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Mean Difference

Study or Subgroup  Weight W, Random, 85% Ci

Mean Difference
IV, Random, 95% CI

1.1.1 Treadmill Bruce protocol

Al-Lamee 2017 50.6% 1180 [-44 58, 68.18]
Cobb 1959 94% G000 ET.03,191.03]
Fuchs 2006 83% 83405585, 27743
Losarde 2007 16.1% 1800 [-81.96, 117 96]
Salem 2004 136% 19000 [-89,71,127.71]
Wiang 2010 21% 150000 [-128.78, 478.78]

Subtotal (95% CI) pLiiXis 2740 [-12.90, 67.19]
Haterageneity. Taw®= 0.00; Chi*= 1.95, di= 5 (P = D86}, P= 0%
Testfor overall efect =132 (F=019)

1.1.2 Treadmill Modified Bruce protocol

Leon 2005 43.2% FB.00 [6.31, 82.31)
Losordo 2002 09%  560[-29942, 31067
Losorde 2011 38.2% G000 [21.91, 11605
Powsic 2016 15.3% 9500 [20.64, 169.36]
Tee 2007 24% -56.00[-244.05,132.05)

Subtotal (85% CI) 1000 56.03 [26.92, B5.14]
Heterageneity. Tau®= 0.00;, Chi*= 3.45, di= 4 (P = 0.48); P= 0%
Testfor averall effect 2= 3,77 (F = 0.0002)

1.1.3 Bicycle protocol

Kastrup 2011 45.7%  A6.X0[-63.4T, 15587
Verheye 2015 54.3% 358 [-96.97,104.13]
Subtotal (95% CI) 10:0L0% 23.04 [-51.07, 97.16]
Heterogeneity Taw®= 0,00, Chi*= 0.32, di=1 (F = 0.57); = 0%
Testfor ovarall afect Z= 0.61 (P = 0.54)

Testfor subgroup différences: Chi*= 165, df= 2 (P = 0.44), P= 0%
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Supplementary Figure: Mean difference of exercise time
Pooled and individual mean difference and 95% Cl for the exercise time outcome with
Bruce protocol, modified Bruce protocol and bicycle protocol.

Relative Effect
Study or Subgroup  Weight IV, Random, 95% CI

Relative Effect
IV, Random, 95% CI

Pure sham intervention

Al-Lamee 2017 30.7% 1.02 [0.94,1.11]
Cobh 1959 0.4% 1.36 [0.67, 2.74]
Leon 2005 34.5% 141 [1.03,1.19]
Salem 2004 11.8% 1.03[0.91,1.18]
werheye 2015 8.8% 1.01 [0.87,1.17]
Subtotal (95% CI) 86.5%  1.06 [1.01, 1.11]

Heterogeneity; Tau® = 0.00; Chi*= 2,87, df=4 (P = 0.26), F= 0%
Testfor overall effect Z=2.27 (F=0.02)

Sham intervention + placebo solution

Fuchs 2006 1.5%, 1.24 [0.86,1.77]
Kastrup 2011 2.4% 1.15[0.86, 1.53]
Losordo 2002 0.3% 1.01 [0.42, 2.45]
Povsic 2016 6.2% 1.23[1.02,1.47]
Tse 2007 2.0% 0.87 [0.68,1.13]
Wang 2010 0.1% 1,58 [0.48, 5.24]
Subtotal (95% CI) 13.5%  1.12[0.98,1.27]

Heterogeneity: Tau® = 0.00; Chi*= 533, df=4 (P = 0.38); F= 6%
Testfor overall effect Z=1.70 (P =009

Total (95% CI) 100.0% 1.07 [1.02,1.11]
Heterogeneity; Tau®= 0.00; Chi*=911,df=10 (F=0.52); F= 0%
Testfor overall effect 7= 2.78 (F=0.009)

Testfor subaroup diferences: Chif= 066, df=1{F=042), F=0%
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Supplementary Figure: Analysis of relative change for exercise time according

with the type of sham

Pooled and individual relative effect and 95% Cl for exercise time according with the
type of sham (pure sham intervention or sham intervention + placebo solution).



