
Study or Subgroup

5.3.1 Prior to 2011

Ekstein 2007

Hayakawa 2001

Mavinkurve-Groothuis 2009

Subtotal (95% CI)

Total events

Heterogeneity: Tau² = 3.47; Chi² = 4.02, df = 1 (P = 0.05); I² = 75%

Test for overall effect: Z = 1.37 (P = 0.17)

5.3.2 2011 and younger

Pongprot 2012

Pourier 2015

Ylänen 2015

Subtotal (95% CI)

Total events

Heterogeneity: Tau² = 0.27; Chi² = 2.34, df = 2 (P = 0.31); I² = 15%

Test for overall effect: Z = 2.57 (P = 0.01)

Total (95% CI)

Total events

Heterogeneity: Tau² = 0.79; Chi² = 6.43, df = 4 (P = 0.17); I² = 38%

Test for overall effect: Z = 3.01 (P = 0.003)

Test for subgroup differences: Chi² = 0.00, df = 1 (P = 0.96), I² = 0%

Events

0

5

2

7

5

1

2

8

15

Total

0

6

16

22

10

5

4

19

41

Events

6

3

7

16

0

6

8

14

30

Total

24

28

106

158

20

59

72

151

309

Weight

17.9%

27.9%

45.8%

13.2%

19.0%

21.9%

54.2%

100.0%

M-H, Random, 95% CI

Not estimable

41.67 [3.57, 486.94]

2.02 [0.38, 10.71]

7.98 [0.41, 154.82]

41.00 [1.95, 860.73]

2.21 [0.21, 23.12]

8.00 [0.99, 64.89]

7.33 [1.61, 33.39]

7.11 [1.99, 25.48]

BNP/NT-proBNP positive BNP/NT-proBNP negative Odds Ratio Odds Ratio

M-H, Random, 95% CI

0.001 0.1 1 10 1000

BNP/NT-proBNP negative BNP/NT-proBNP positive
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Study or Subgroup

5.8.1 < 240 mg/m²

Ekstein 2007

Mavinkurve-Groothuis 2009

Pourier 2015

Ylänen 2015

Subtotal (95% CI)

Total events

Heterogeneity: Tau² = 0.00; Chi² = 1.13, df = 2 (P = 0.57); I² = 0%

Test for overall effect: Z = 1.95 (P = 0.05)

5.8.2 240-600 mg/m²

Hayakawa 2001

Pongprot 2012

Subtotal (95% CI)

Total events

Heterogeneity: Tau² = 0.00; Chi² = 0.00, df = 1 (P = 0.99); I² = 0%

Test for overall effect: Z = 3.82 (P = 0.0001)

Total (95% CI)

Total events

Heterogeneity: Tau² = 0.79; Chi² = 6.43, df = 4 (P = 0.17); I² = 38%

Test for overall effect: Z = 3.01 (P = 0.003)

Test for subgroup differences: Chi² = 5.20, df = 1 (P = 0.02), I² = 80.8%

Events

0

2

1

2

5

5

5

10

15

Total

0

16

5

4

25

6

10

16

41

Events

6

7

6

8

27

3

0

3

30

Total

24

106

59

72

261

28

20

48

309

Weight

27.9%

19.0%

21.9%

68.9%

17.9%

13.2%

31.1%

100.0%

M-H, Random, 95% CI

Not estimable

2.02 [0.38, 10.71]

2.21 [0.21, 23.12]

8.00 [0.99, 64.89]

3.10 [0.99, 9.71]

41.67 [3.57, 486.94]

41.00 [1.95, 860.73]

41.40 [6.11, 280.33]

7.11 [1.99, 25.48]

BNP/NT-proBNP positive BNP/NT-proBNP negative Odds Ratio Odds Ratio

M-H, Random, 95% CI

0.001 0.1 1 10 1000

BNP/NT-proBNP negative BNP/NT-proBNP positive

Study or Subgroup

5.9.1 < 240 mg/m²

Aggarwal 2017

Soker 2005

Subtotal (95% CI)

