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Supplementary Methods

Detailed Search Strategy

Ovid Medline — 03/02/2024

Ovid MEDLINE(R) ALL <1946 to March 02, 2024>

1 (exp Heart/ or heart.tw. or exp Myocardium/ or myocard*.tw. or exp Myocytes, Cardiac/ or
cardiomyocyte*.tw. or exp Heart Ventricles/ or left ventric*.tw. or exp Ventricular Function/ or
(ventric* adj3 function*).tw. or (cardi* adj3 function*).tw. or exp Heart Diseases/ or exp Heart Injuries/
or exp Cardiomyopathy/ or cardiomyopath™*.tw. or exp Heart Failure/ or (cardi* adj3 fail*).tw. or exp
Ventricular Dysfunction/ or (cardi* adj3 dysfunction*).tw.) and (fat* oxid* or fat* acid* oxid* or beta
oxid* or FA-Oxid* or FA-Metabolism or Palmit* Oxid* or Olea* Oxid* or Fat* acid* metabolism or
carbohydrat* oxid* or glucose oxid* or pyruvate oxid* or glucose metabolism or metabolic

modulat®).tw.

Web of Science — 03/02/2024

((TI=(heart) OR TI= (myocard*) OR TI=(cardiomyocyte*) OR TI=(left ventric*) OR
TI=(cardiomyopath*) OR TI=(cardi* NEAR/3 fail*) OR TI=(cardi* NEAR/3 function*) OR
TI=(ventric* NEAR/3 function®*) OR TI=(cardi* NEAR/3 dysfunction*) OR TI=(ventric* NEAR/3
dysfunction*)) AND ( TI=("fat* acid* oxid*") OR TI=("fat* oxid*") OR TI=("beta oxid*") OR
TI=("FA oxid*") OR TI=("FA Metabolism") OR TI=("Palmit* Oxid*") OR TI=("Olea* Oxid*") OR
TI=("Fat* acid* metabolism*") OR TI=("carbohydrat* oxid*") OR TI=("glucose oxid*") OR
TI=("pyruvate oxid*") OR TI=(“glucose metabolism”) OR TI=(“metabolic modulat*”))) OR
((AB=(heart) OR AB= (myocard*) OR AB=(cardiomyocyte*) OR AB=(left ventric*) OR
AB=(cardiomyopath*) OR AB=(cardi* NEAR/3 fail*) OR AB=(cardi* NEAR/3 function*) OR
AB=(ventric* NEAR/3 function*) OR AB=(cardi* NEAR/3 dysfunction*) OR AB=(ventric* NEAR/3

dysfunction*)) AND ( AB=("fat* acid* oxid*") OR AB=("fat* oxid*") OR AB=("beta oxid*") OR
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AB=("FA oxid*") OR AB=("FA Metabolism") OR AB=("Palmit* Oxid*") OR AB=("Olea* Oxid*")
OR AB=("Fat* acid* metabolism*") OR AB=("carbohydrat* oxid*") OR AB=("glucose oxid*") OR

AB=("pyruvate oxid*") OR AB=(“glucose metabolism”) OR AB=(“metabolic modulat*”)))

Scopus - 03/02/2024

TITLE-ABS ( ( heart OR myocard* OR cardiomyocyte* OR ( left AND ventric* ) OR cardiomyopath*
OR ( cardi* W/3 fail* ) OR ( cardi* W/3 function* ) OR ( ventric* W/3 function* ) OR ( cardi* W/3
dysfunction* ) OR ( ventric* W/3 dysfunction* ) ) AND ( "fat* oxid*" OR "fat* acid* oxid*" OR "beta
oxid*" OR "FA-Oxid*" OR "FA-Metabolism" OR "Palmit* Oxid*" OR "Olea* Oxid*" OR "Fat* acid*
metabolism" OR "carbohydrate* oxid*" OR "glucose oxid*" OR "pyruvate oxid*" OR “glucose

metabolism” OR “metabolic modulat*”))
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Metabolic Estimate p-value t-value df 95% Confidence
Change interval

