
[Intervention] for [health problem] 01-Nov-2020

Review Manager 5.4.1 1

1 Intervention vs Control

1.1 Medicin usage, End of treatment

Study or Subgroup

Chaibi 2017

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

Mean

2.5

SD

3.6

Total

31

31

Mean

2.5

SD

3.5

Total

24

24

Weight

100.0%

100.0%

IV, Fixed, 95% CI

0.00 [-1.89, 1.89]

0.00 [-1.89, 1.89]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ + + + + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-10 -5 0 5 10
Favours Intervention Favours Control

1.8 Headache intensity, End of treatment

Study or Subgroup

Chaibi 2017

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 1.40 (P = 0.16)

Mean

4.7

SD

2.8

Total

31

31

Mean

5.7

SD

2.5

Total

24

24

Weight

100.0%

100.0%

IV, Fixed, 95% CI

-1.00 [-2.40, 0.40]

-1.00 [-2.40, 0.40]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ + + + + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control

1.9 Days with migraine, End of treatment

Study or Subgroup

Chaibi 2017

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 1.66 (P = 0.10)

Mean

3.9

SD

3.1

Total

31

31

Mean

6.1

SD

5.9

Total

24

24

Weight

100.0%

100.0%

IV, Fixed, 95% CI

-2.20 [-4.80, 0.40]

-2.20 [-4.80, 0.40]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ + + + + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-10 -5 0 5 10
Favours Intervention Favours Control



[Intervention] for [health problem] 01-Nov-2020

Review Manager 5.4.1 2

1.11 Serious adverse events, End of treatment

Study or Subgroup

Chaibi 2017

Events

0

Total

34

Events

0

Total

29

IV, Random, 95% CI

Not estimable

Intervention Control Risk Ratio

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ + + + + + +

Risk of Bias
A B C D E F G

Risk Ratio
IV, Random, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours Intervention Favours Control



[Intervention] for [health problem] 01-Mar-2021

Review Manager 5.4.1 1

1 Intervention vs Control

1.1 Headache frequency, End of treatment

Study or Subgroup

Ajimsha 2011
Castien 2011
Esp Lpez 2014a

Total (95% CI)

Heterogeneity: Tau² = 1.37; Chi² = 26.04, df = 2 (P < 0.00001); I² = 92%
Test for overall effect: Z = 1.86 (P = 0.06)

Mean

4.9
-9.1
2.6

SD

1.7
3.8

2.13

Total

22
40
20

82

Mean

10.4
-2.7
2.45

SD

2.7
4.3
1.5

Total

12
40
20

72

Weight

31.1%
34.8%
34.0%

100.0%

IV, Random, 95% CI

-2.56 [-3.52, -1.60]
-1.56 [-2.07, -1.06]

0.08 [-0.54, 0.70]

-1.31 [-2.70, 0.07]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

? ? + + + +
+ + + + +
+ ? + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control

1.3 Quality of life, End of treatment

Study or Subgroup

Esp Lpez 2016

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 0.90 (P = 0.37)

Mean

40.89

SD

2.92

Total

19

19

Mean

40.05

SD

2.85

Total

19

19

Weight

100.0%

100.0%

IV, Fixed, 95% CI

0.84 [-0.99, 2.67]

0.84 [-0.99, 2.67]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-10 -5 0 5 10
Favours Control Favours Intervention

1.5 Headache frequency, Follow up

Study or Subgroup

Castien 2011

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 5.20 (P < 0.00001)

Mean

-9.1

SD

4.2

Total

40

40

Mean

-4.1

SD

4.4

Total

40

40

Weight

100.0%

100.0%

IV, Fixed, 95% CI

-5.00 [-6.89, -3.11]

-5.00 [-6.89, -3.11]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ + + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-10 -5 0 5 10
Favours Intervention Favours Control



[Intervention] for [health problem] 01-Mar-2021

Review Manager 5.4.1 2

1.7 Quality of life, Follow up

Study or Subgroup

Esp Lpez 2016

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 2.37 (P = 0.02)