Heterogeneity: Tau² = 0.00; Chi² = 0.26, df = 1 (P = 0.61); I² = 0%

Test for overall effect: Z = 3.15 (P = 0.002)

5.9.2 240-600 mg/m²

Hayakawa 2001

Pongprot 2012

Subtotal (95% CI)

Heterogeneity: Tau² = 0.00; Chi² = 0.18, df = 1 (P = 0.67); I² = 0%

Test for overall effect: Z = 3.37 (P = 0.0007)

Total (95% CI)

Heterogeneity: Tau² = 0.00; Chi² = 0.50, df = 3 (P = 0.92); I² = 0%

Test for overall effect: Z = 4.61 (P < 0.00001)

Test for subgroup differences: Chi² = 0.06, df = 1 (P = 0.80), I² = 0%

Mean

32.4

299.03

29

363.5

SD

34.9

264.97

31.2

78

Total

9

4

13

8

5

13

26

Mean

15.6

107.55

9

148.8

SD

12.4

131.82

14.8

173.2

Total

37

27

64

26

25

51

115

Weight

35.3%

16.5%

51.9%

28.9%

19.2%

48.1%

100.0%

IV, Random, 95% CI

0.89 [0.13, 1.64]

1.23 [0.13, 2.33]

1.00 [0.38, 1.62]

1.00 [0.16, 1.83]

1.28 [0.26, 2.30]

1.11 [0.47, 1.75]

1.05 [0.60, 1.50]

Decreased LV-function Preserved LV-function Std. Mean Difference Std. Mean Difference

IV, Random, 95% CI

-4 -2 0 2 4

Preserved LV function Decreased LV function
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Study or Subgroup

5.6.1 BNP

Aggarwal 2017

Hayakawa 2001

Subtotal (95% CI)

Heterogeneity: Tau² = 0.00; Chi² = 0.04, df = 1 (P = 0.85); I² = 0%

Test for overall effect: Z = 3.29 (P = 0.001)

5.6.2 NT-proBNP

Pongprot 2012

Soker 2005

Subtotal (95% CI)

Heterogeneity: Tau² = 0.00; Chi² = 0.00, df = 1 (P = 0.95); I² = 0%

Test for overall effect: Z = 3.30 (P = 0.0010)

Total (95% CI)

Heterogeneity: Tau² = 0.00; Chi² = 0.50, df = 3 (P = 0.92); I² = 0%

Test for overall effect: Z = 4.61 (P < 0.00001)

Test for subgroup differences: Chi² = 0.46, df = 1 (P = 0.50), I² = 0%

Mean

32.4

29

363.5

299.03

SD

34.9

31.2

78

264.97

Total

9

8

17

5

4

9

26

Mean

15.6

9

148.8

107.55

SD

12.4

14.8

173.2

131.82

Total

37

26

63

25

27

52

115

Weight

35.3%

28.9%

64.3%

19.2%

16.5%

35.7%

100.0%

IV, Random, 95% CI

0.89 [0.13, 1.64]

1.00 [0.16, 1.83]

0.94 [0.38, 1.49]

1.28 [0.26, 2.30]

1.23 [0.13, 2.33]

1.26 [0.51, 2.01]

1.05 [0.60, 1.50]

Decreased LV-function Preserved LV-function Std. Mean Difference Std. Mean Difference

IV, Random, 95% CI

-4 -2 0 2 4

Preserved LV function Decreased LV function
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Study or Subgroup

4.9.1 Troponin I

Erkus 2007

Kunarajah 2017

Subtotal (95% CI)

Total events

Heterogeneity: Tau² = 0.00; Chi² = 0.21, df = 1 (P = 0.64); I² = 0%

Test for overall effect: Z = 1.31 (P = 0.19)

4.9.2 Troponin T

Asselin 2016

Clark 2007

Leger 2017

Lipshultz 2012

Mavinkurve-Groothuis 2013

Ruggiero 2013

Subtotal (95% CI)

