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The sham effect of invasive interventions in chronic coronary syndromes

Mean Difference

Mean Difference

Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% CI
Pure sham intervention

Werheye 2015 15.4% -0.50 [0.76,-0.24] -
Subtotal (95% CI) 154% -0.50 [-0.76, -0.24] &
Heterogeneity: Mot applicable

Testfor overall effect 2= 3.80 (P = 0.0001)

Sham intervention + placebo solution

Fuchs 2006 8.1% -2.00[2.80,-1.20]

Kastrup 2005 16.0% -1.20 [1.41,-0.89] -

Kastrup 2011 T1% -1.00[1.80,-0.10]

Logordo 2002 9.3%  -0.20 [0.90, 0.50] [
Losordo 2007 349%  -0.80 [2.20, 0.60] —
Perin 2012 129%  -0.50 [0.94,-0.08] I
Tse 2007 13.7% -0.80[1.18,-0.43] —_

van Ramshorst 2009 12.8% -0 40 [0.85, 0.08] B——
Wang 2010 0.8%  -0.80 [4.26, 2.66]

Subtotal (95% CI) 84.6% -0.84[-1.18,-0.49] <
Heterogeneity: Tau®= 0.16; Chi*= 27.12, df=8 (P = 0.0007); F=70%

Testfor overall effect: 2= 471 (P = 0.00001)

Total {95% CI) 100.0%  -0.78 [-1.10, -0.47] -
Heterogeneity: Tau®= 0.14; Chi*= 35.69, df=8 (P = 0.0001); F=75% ; jl

Testfor overall effect: 2= 4.88 (P = 0.00001) - : Ulncrease Witzh sham

Testfor subaroup differences: Chif= 232, df=1 (P =0.13), F= 56.8%

Decrease with sham

Supplementary Figure: Analysis of CCS class mean change according with the
type of sham

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

Risk Ratio
IV, Random, 95% C|

Risk Ratio

Study or Subgroup  Weight IV, Random, 95% Cl

LVEF<50%/HF
Losordo 2002 60.7% 0.59 [0.32,1.09] ——
Losordo 2007 38.3% 0.78[0.37, 1.66] . —
Subtotal (95% CI) 100.0% 0.66 [0.41, 1.06] -~
Heterogeneity: Tau®= 000, ChiF=0.31, di=1 (P=0458), F= 0%
Testfor overall effect Z=1.72 (P =0.09)
LVEF=50%/NR
Kastrup 2011 24.0% 0.47 [0.34, 0.67] —
Losordo 2011 26.2% 0.44[0.40, 0.49] -
Paovsic 2016 26.0% 019017, 0.22] =
Wang 2010 23.8% 0.76[0.53,1.04] — &
Subtotal (95% CI) 100.0% 0.41[0.23,0.72] ——aaglii—
Heterageneity: Tau®=0.31; Chi*=128.80, df= 3 (P = 0.00001); F=98%
Test for overall effect £= 308 (P =0.002)

0.z 05 2 3

) . Decrease with sham Increase with sham
Testfor subagroun differences: Chif=1.58,df=1 (P= 021}, F= 36.6%

Supplementary Figure: Analysis of relative change in angina episodes according
with the mean LVEF/proportion of HF patients. HF: Heart failure; NR: not reported;
NOTE: all these trials had sham intervention+placebo-like solution



The sham effect of invasive interventions in chronic coronary syndromes

Mean Difference

Study or Subgroup Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

LVEF<50%/HF

Lasnardo 2002 83%  -0.20[-0.90, 0.50] e
Lasardo 2007 34%  -0.80[-2.20, 0.60] —
Perin 2012 12.9%  -0.50[-0.94,-0.08] —
Subtotal {95% Cl) 26.1%  -0.44 [-0.80, -0.08] S 4
Heterogeneity: Tau®=0.00; Chi*=0.78, df=2 (P = 0.68), F= 0%

Test far overall effect: Z=2.41 (P=0.02)