Mean

41.42

SD

2.36

Total

19

19

Mean

39.58

SD

2.43

Total

19

19

Weight

100.0%

100.0%

IV, Fixed, 95% CI

1.84 [0.32, 3.36]

1.84 [0.32, 3.36]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-10 -5 0 5 10
Favours Control Favours Intervention

1.8 Headache intensity, End of treatment

Study or Subgroup

Castien 2011
Esp Lpez 2014a

Total (95% CI)

Heterogeneity: Tau² = 0.33; Chi² = 5.27, df = 1 (P = 0.02); I² = 81%
Test for overall effect: Z = 1.22 (P = 0.22)

Mean

-2.7
3.77

SD

0.9
2.51

Total

40
20

60

Mean

-0.9
3.95

SD

2.4
2.12

Total

40
20

60

Weight

52.7%
47.3%

100.0%

IV, Random, 95% CI

-0.98 [-1.45, -0.52]
-0.08 [-0.70, 0.54]

-0.55 [-1.44, 0.33]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ + + + +
+ ? + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control

1.12 Functionality, End of treatment

Study or Subgroup

Castien 2011
Esp Lpez 2014a

Total (95% CI)

Heterogeneity: Tau² = 0.59; Chi² = 8.48, df = 1 (P = 0.004); I² = 88%
Test for overall effect: Z = 0.68 (P = 0.50)

Mean

-8.9
57.3

SD

7.1
7.76

Total

40
20

60

Mean

-2.4
55.67

SD

6.5
7.74

Total

40
20

60

Weight

51.7%
48.3%

100.0%

IV, Random, 95% CI

-0.95 [-1.41, -0.48]
0.21 [-0.42, 0.83]

-0.39 [-1.52, 0.74]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ + + + +
+ ? + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours Intervention Favours Control



[Intervention] for [health problem] 01-Mar-2021

Review Manager 5.4.1 3

1.14 Serious adverse events, End of treatment

Study or Subgroup

Ajimsha 2011
Castien 2011
Esp Lpez 2016
Rolle 2014

Events

0
0
0
0

Total

22
41
19
21

Events

0
0
0
0

Total

12
41
19
23

IV, Random, 95% CI

Not estimable
Not estimable
Not estimable
Not estimable

Intervention Control Risk Ratio

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

? ? + + + +
+ + + + +
+ ? ? + + +
+ ? ? + + +

Risk of Bias
A B C D E F G

Risk Ratio
IV, Random, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours Intervention Favours Control



[Intervention] for [health problem] 27-Nov-2020

Review Manager 5.4.1 1

1 Intervention vs Control

1.2 Headache frequency, End of treatment

Study or Subgroup

Krll 2018
Santiago 2014
Varkey 2011

Total (95% CI)

Heterogeneity: Tau² = 0.62; Chi² = 16.47, df = 2 (P = 0.0003); I² = 88%
Test for overall effect: Z = 1.78 (P = 0.08)

Mean

15.53
5

-0.98

SD

8.56
2.21
0.28

Total

26
24
30

80

Mean

15.07
13

-0.68

SD

8.61
6.41
0.28

Total

26
26
31

83

Weight

33.8%
32.3%
33.9%

100.0%

IV, Random, 95% CI

0.05 [-0.49, 0.60]
-1.62 [-2.26, -0.97]
-1.06 [-1.60, -0.52]

-0.86 [-1.81, 0.09]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ + + + +
+ ? ? ? + + +
+ + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control

1.3 Quality of life, End of treatment

Study or Subgroup

Dittrich 2008
Varkey 2011

Total (95% CI)

Heterogeneity: Tau² = 1.21; Chi² = 11.31, df = 1 (P = 0.0008); I² = 91%
Test for overall effect: Z = 1.43 (P = 0.15)

Mean

2.8
5.7

SD

0.8
1.9

Total

15
30

45

Mean

2.5
1.9

SD

0.9
1.9

Total

15
31

46

Weight

49.3%
50.7%

100.0%

IV, Random, 95% CI

0.34 [-0.38, 1.06]
1.97 [1.36, 2.59]

1.17 [-0.43, 2.77]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

? ? ? ? + + +
+ + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours Control Favours Intervention