FAO? 1.04 728 x 10~ [4.41 41 0.56-1.52
FAO| 0.21 0.696 0.39 29 -0.86 - 1.27

GO? 1.08 294 x10" |8.31 109 0.82-1.34
GO1TFAO| 0.44 0.051 4.58 44 -0.00 - 0.89
GO|FAO? -0.06 0.889 -0.41 47 -0.92 - 0.80

Supplementary Table 1: Subgroup analysis for studies with rodents.
Estimates presented as Hedges' g. Results of multivariate meta-analysis when only rodent animals are
considered. FAQO: fatty acid oxidation, GO: glucose oxidation, 1 or |: increased or decreased, df:

degrees of freedom

Metabolic Intercept p-value t-value df 95% Confidence
Change interval

FAO? 1.61 0.322 1.00 45 0.54 - 2.68

FAO| -0.12 0.434 0.79 35 -1.34-1.10

GO? 0.89 0.504 0.67 113 0.40 - 1.37
GO1TFAO| -0.83 4.00 x 10 [4.58 43 -1.39 t0 -0.274
GO|FAO? 0.28 0.661 0.44 52 -1.69-1.12

Supplementary Table 2: Regression test for funnel plot asymmetry.

FAO: fatty acid oxidation, GO: glucose oxidation, 1 or | : increased or decreased, df: degrees of freedom
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Author and Year Intervention Weight Hedges' g [95% CI
FAO1 . | | 97% 6
Burelle, 2004 Exercise | [ T | 195% 013
Labinskyy, 2007 Fenofjbrate I 11 | 610, $.09
Tio, 201 high palmitate | [T | 95% 063
Gao, 2011 F-KO I 87%  2.66
Mraiche, 2011 NHEI-tg, active | = 870 268
Kolwicz, 2012 ((5- o | I 1 92% 035
Percira 3, 2014 “l-tg I o 3 | 86% 174
Kaimoio, 2017 PPAR-1g | [ I | 1920 061
Matsumura, 2018 Resveratrol [ 1 ] | 66% 240
orge, 199 Epinephrine | | | | 69% 0,40 [-2
Liu, Beilei, 2023 SH2BLSRNA | — 1 87% 0.93
Yamamoto, 2023 RIP140 deficiency [ 1 8aee Ves
Montessuit, 2000 fasted Il ol T 78%  1.40
an, 2021 short-term HFD | I T 1 77% 028
Burgmaier, 2010 Western Diet I | e S
Heterogeneity for Subgroup (Q = 166.81, p < 0.01; I’ = 78.25%, o’= 1.21) 117
Fao ; P | | 01% 0.64 66
Sehonekess 2. 1995 Propionyl L-camitine (high workload) L —] Qo 064 6
ansor, 2 X . X
Wang_b, 2018 (AAV-9)-SIRT1 | [ { ; 1 | gcsl://.. . 7| | ,gg
Edwards, 2018 UCP3KO i | - \ 198% 1705 - 09
Karwi_a, 2019 gluc?}on receptor antibody | I 1 | 3500 LA %
Harmancey, 2013 igh Sucrose Diet i T { | 807 0811308 145
Wang, 20 DCA. 7 1 190% 0,65 [-1.48. 278
Liedike, 1984 Oxfenicine L i | 305 21204 33
Bugger, 201 "CIRKO. I T 1 | )47% 3.97] 1.03. 6.9
Fang a, 201 Trimetazidine | I 1 i a7 S9TI103 69
ang b, 201 Ranolazine | b - i 63% 2401015, 49
less_a, 1987 Oxfenicine | I | | 85% -0.71 [-291, 141
less_b, 1987 4-BCA f i 85% -0.71 [-291, 1.
Heterogeneity for Subgroup (Q = 102,57, p < 0.01; I = 82.92%, o’= 1.42) 024 [-0.57, 1.05)
Got
cVeigh, 1990 DCA. I . | 73 13234
Broderick, 1993 LiCarnitine L' I .72 C177) 30
A-I;)Or: 1 1 | .67 -1.00; 3.9
Insulin-post | f ! | I | .(é Bt ; fl)
DCA (pre) [ T 1 | .66 -1.49) 3.4
DCA (post) I I 1 | .67 08, 501
L-Carnitine | [ = I | 0 -0.97, 3.0
DCA. If - | 83 -1.07, 33
Ranolazine LT N .76 -1.75. 289,
Heat stress I 1 .84 - 93
DCA [ 1 | .77 K .56
DCA | I | 699 - 71
DCA | = I 03 - 85
pea LT " i = | 739 - 86
CBM-301940 (pre no-flow) [ | — ,ggﬂ 81 [- ‘gg
CBM-301940 (post no flow) Lt — | o0 1131 27
Tnm:.:lsz{(dinc 1 i 1 i | '90% 121 [ 24
-ko t | )62% 2. 3
GLUTITG L T 1 5on 06 b
DCA | I .84% 0. 40
Amilomoxir | = 1| 7% 083 89
