174.4546 78.8%
-289.09 [606.45; 28.27] 0.0742 47321.7396 217.5356 90.2%
-433 67 [-533.11;-334.22] < 0.0001 0 0 00%

Omitting Nielsen et al (2019)
Omitting Gopalasingam et al (2023)
Omitting Berg-Hansen et al (2024)

Random effects model : 'I_I‘ ; ; | -325.19 [-529.93; -120.45] 0.0019 26281.0643 162.1144 81.0%
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Supplementary Figure 3 Leave-One-Out Sensitivity Analysis for Systemic

Vascular Resistance.



Study Mean Difference MD 95%-Cl P-value Tau2 Tau 12

Omitting Nielsen et al (2019) — 255 [[1.27;6.36] 01911 36458 1.9094 456%
Omitting Gopalasingam et al (2023) — - 408 [-1.80;996] 01735 159479 3.9935 886%
Omitting Berg-Hansen et al (2024) —=+— 660 [441;878] <0.0001 0 0 00%
Random effects model *-_I- 4.36 [0.31;8.41] 0.0348 9.6684 3.1094 77.2%
N R
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Supplementary Figure 4 Leave-One-Out Sensitivity Analysis for Mixed Venous

Oxygen Saturation (SvO:).



Study Mean Difference MD 95%-Cl P-value Tau2 Tau 12

Omitting Nielsen et al (2019) ' 062 [-0.08; 1.32] 0.0827 0.0640 0.2529 20.0%
Omitting Gopalasingam et al (2023) 413 [[3.32; 11.58] 02772 28.2270 53129 97.7%
Omitting Berg-Hansen et al (2024) 454 [212;11.20] 0.1816 22.3214 4.7245 96.5%
Random effects model | : "‘I" | 3.03 [-0.30; 6.36] 0.0749 8.1272 2.8508 95.5%

Supplementary Figure 5 Leave-One-Out Sensitivity Analysis for Systolic Mitral

Plane Peak Excursion Velocity (S'max)



Supplementary Table 1 Detailed Literature Search Strategy

Classification Explanation

Pubmed Number of results: 3610

("Heart Failure"[MeSH Terms] OR "Heart failure"[All Fields]
OR "HF"[AIl Fields] OR

"Heart failure with reduced ejection fraction"[All Fields] OR
"HFrEF"[All Fields] OR

"Heart failure with preserved ejection fraction"[All Fields] OR
"HFpEF"[All Fields] OR

"cardiac dysfunction"[All Fields] OR ‘'congestive heart
failure"[All Fields] OR "left ventricular dysfunction"[All
Fields]) AND ("ketone"[All Fields] OR '"ketone ester"[All
Fields] OR ‘"ketone body"[All Fields] OR "3-
Hydroxybutyrate"[All Fields] OR "beta-hydroxybutyrate"[All
Fields] OR "acetoacetate"[All Fields] OR '"ketogenesis"[All
Fields] OR "ketone metabolism"[All Fields] OR "ketosis"[All
Fields] OR ‘'exogenous ketones'[All Fields] OR ‘"fat
metabolism"[All Fields] OR "energy metabolism"[All Fields])

Scopus Number of results: 170

(TITLE-ABS-KEY("heart failure" OR "HFrEF" OR '"heart
failure with reduced ejection fraction" OR "HFpEF" OR
"heart failure with preserved ejection fraction" OR

"chronic heart failure" OR 'congestive heart failure" OR
"cardiac dysfunction" OR

"left ventricular dysfunction" OR ‘"cardiomyopathy" OR
"systolic heart failure" OR "diastolic heart failure")) AND
(TITLE-ABS-KEY("ketone" OR 'ketone ester" OR '"ketone
body" OR "3-Hydroxybutyrate" OR "beta-hydroxybutyrate"
OR "acetoacetate" OR '"ketogenesis" OR "ketone metabolism"
OR '"ketosis" OR "exogenous ketones" OR "fat metabolism"
OR '"energy metabolism" OR "fat oxidation" OR
"mitochondrial metabolism" OR "metabolic therapy" OR
"alternative fuel metabolism"))