LVEF=50%/NR

Fuchs 2008 81% -2.00[2.80,-1.20) —_—

Kastrup 2005 16.0%  -1.20-1.41,-0.99] -

Kastrup 2011 FA% -1.00[1.90,-0.10] e —
Tse 2007 137% -0.80[-1.18,-0.42] —

wan Ramshorst 2009 12.8% -0.40 [-0.85, 0.058] ]
‘erheye 2015 15.4% -0.50[-0.76,-0.24] -
Wang 2010 08%  -0.80[-4.26 268

Subtotal {95% CI) 73.9%  -0.91[1.29, -0.53] <
Heterageneity Tau®= 0.17; Chi*= 29.62, df= 6 (P = 0.0001); F= 80%

Test for overall effect: 2= 4.69 (P = 0.00001)

Total (95% Cl) 100.0% -0.78 [-1.10, -0.47] <
Heterageneity Tau®= 0.15; Chi*= 3569, df= 3 (P = 0.0001); F= 75% 4 2 3 2 4

Test for overall effect: 2= 4.89 (P = 0.00001)
Testfor subaroup differences: Chif= 310, df=1 (P =0.08), F=67.7%

Decrease with sham (ratio} Increase with sham (ratia)

Supplementary Figure: Analysis of CCS class mean change according with the
mean LVEF/proportion of HF patients. HF: Heart failure; NR: not reported

Mean Difference

Mean Difference

Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 95% Cl
LVEF<50%/HF

Losaordo 2002 11.1% -17.55[-30.09,-5.01]

Losordo 2007 4.3% 0.98 [-22.55, 24.52]

Subtotal (95% CI) 15.4%  -11.07 [-28.39, 6.25] ————
Heterogeneity: Tau®=79.21; Chi*=1.86, df=1 (P =0.17); F= 46%

Testfor overall effect Z=1.25(F=0.21)

LVEF = 50%/NR

Kastrup 2011 26.8% -2.60 [-5.65, 0.45] —=

Losardo 2011 28.6% -12.03[13.66,-10.40] -+

Wang 2010 291% -1575[16.72,-14.79] =

Subtotal (95% CI) 84.6% -10.32[-16.13, -4.50] e
Heterogeneity: Tau®= 25.32; Chi*= 71.66, df= 2 (P = 0.00001); F=97%

Testfor overall effect: Z= 3,48 (P =0.0005)

Total (95% CI) 100.0% -10.64 [-15.93, -5.34] -
Heterogeneity: Tau®= 24.83; Chi*= 73.52, df= 4 (P = 0.00001); F= 95% En a0 b 10 =

Testfor overall effect: Z=3.93 (P = 0.0001)
Test far subgroup differences: Chif=0.01, df=1 (P=0947, F=0%

Decreased with sham Increased with sham

Supplementary Figure: Analysis of absolute NTG use mean change according with
the mean LVEF/proportion of HF patients. HF: Heart failure; NR: not reported



The sham effect of invasive interventions in chronic coronary syndromes

Mean Difference

Study or Subgroup  Weight IV, Random, 95% Cl

Mean Difference
IV, Random, 95% Cl

Pure sham intervention

Al-Larmee 2017 25.8% -5.00 1233 2.33]
Leon 2005 25.3% 30.70([22.96, 38.44]
Salem 2004 24.9% 9.40[0.63, 18.11]
Yerheye 2015 24.2%  B8.30[-1.98 18.58]
Subtotal (95% CI) 100.0% 10.86 [-5.15, 26.87]

Heterogeneity: Tau®= 247 85 Chi*= 43,57, df = 3 (P = 0.00001); F= 93%
Testfor overall effect Z=1.33 (P= 0.18)

Sham intervention + placebo solution
Laosordo 2007 3.0% 0.80[-48.60, 590,200

Losardo 2011 97.0% 14.40[5.70, 23.10]
Subtotal (95% CI)  100.0% 13.99 [5.42, 22.56]

Heterogeneity: Tau®= 0.00; Chi*= 0.28, df=1 (F=0.60); F=0%
Testfor overall effect Z= 3.20 (P =0.001)