minooxyacetate | T | | .03 99 091
caloric resitriction I ! l‘ 4L—T\—{ 9% z'}; :(7);
% } = 94% 14 50
PDHK4-KO | }—1_'_1—1 545 04 o8
: GLUTI-TG I T | | .79%  0.62 90,
imerc: 6-aminonicotinamide 1 1] 1 93 06
Okawa, 2019 . 1 ] | 169% 1.5 9.
Liu. Bin b. 1996 DCA | I I | 859 12 9
Akki, 2009 Western Diet I t 1 | 820, 15 7
inegan, 1993 Adenosin I 1 .82 5 .7
Ramasariy, 2001 DIDS [ | 1 01% 05 s
Liu, Q, 1998 T3 [ bt 1 | ¥ 2 4
Lydell a, 2002 DCA bei ImM L I T ] 88 %! 5.
ell b, 2002 DGA bei 3m\t. ! | '36% 0.8 00
paschuk_d, 1993 Islet Transplantation I | 36 3 0
Lopaschuk; 1989 Etomoxir m 1 68% 1.3 .7
k 1990 Etomoxir f I ] | .62% 309 ©
2013 PI3KaDN | I T 1 0% 03 4
015 esyeratrol LI - 1] 8 i X5
DCA (7day old) 1 | 83% 0.8 1
0i b, 1993 DCA (6week old) I 1 1 | 7 9 3
inégan, 2000 Adenosin LI 1| .73 4! 83
Liu, Q, 2002 DCA . I ] .77% 1.5 88
Cividini, 2021 MCUb-Upregulation I | .
1.03 1.26]
. | 95% -1 8
Folmes, 2009 high fat | 6 -1, ;
Richie, 2011 PGC-KO U = ] 900 0. i
Dalgas_ b, 2012 04mM FFA | 90% 0 b
Dalgas c. 2012 1.2mM FFA | I—J—T 8% 2 22
Niederberger, 2017 High Fat | 1 | 83% 0,60 6
igh fa . X
Witham, 2013 High Lucine Dict [ { 1 i §6% 0,09 A
Heterogeneity for Subgroup (Q = 104.16, p < 0.01; I = 85.49%, o’= 1.93) 0.73[-1.88, 0.41]
FA0|GOT | | 4% 4
Kuang, 2004 CD36-deficiency = .94% 0. y
Hafstad, 2006 Tnsulin iy L 355 0. 3
Wang, 3007 CVT-4325 I T 1 | Y47% 3. 99
Sharma, 2008 Metoprolol | _ 1 i A% 5
He, 2012 CPTIb-KO I 1 ] | 81% 1 3
Puiinilkunnil, 2013 ATGL-tg [ ]l 86% 2
Aravindhan, 2015 GLP-1 I 1 | 34% 98,
2un 2016 h | 1 .98% -0 91
arley, 1 00% 42
Aasu 2003 BM 17,0744 1 | 51% 92
Sarmbandam b, 2006 el ko [ | 90% 06
Altamimi, 2019 ATGT-/- 929 19
Aasum, 2002 BM 17.0744 08% 28
Folmes, 2006 87% 45
Pound, 2009 - A :
Heterogeneity for Subgroup (Q = 102.88, p < 0.01; I’ = 65.01%, 6°= 0.49) 3 0. .89]
GOLFAOT | | 76% 1.50 83
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McGaffin, 2011 (ObR--)" LI I 195% 066 |- 74
Khalid, 2011 Tetradecylthioacetic acid | t . ! 030 0661 b
Sambandam a, 2006 MHC-PPARalpha ! o | | 040 015 [ 93
BT B 205021 ACHRS K1) i .- T 96% 0,28 |- 78
Ritterhoffb, 2021 ACCZ-KO(}cmaIc) [ { 1 i .96% 024 [- 31
Heterogeneity for Subgroup (Q = 202.38, p < 0.01; I’ = 78.74%, o’= 0.89) 0.03[-0.77, 0.71]
FA01GO | | 68% 274029, 5.19
Broderick, 2000 C. 162% 281025, 3.
Broderick. 2008 Propion 1 Camitine | — - 4 S0 08 1170 339
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Supplementary Figure 1: Forest plot of all included studies''"*. Grouped by metabolic change. Data
are presented as Hedges' g, which is calculated using multivariate meta-analysis to enclose all measures
of heart function reported in each study. Bars represent 95% CI. Tests for the overall effect and
confidence intervals are based on the Knapp and Hartung method. Individual box sizes are determined
by their weight in the meta-analysis model. Number of control (n = 1027) and intervention group (n =
995) animals. The components of heterogeneity across levels are quantified by partitioned I>-statistics:
(2) between-outcomes; (3) between-interventions; (4) between studies. FAO: fatty acid oxidation, GO:

glucose oxidation, 1 or |: increased or decreased.

Increased FAO and Decreased GO

Author and Year Disease model Weight and Hedges' g [95% CI]
Khalid, 2011 DMC — 8.70% 0.67 [-1.15,2.49]
Yue, 2003 IR —_— 6.44% 1.50 [-0.61, 3.62]
Chambers, 2011 IR —_— 7.01% -0.04[-2.07, 1.98]
Wang_a, 2018 IR 7.74% -0.97 [-2.89, 0.96]
Sambandam_a, 2006 IR —a—1— 9.49% -0.89 [-2.63, 0.85]
Witham, 2012 MI —— 10.12% -1.37[-3.06, 0.31]
McGaffin, 2011 MI — . 7.79% 1.40[-0.52, 3.32]
Mitacchione _a, 2014 Pacing L 8.16% 0.36 [-1.52,2.24]
Mitacchione b, 2014 Pacing —t 8.21% 0.28 [-1.59, 2.16]
Pereira_b, 2014 PO —_—. 8.65% -0.15[-1.98, 1.67]
Ritterhoff a, 2021 PO — 8.85% -0.28 [-2.09, 1.52]
Ritterhoff b, 2021 PO —_—l 8.84% 0.24 [-1.56, 2.05]
Heterogeneity (Q = 202.38, p < 0.01; 12 = 78.73%, ¢’= 0.89) 100% -0.03 [-0.77, 0.71]
Test for Overall Effect: t =-0.07, df = 53, p = 0.94
r I-Z(;)_:-ZZ_.O_4"_/<;7 [ [ | I [ |

22 _
)= 0.00% 40 20 00 2.0 40 6.0
Favours metabolic treatment —

Supplementary Figure 2: Forest plot of interventions associated with increased cardiac fatty acid
oxidation and decreased cardiac glucose oxidation (FAO1GQ)). Data are presented as Hedges' g,
which is calculated using a multivariate meta-analysis to enclose all measures of heart function reported
in each study. Bars represent 95% CI. Tests for the overall effect and confidence intervals are based on
the Knapp and Hartung method. Individual box sizes are determined by their weight in the meta-analysis
model. Number of control and (n = 96) intervention group (n = 100) animals. The components of

heterogeneity across levels are quantified by partitioned I>-statistics: (2) between-outcomes; (3)
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between-interventions; (4) between studies. IR: ischemia-reperfusion, PO: pressure overload, MI:

myocardial infarction, DMC: diabetic cardiomyopathy, Pacing: pacing-induced heart failure.