1.4 Headache frequency, Follow-up

Study or Subgroup

Krll 2018
Varkey 2011

Total (95% CI)

Heterogeneity: Tau² = 0.07; Chi² = 2.01, df = 1 (P = 0.16); I² = 50%
Test for overall effect: Z = 0.79 (P = 0.43)

Mean

15.16
-0.86

SD

9.47
0.27

Total

25
30

55

Mean

14.53
-0.73

SD

9.16
0.27

Total

26
31

57

Weight

48.1%
51.9%

100.0%

IV, Random, 95% CI

0.07 [-0.48, 0.62]
-0.48 [-0.98, 0.03]

-0.21 [-0.75, 0.32]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ + + + +
+ + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours Intervention Favours Control



[Intervention] for [health problem] 27-Nov-2020

Review Manager 5.4.1 2

1.5 Quality of life, Follow-up

Study or Subgroup

Varkey 2011

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 5.32 (P < 0.00001)

Mean

5.5

SD

2.2

Total

30

30

Mean

2.5

SD

2.2

Total

31

31

Weight

100.0%

100.0%

IV, Fixed, 95% CI

3.00 [1.90, 4.10]

3.00 [1.90, 4.10]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ + ? + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-10 -5 0 5 10
Favours Control Favours Intervention

1.6 Headache intensity, End of treatment

Study or Subgroup

Krll 2018
Santiago 2014
Varkey 2011

Total (95% CI)

Heterogeneity: Chi² = 26.51, df = 1 (P < 0.00001); I² = 96%
Test for overall effect: Z = 3.35 (P = 0.0008)

Mean

4.5
0

-7.1

SD

2.4
0

3.5

Total

26
24
30

80

Mean

5.1
2

-13.7

SD

2.1
2.65

3.4

Total

26
26
31

83

Weight

55.5%

44.5%

100.0%

IV, Fixed, 95% CI

-0.26 [-0.81, 0.28]
Not estimable

1.89 [1.28, 2.50]

0.69 [0.29, 1.10]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ + + + +
+ ? ? ? + + +
+ + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Fixed, 95% CI

-1 -0.5 0 0.5 1
Favours Intervention Favours Control

1.8 Number of days with migraine, End of treatment

Study or Subgroup

Hanssen 2018
Krll 2018
Varkey 2011

Total (95% CI)

Heterogeneity: Tau² = 0.00; Chi² = 0.83, df = 2 (P = 0.66); I² = 0%
Test for overall effect: Z = 0.70 (P = 0.48)

Mean

2.23
7.2

-2.23

SD

2.346
5.8

0.55

Total

24
26
30

80

Mean

2
7.7

-2.08

SD

1.6
4.9

0.54

Total

15
26
31

72

Weight

24.7%
34.8%
40.5%

100.0%

IV, Random, 95% CI

0.11 [-0.54, 0.75]
-0.09 [-0.64, 0.45]
-0.27 [-0.78, 0.23]

-0.12 [-0.44, 0.21]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? + + + +
+ + + + +
+ + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours Intervention Favours Control



[Intervention] for [health problem] 27-Nov-2020

Review Manager 5.4.1 3

1.9 Days with medication, End of treatment

Study or Subgroup

Santiago 2014
Varkey 2011

Total (95% CI)

Heterogeneity: Tau² = 0.25; Chi² = 4.24, df = 1 (P = 0.04); I² = 76%
Test for overall effect: Z = 1.01 (P = 0.31)

Mean

1
-2.72

SD

1.48
0.55

Total

24
30

54

Mean

3
-2.71

SD

2.99
0.54

Total

26
31

57

Weight

48.3%
51.7%

100.0%

IV, Random, 95% CI

-0.82 [-1.40, -0.24]
-0.02 [-0.52, 0.48]

-0.41 [-1.20, 0.38]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? + + +
+ + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control

1.10 Serious adverse events, End of treatment

Study or Subgroup

Hanssen 2018
Oliveira 2019
Varkey 2011

Events

0
0
0

Total

15
15
30

Events

0
0
0

Total

15
14
30

IV, Random, 95% CI

Not estimable
Not estimable
Not estimable

Intervention Control Risk Ratio

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? + + + +
+ ?
+ + ? + + +

Risk of Bias
A B C D E F G

Risk Ratio
IV, Random, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours Intervention Favours Control