Total events

Heterogeneity: Tau² = 0.13; Chi² = 3.94, df = 3 (P = 0.27); I² = 24%

Test for overall effect: Z = 3.64 (P = 0.0003)

Total (95% CI)

Total events

Heterogeneity: Tau² = 0.00; Chi² = 4.26, df = 5 (P = 0.51); I² = 0%

Test for overall effect: Z = 4.53 (P < 0.00001)

Test for subgroup differences: Chi² = 0.10, df = 1 (P = 0.75), I² = 0%

Events

2

4

6

10

0

15

35

5

0

65

71

Total

29

17

46

114

30

24

75

40

19

302

348

Events

0

2

2

5

0

8

6

0

0

19

21

Total

29

17

46

97

30

24

51

46

19

267

313

Weight

3.4%

9.4%

12.7%

26.1%

22.9%

34.5%

3.7%

87.3%

100.0%

M-H, Random, 95% CI

5.36 [0.25, 116.76]

2.31 [0.36, 14.72]

2.89 [0.59, 14.13]

1.77 [0.58, 5.37]

Not estimable

3.33 [1.02, 10.90]

6.56 [2.50, 17.23]

14.41 [0.77, 269.25]

Not estimable

3.84 [1.86, 7.91]

3.70 [2.10, 6.53]

Post-treatment Pre-treatment/control Odds Ratio Odds Ratio

M-H, Random, 95% CI

0.01 0.1 1 10 100

Pre-treatment/control Post-treatment

Study or Subgroup

4.8.1 Troponin I

Arslan 2013

Erkus 2007

Gupta 2018

Subtotal (95% CI)

Heterogeneity: Tau² = 0.07; Chi² = 2.06, df = 1 (P = 0.15); I² = 52%

Test for overall effect: Z = 0.95 (P = 0.34)

4.8.2 Troponin T

Fink 1995

Subtotal (95% CI)

Heterogeneity: Not applicable

Test for overall effect: Z = 0.00 (P = 1.00)

Total (95% CI)

Heterogeneity: Tau² = 0.02; Chi² = 2.50, df = 2 (P = 0.29); I² = 20%

Test for overall effect: Z = 1.00 (P = 0.32)

Test for subgroup differences: Chi² = 0.38, df = 1 (P = 0.54), I² = 0%

Mean

0.12

0.024

0.011

0.07

SD

0.034

0.009

0.003

0.04

Total

38

29

40

107

22

22

129

Mean

0.12

0.02

0.01

0.07

SD

0.038

0.006

0

0.04

Total

32

29

40

101

22

22

123

Weight

39.4%

33.3%

72.7%

27.3%

27.3%

100.0%

IV, Random, 95% CI

0.00 [-0.47, 0.47]

0.52 [-0.01, 1.04]

Not estimable

0.24 [-0.26, 0.75]

0.00 [-0.59, 0.59]

0.00 [-0.59, 0.59]

0.17 [-0.17, 0.51]

Post-treatment Pre-treatment/control Std. Mean Difference Std. Mean Difference

IV, Random, 95% CI

-2 -1 0 1 2

Control Post-treatment
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Supplementary figure 5
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Aggarwal 2017 –

Arslan 2013 ?

Asselin 2016 ?

Cetin 2018 ?

Clark 2007 +

Ekstein 2007 +

Erkus 2007 +

Fink 1995 +

Gupta 2018 +

Hayakawa 2001 –

Kismet 2004 –

Kremer 2002 +

Kunarajah 2017 +

Leger 2017 –

Lipshultz 2012 +

Mavinkurve-Groothuis 2009 –

Mavinkurve-Groothuis 2013 +

Pinarli 2005 ?

Pongprot 2012 ?

Pourier 2015 +

Ruggiero 2013 +

Shimomura 2011 –

Soker 2005 ?

Tragiannidis 2012 +

Urbanova 2010 +

Yildirim 2013 +

Ylänen 2015 –
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Supplementary figure 6