Increased FAO and Decreased GO

0 0.10<p<1.00
B 005<p<0.10
O 0.01<p<0.05
O 0.00<p<0.01
®  Studies

..... 95% Pseudo Cls

Precision (1/Standard Error)

4 2 0 2 4

Hedges' g

Supplementary Figure 3: Contour-enhanced funnel plot of interventions associated with
increased cardiac fatty acid oxidation and decreased cardiac glucose oxidation (FAO1GO|). The
plot shows the observed effect sizes against the corresponding inverse standard errors. Contours of
significance are centered around null, and dotted pseudo 95% confidence interval (CI) guidelines are

depicted around the random-effects pooled estimate.
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Increased Fatty Acid Oxidation

Author and Year p-value Hedges' g [95% CI]
Ito, 2010 0.000631 : IR 0.99 [0.56, 1.43]
Mraiche, 2011 0.00445 | — : 1.06 [0.45, 1.66]
Gaorge, 1990 0.00387 : : 1.11 [0.49, 1.73]
Kaimoto, 2017 0.00423 : : | 1.13[0.49, 1.77]
Montessuit, 2000 0.00414 : : | 1.14[0.49, 1.78]
Tan, 2021 0.00373 : : 1.16 [0.51, 1.80]
Burelle, 2004 0.00346 : : . 1.18[0.53, 1.83]
Yamamoto, 2023 0.00322 : i | 1.19[0.54, 1.83]
Liu, Beilei, 2023 0.00265 : | 1.20[0.57, 1.84]
Gao, 2011 0.00271 : : . 1.2210.57, 1.86]
Matsumura, 2018 0.00258 [ : | 1.22[0.58, 1.86]
Burgmaier, 2010 0.00219 : i 1.22[0.59, 1.85]
Kolwicz, 2012 0.00247 | : . 1.22[0.58, 1.87]
Labinskyy, 2007 0.00172 : : | 1.26 [0.63, 1.89]
Pereira_a, 2014 0.00113 : . 1.29[0.68, 1.90]
| T — T |
0.0 0.5 1.0 1.5 2.0

Leave One Out Estimate

Supplementary Figure 4: Leave-one-out forest plot for interventions associated with increased
cardiac fatty acid oxidation (FAOT). For each study, the effect size displayed corresponds to an
overall effect size calculated from a meta-analysis excluding that study. A vertical line at the overall
effect size based on the complete set of studies (with no omission) is plotted to help detect influential
studies. Data are presented as Hedges' g. Bars represent 95% CI. Tests for the overall effect and
confidence intervals are based on the Knapp and Hartung method. Individual box sizes are determined
by their weight in the meta-analysis model. Number of control (n = 127) and intervention group (n =

133) animals.
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Decreased Fatty Acid Oxidation

Author and Year p-value Hedges' g [95% CI]
Fang a, 2012 0.708 1 . : 0.13 [-0.55, 0.82]
Fang b, 2012 0.657 - = 0.18 [-0.61, 0.98]
Karwi_a, 2019 0576 | | 0.25 [-0.61, 1.11]
Wang b, 2018 0.526 f . 0.29[-0.57, 1.15]
Schénekess_a, 1995 0524 . 0.29[-0.58,1.16]
Liedtke, 1984 0519 :  0.29[-0.57, 1.16]
Molaparast-Saless_a, 1987  (0.47 [ | 0.33 [-0.53, 1.20]
Wang, 2005 0.454 i 0.34[-0.52,1.21]
Bugger, 2012 0.45 [ 1 0.35[-0.52,1.21]
Mansor, 2017 0436 | . 0.36[-0.51, 1.22]
Molaparast-Saless b, 1987 (.359 : i 0.41[-0.43, 1.26]
Harmancey, 2013 0.349 b - i 0.42[-0.42, 1.26]
Edwards, 2018 0.128 = _— i 0.55[-0.11, 1.21]

[ I I : I I |
40 05 00 05 10 15

Leave One Out Estimate

Supplementary Figure 5: Leave-one-out forest plot for interventions associated with decreased
cardiac fatty acid oxidation (FAQ]). For each study, the effect size displayed corresponds to an
overall effect size calculated from a meta-analysis excluding that study. A vertical line at the overall
effect size based on the complete set of studies (with no omission) is plotted to help detect influential
studies. Data are presented as Hedges' g. Bars represent 95% CI. Tests for the overall effect and
confidence intervals are based on the Knapp and Hartung method. Individual box sizes are determined
by their weight in the meta-analysis model. Number of control (n = 92) and intervention group (n = 88)

animals.
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Increased Glucose Oxidation
Author and Year p-value Hedges' g [95% CI]