Risk Ratio

Weight IV, Random, 85% Cl

Risk Ratio

IV, Random, 85% CI

Study or Subgroup
LVEF<50%

Leon 2005 348%
Lasordo 2002 0.3%
Subtotal (95% CI) 35.0%

Heterogeneity, Tau®=0.00; Chi*=0.04, df=1 (P =0.85); F=0%

1.1 [1.03,1.19]
1.01 [0.42, 2.45]
1.11 [1.02, 1.19]

Testfar averall effect: £= 2 60 {F = 0.009)

LVEF=50%/NR

Al-Lamee 2017 30.7%
Cohb 1959 0.4%
Fuchs 2006 1.5%
Kastrup 2011 2.4%
Pavsic 2016 6.2%
Salern 2004 11.8%
Tse 2007 3.0%
Werheye 2015 8.8%
Wang 2010 0.1%
Subtotal (95% CI) 65.0%

Heterageneity: Tau®= 0.00; Chi*= 769, df=8 (P =046 F=0%

1.02[0.94,1.11]
1.36 [0.67, 2.74]
1.24 [0.86,1.77]
1.15 [0.86, 1.53]
1.2301.02,1.47]
1.03[0.91,1.18]
0.87 [0.68,1.13]
1.1 [0.87,1.17]
1,55 [0.48, 5.24]
1.04 [0.99, 1.10]

Testfor overall effect Z=156 (P=0.12)

Total (95% Cl) 100.0%

Heterogeneity: Tau®= 0.00; Chi*=911, df=10{P=0523;, F= 0%

1.07 [1.02, 1.11]

Testfor overall effect Z2=2.75 (F = 0.004)

Testfor subaroup differences: Chi®=1.38 df=1 (P =024 F=277%
Supplementary Figure: Analysis of relative change for exercise time according
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with the mean LVEF/proportion of HF patients. HF: Heart failure; NR: not reported

Mean Difference
IV, Random, 95% Cl

Mean Difference
IV, Random, 95% Cl

Study or Subgroup Weight
Fuchs 2006 3.1%
Kastrup 2005 16.0%
Kastrup 2011 T1%
Losardo 2002 9.3%
Losardao 2007 3.9%
Ferin 2012 12.9%
T=e 2007 137%
van Ramshorst 2009 12.8%
Yarheye 20146 15.4%
Wiang 2010 0.8%
Total (95% Cl) 100.0%

Heterogeneity: Tau®= 0.15; ChiF= 35.69, df= 8 (P = 0.0001); F= 75%

-2.00 [-2.80,-1.20]
-1.20 [1.41,-0.99]
-1.00 [-1.90,-0.10]
-0.20 [-0.80, 0.50]
-0.80 [2.20, 0.60]
-0.50 [-0.94, -0.06]
-0.80 [1.18,-0.47]
-0.40 [-0.85, 0.05]
-0.50 [-0.76, -0.24]
-0.80 [-4.26, 2.66]

20.78 [-1.10, -0.47]

Test for overall effect: Z=4.89 (P = 0.00001)
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Supplementary Figure: Mean difference of Canadian Cardiovascular Society

angina class.

Pooled and individual mean difference and 95% CI for the CCS angina class outcome.
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Mean Difference Mean Difference

Study or Subgroup  Weight 1V, Random, 95% CI IV, Random, 95% CI
Angina episodes

Kastrup 2011 124%  -5.80 [-13.61, 2.01] —
Losordo 2002 32%  -8.30[-23.71,7.11]

Losordo 2007 2.3% -4.50[-22.48, 13.48]

Losordo 2011 18.9% -13.70 [-20.02, -7.38] —_—

Povsic 2016 55.7% -11.20 [-14.88, -7.52] ——

Wang 2010 7.5%  -5.00[-15.03, 5.03] S
Subtotal (95% CI)  100.0% -10.29 [-13.04, -7.54] <

Heterogeneity: Tau? = 0.00; Chi? = 4.15, df =5 (P = 0.53); I = 0%
Test for overall effect: Z = 7.34 (P < 0.00001)

Use of nitroglycerine

Kastrup 2011 26%  1.60[-5.61,8.81] —r—
Losordo 2002 04%  -8.20 [-26.22, 9.82]

Losordo 2007 0.1%  4.80 [-25.50, 35.10]

Losordo 2011 254%  -4.20 [-6.50, -1.90] -

Wang 2010 715%  -4.10 [-5.47, -2.73] | |

Subtotal (95% CI) 100.0%  -3.98 [-5.14, -2.82] Y

Heterogeneity: Tau? = 0.00; Chi? = 2.90, df = 4 (P = 0.58); |12 = 0%
Test for overall effect: Z = 6.74 (P < 0.00001)
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Supplementary Figure: Mean difference of anginal episodes and nitroglycerine
use per week.

Pooled and individual mean difference and 95% Cl for the anginal episodes and
nitroglycerine use per week outcome.