Testfoar subgroup differences: Chi*=011,df=1(F=074), F=0%

— =

-&0 -5 0 25 a0
Decrease with sham Increase with sham

Supplementary Figure: Analysis SAQ angina stability mean change according with

the type of sham

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

Mean Difference

Study or Subgroup  Weight IV, Random, 85% CI

Mean Difference
IV, Random, 85% ClI

LVEF<50%/HF
Leon 2005 54.7% 30.70[22.95, 38.44] ——
Lasardo 2007 15.3% 0.80 [48.60, 50.20]
Subtotal (95% CI)  100.0% 26.11[4.99, 47.23] ——ael——
Heterogeneity: Tau®= 121.58; GhiF= 1.37, df= 1 (P = 0.24); F= 27%
Testfor overall effect £2=2.42 (F = 0.02)
LVEF= 50%/NR
Al-Lames 2017 26.9% -5.00 [12.33, 2.33] ——
Lasardo 2011 251% 14.40[5.70, 23.10] —
Salem 2004 251%  9.40[0.69,18.11] ——
Verheye 2015 23.0% 830 }1.98, 18.59] T
Subtotal (95% CI)  100.0%  6.53 [-2.49, 15.54] e 3
Heterogeneity: Tau®= 64.67; Chi*= 12.85, df= 3 (P = 0.005%; F= 77%
Testfor overall effect Z=1.42 (P = 0.16)
-50 .15 0 25 a0

Testfar subgroup differences: Chi*= 278, df=1 (P =0.08), F= 64.2%

Decrease with sham Increase with sham

Supplementary Figure: Analysis of SAQ angina stability mean change according
with the mean LVEF/proportion of HF patients. HF: Heart failure; NR: not reported



The sham effect of invasive interventions in chronic coronary syndromes

Mean Difference Mean Difference
Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
Pure sham intervention
Al-Lames 2017 28.3% TTO[0.79, 14.61] —
Leon 2005 277%  24.60[17.29, 31.91] —
Salem 2004 228%  16.30[5.82, 26.78) —
Werheye 2014 21.2% 11.00 [-0.58, 22.58] T
Subtotal {95% CI) 100.0%  15.04 [6.47, 23.61] -

Heterogeneity: Tau®= 55.18; Chif= 11.42, df= 3 (P = 0.010%; = 74%
Testfor overall effect Z= .44 (F = 0.0008)

Sham intervention + placebo solution

Fuchs 2006 98.8% 22.50 [17.60, 27.40] B
Losarda 2007 1.2% 3160 [12.30, 75.50] >
Subtotal (95% CI)  100.0% 22.61 [17.74, 27.48] <>
Heterageneity: Tau®= 0.00; Chi*= 016, df=1 (P =0.68), F=0%
Testfor overall efiect Z=9.10 (P < 0.00001}
-50 .25 0 25 50

) ) Decrease with sham Increase with sham
Testfor subaroup differences: Chi®=2.27, df=1(P=0.13), F= 55.9%

Supplementary Figure: Analysis SAQ angina frequency mean change according
with the type of sham

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

Mean Difference Mean Difference
Study or Subgroup _ Weight _IV, Random, 95% Cl IV, Random, 95% Cl
LVEF<50%HF
Leon 2005 97.3% 24.60[17.29, 31.91] —-
Losarda 2007 2.7% 31.60[12.30, 75.50] .
Subtotal (95% CI)  100.0% 24.79 [17.58, 32.00] -

Heterageneity: Tau®= 0.00; Chi*= 010, df=1 P =0.76), F=0%
Testfor overall effect Z=6.73 (P = 0.00001)

LVEF & 50%/NR

Al-Lamee 2017 27.4% TT0[0.79, 14.61] —

Fuchs 2006 30.4% 22,50 [17.60, 27.40] —=
Salem 2004 218%  16.30[5.82, 26.78] —
Werheye 2014 203%  11.00[-0.98, 22.68] =
Subtotal (95% CI) 100.0%  14.75 [6.56, 22.94] i

Heterogeneity, Tau®= 51.25, Chi*=12.83, df= 3 (P=0005), F=77%
Testfor averall effect: 2= 3.43 (P = 0.0004)

-80 -25 0 25 50
) ) Decrease with sham Increase with sham
Testfor subdroup diferences: Chi*= 325, df=1 (P=0.07), F=69.2%

Supplementary Figure: Analysis of SAQ angina frequency mean change according
with the mean LVEF/proportion of HF patients. HF: Heart failure; NR: not reported