Ussher b, 2012 6.95¢-12 | = | 1.00 [0.78, 1.21]
Dalgas™a, 2012 7.18e-12 | - | 1.00 [0.79, 1.22]
McEean, 2013 6.13¢-12 : - | 1.01 [0.79, 1.23]
Stettrup b, 2010 1.44e-11 | . 1.01 [0.79; 1.23]
Broderick, 1995 8.94¢-12 : = 1.01 [0.79, 1.23]
Luptak, 2007 8.02¢-12 : = 1.01[0.79, 1.23]
Wambolt a, 2000 1.12e-11 [ = | 1.01 [0.79, 1.24]
Dyck_a, 2004 1.4Te-11 : ; | 1.02 [0.79, 1.24]
Finegan, 2000 1.21e-11 I = | 1.02 [0.79, 1.24]
Finegan, 1993 1.44e-11 I Z 1.02 [0.80, 1.25]
Ramasamg 2001 1.37e-11 Z 1.02 [0.80, 1.25]
Cividini, 2021 13e-11 ; 1.02 [0-80, 1.25]
Ussher_a, 2012 1.52¢-11 : 1.03 [0.80, 1.25]
Liu, Bifi b, 1996 1.24e-11 ‘ 1.03 [0:80, 1.25]

iu, Q, 200 1.27e-11 . 1.03 [0.80, 1.25]
Lopaschuk b, 1993 1.2e-11 . 1.03 [0.80, 1.25]

ydell _a, 200 1.3%-11 : 1.03 [0.80; 1.26]
Dyck, 2006 1.51e-11 : 1.03 [0.80; 1.26]
Lopaschuk, 1990 1.18e-11 : 1.03 [0.80, 1.26]
Broderick, 1993 1.29e-11 i 1.03 [0.80, 1.26]
McCormack, 1996 1.25¢e-11 . 1.03 [0.80, 1.26]
I%yck b, 2004 1.31e-11 . 1.03 [0.80; 1.26]

ambolt_b, 2000 1.13e-11 . 1.03 [0-80, 1.26]
Lopaschuk, 1989 1.09¢-11 E 1.03 [0.81, 1.26]
Liu, Bin_a, 1996 1.38e-11 ; 1.03 [0.80, 1.26]
McVeigh, 1990 1.12e-11 : 1.03 [0.81, 1.26]
Gamblé b, 1994 1.05¢-11 | 1.03 [0-81, 1.26]
Okawa, 2019 1.13e-11 I 1.04 10.81, 1.26]
Ttoi b, 1993 1.07e-11 1.04 [0.81, 1.26]
Lopaschuk d, 1993 1.02e-11 1.04 [0.81, 1.27]
Taniguchi, 2001 1.14e-11 1.04 [0.81, 1.27]
Lopaschuk a, 1993 8.5e-12 1.04 [0.81, 1.27]
Schoder, 1998 9.45¢-12 1.04 [0.81, 1.27]
Gandhi, 2008 8.6le-12 1.04 [0.81, 1.27]
Lopascfluk c, 1993 8.07e-12 1.04 [0.82, 1.27]
Stﬂttruf a, 2010 9.64¢-12 1.04 [0.81, 1.27]
Sung, 2011 1.07e-11 1.04 [0.81, 1.27]
Vimercati, 2017 8.48e-12 1.04 [0.82, 1.27]
Broderick, 1997 8.06e-12 1.04 [0.82, 1.27]
Kudej, 2002 7.61e-12 1.04 [0.82, 1.27]
Itoi_a, 1993 6.64c-12 | | 1.05 [0.82. 1.27]
Lydell b, 2002 6.15¢-12 : 1.05[0.82, 1.27]
Liu, Q; 1998 7.29¢-12 : 1.05[0.82, 1.28]
Schwarzer, 2009 4.86¢-12 . 1.05 [0.83, 1.28]
Saeedi, 2005 6.32¢-12 : | 1.05 [0.83, 1.28]
Gamble a, 1994 2.92¢-12 | - : 1.05 [0.83, 1.28]
Sung, 2015 5.02¢-12 | . ! 1.05[0.83, 1.28]
Pereira, 2013 9.45e-13 | - | 1.07 [0.85, 1.29]
Akki, 2009 [.4e-13 | - | 1.08 [0.88; 1.29]

07 08 09 1.0 1.1 12 13

Leave One Out Estimate

Supplementary Figure 6: Leave-one-out forest plot for interventions associated with increased
cardiac glucose oxidation (GO1). For each study, the effect size displayed corresponds to an overall
effect size calculated from a meta-analysis excluding that study. A vertical line at the overall effect size

based on the complete set of studies (with no omission) is plotted to help detect influential studies. Data
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are presented as Hedges' g. Bars represent 95% CI. Tests for the overall effect and confidence intervals
are based on the Knapp and Hartung method. Individual box sizes are determined by their weight in the

meta-analysis model. Number of control (n = 393) and intervention group (n = 418) animals.
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Decreased FAO and Increased GO

Author and Year p-value Hedges' g [95% CI]
Sharma, 2008 0.097 b ] ! 0.38 [-0.04, 0.79]
Pound, 2009 0.125 : - ; 0.39 [-0.08, 0.86]
Sun, 2016 0.087 [ I - 0.39 [-0.03, 0.81]
Hu, 2019 0.103 [ 'y 1 0.40 [-0.05, 0.85]
Aravindhan, 2015 0.114 ; . | 0.41 [-0.07, 0.88]
Pulinilkunnil, 2013 0.11 : = | 0.41 [-0.06, 0.89]
Sambandam b, 2006 0.113 : | 0.41 [-0.07, 0.89]
Wang, 2007 0.111 = . | 0.41 [-0.06, 0.89]
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Supplementary Figure 7: Leave-one-out forest plot for interventions associated with decreased
cardiac fatty acid oxidation and increased glucose oxidation (FAO|GO1). For each study, the effect
size displayed corresponds to an overall effect size calculated from a meta-analysis excluding that study.
A vertical line at the overall effect size based on the complete set of studies (with no omission) is plotted
to help detect influential studies. Data are presented as Hedges' g. Bars represent 95% CI. Tests for the
overall effect and confidence intervals are based on the Knapp and Hartung method. Individual box
sizes are determined by their weight in the meta-analysis model. Number of control (n = 147) and

intervention group (n = 147) animals.
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Increased FAO and Decreased GO

Author and Year p-value Hedges' g [95% CI]
McGaffin, 2011 0.631 : . = -0.12 [-0.60, 0.36]
Yue, 2003 0.674 : . = -0.11 [-0.58, 0.37]
Khalid, 2011 0.813 : : -0.07 [-0.59, 0.46]
Mitacchione_a, 2014 0904 . -0.03[-0.57,0.51]
Mitacchione b, 2014  (.924 = = : -0.03 [-0.57, 0.51]
Ritterhoff b, 2021 0.93 | . -0.03[-0.57,0.52]
Chambers, 2011 0.995 : . 0.00[-0.54, 0.54]
Pereira b, 2014 0.965 | ! 0.01 [-0.53, 0.56]
Ritterhoff a, 2021 0.928 | . 0.03[-0.52, 0.57]
Wang_a, 2018 0.768 : —a . 0.08[-0.43,0.59]
Sambandam_a, 2006 0.734 : = : 0.09 [-0.42, 0.61]
Witham, 2012 0.53 : = . 0.15[-0.31, 0.61]
[ I :l I ]
1.0 0.5 0.0 0.5 1.0

Leave One Out Estimate

Supplementary Figure 8: Leave-one-out forest plot for interventions associated with increased
cardiac fatty acid oxidation and decreased glucose oxidation (FAO1GQ|). For each study, the
effect size displayed corresponds to an overall effect size calculated from a meta-analysis excluding
that study. A vertical line at the overall effect size based on the complete set of studies (with no
omission) is plotted to help detect influential studies. Data are presented as Hedges' g. Bars represent
95% CI. Tests for the overall effect and confidence intervals are based on the Knapp and Hartung
method. Individual box sizes are determined by their weight in the meta-analysis model. Number of

control and (n = 96) intervention group (n = 100) animals.
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