The sham effect of invasive interventions in chronic coronary syndromes

Mean Difference

Study or Subgroup Weight IV, Random, 95% Cl

Mean Difference
IV, Random, 95% Cl

CCS class

Kastrup 2005 18.89% -1.20[1.41,-0.99]
Kastrup 2011 TA5% -1.00[-1.90,-010]
Losordo 2002 101%  -0.20 [-0.80, 0.40]
Ferin 2012 14.6% -0.50[-0.94, -0.06]
Tge 2007 157% -0.80[1.18,-0.42]
wan Ramshorst 2009 14.4% -0.40 [F0.85, 0.04]
Yarheye 2014 181% -0.50[-0.76,-0.24]
Wiang 2010 0.8%  -0.80[-4.26, 2.66]

Subtotal (95% CI) 100.0% -0.67 [-0.98, -0.37]
Heterogeneity: Tau®= 0.12; Chif= 27.32, di= 7 (P = 0.0003); F= 74%
Testfor overall effect Z= 4,27 (P = 0.0001)

SAQ stability

Al-Lames 2017 26.9% -5.00[12.33, 2.3
Losordo 2011 25.1% 14.40[5.70,23.10]
Salem 2004 251%  9.40(0.69,18.11]
Yerheye 2015 230%  8.30[1.98, 18.59]

Subtotal (95% CI) 100.0% 6.53 [-2.49, 15.54]
Heterogeneity: Tau®= 64,67, Chi®=12.95 df= 3 (P =0.008), F=77%
Testfor overall effect Z=1.42 (P =0.18)

SAQ Angina Freguency

Al-Lamee 2017 558%  7.FO0(0.79,14.81]
Salem 2004 243% 16.30(5.82, 26.79]
werheye 2015 19.9% 11.00 [-0.58, 22.58]

Subtotal (95% CI) 100.0% 10.44 [5.28, 15.61]
Heterageneity: Tau®= 0.00; Chi*=1.81,df= 2 (P =0.40); F=0%
Test far averall effect: = 3.96 (P = 0.0001)
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Decrease with sham Increase with sham

Supplementary Figure: Analyses of CCS class and SAQ angina stability/frequency
mean change excluding studies with some concerns in risk of bias.

Relative effect

Study or Subgroup  Weight IV, Random, 95% CI

Relative effect
IV, Random, 95% CI

Angina episodes

Kastrup 2011 20.0% 0.47 [0.34, 0.67]
Losordo 2002 16.3% 0.59 [0.32, 1.09]
Logordo 2011 21.8% 0.44 [0.40, 0.489]
Povsic 2016 21.7% 0190017, 0.22]
YWang 2010 19.6% 0.76 [0.53, 1.09]

Subtatal (95% CI) 100.0% 0.44 [0.26, 0.73]
Heterogeneity: Tau®= 0.31; Chi*=131.87, df= 4 (P = 0.00001); F= 97%
Testfor overall effect Z=317 (F=0.002)
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Decrease with sham

Increase with sham

Supplementary Figure: Analyses of relative change in angina episodes excluding

studies with some concerns in risk of bias.



The sham effect of invasive interventions in chronic coronary syndromes

Metaregression logRR vs. age
go_ .
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Linear prediction

variable | Coefficient Std.err. z P>|z| [95% conf.interval]

age | -.0235061 .0115204 -2.04 0.041

-.0460857 -.0009266

Supplementary Figure: Meta-regression for mean age and relative change in
exercise time in the sham arm.

Metaregression IogRR vs. % DM patients
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Linear prediction

variable | Coefficient Std.err. z P>|z|

[95% conf. interval]
DM |

.0019309 .0016551 1.17 0.243 -.001313 .0051748

Supplementary Figure: Meta-regression for percentage of diabetes and relative
change in exercise time in the sham arm.




The sham effect of invasive interventions in chronic coronary syndromes

Meta-regression logRR vs. % male patients
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Male (%)
95% ClI ° Studies
Linear prediction
Variable| Coefficient Std. err. z P>|z|

[95% conf. interval]
Male |

.001608 .0044341 0.36 0.717

-.0070826 .0102986

Supplementary Figure: Meta-regression for percentage of male patients and
relative change in exercise time in the sham arm.