[Intervention] for [health problem] 30-Sep-2020

Review Manager 5.4.1 1

1 Intervention vs Control

1.1 Headache frequency, End of treatment

Study or Subgroup

Alvarez Melcon 2018

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 1.90 (P = 0.06)

Mean

9.1

SD

3.57

Total

76

76

Mean

10.25

SD

3.88

Total

76

76

Weight

100.0%

100.0%

IV, Fixed, 95% CI

-1.15 [-2.34, 0.04]

-1.15 [-2.34, 0.04]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? + + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control

1.4 Headache frequency, Follow up

Study or Subgroup

Alvarez Melcon 2018

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 2.61 (P = 0.009)

Mean

7.14

SD

3.5

Total

76

76

Mean

8.64

SD

3.59

Total

76

76

Weight

100.0%

100.0%

IV, Fixed, 95% CI

-1.50 [-2.63, -0.37]

-1.50 [-2.63, -0.37]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? + + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-2 -1 0 1 2
Favours Intervention Favours Control

1.7 Headache Intensity, End of treatment

Study or Subgroup

Alvarez Melcon 2018

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 2.48 (P = 0.01)

Mean

4.58

SD

1.53

Total

76

76

Mean

5.19

SD

1.5

Total

76

76

Weight

100.0%

100.0%

IV, Fixed, 95% CI

-0.61 [-1.09, -0.13]

-0.61 [-1.09, -0.13]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? + + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control



[Intervention] for [health problem] 30-Sep-2020

Review Manager 5.4.1 2

1.10 Days with medication, End of treatment

Study or Subgroup

Alvarez Melcon 2018

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 1.58 (P = 0.12)

Mean

5.13

SD

3.76

Total

76

76

Mean

6.13

SD

4.06

Total

76

76

Weight

100.0%

100.0%

IV, Fixed, 95% CI

-1.00 [-2.24, 0.24]

-1.00 [-2.24, 0.24]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? + + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control



[Intervention] for [health problem] 19-Feb-2021

Review Manager 5.4.1 1

1 Intervention vs Control

1.1 Headache frequency, End of treatment

Study or Subgroup

Fritsche 2010
Kleiboer 2014
Mansourishad 2017
Seng 2019
Varkey 2011
Wells 2014

Total (95% CI)

Heterogeneity: Tau² = 0.12; Chi² = 17.03, df = 5 (P = 0.004); I² = 71%
Test for overall effect: Z = 0.59 (P = 0.56)

Mean

9.17
7.6

4.27
16.5

-0.94
9

SD

5.45
4.3

3.01
6

1.53
2.7

Total

60
195

13
31
30
10

339

Mean

8.47
7.6

10.27
15.5

-0.68
7.7

SD

5.54
4.1

3.21
5.9

1.55
3.25

Total

55
173
13
29
31

9

310

Weight

21.0%
24.8%
9.3%

17.5%
17.6%
9.8%

100.0%

IV, Random, 95% CI

0.13 [-0.24, 0.49]
0.00 [-0.20, 0.20]

-1.87 [-2.81, -0.92]
0.17 [-0.34, 0.67]

-0.17 [-0.67, 0.34]
0.42 [-0.49, 1.33]

-0.11 [-0.46, 0.25]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? ?
+ + ? ?
? ? ? ? + ? +
+ + + + ?
+ ? + + + +
+ + + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control

1.5 Quality of life, End of treatment

Study or Subgroup

Kleiboer 2014
Rashid Tavalai 2015
Sorbi 2015
Varkey 2011
Wells 2014

Total (95% CI)

Heterogeneity: Tau² = 0.01; Chi² = 5.09, df = 4 (P = 0.28); I² = 21%
Test for overall effect: Z = 0.80 (P = 0.43)

Mean

53
61.72

53
3.4

31.5

SD

7.8
10.85

7.8
10.4

23.34

Total

195
17

195
30
10

447

Mean

53.9
56.94

53.9
1.9

45.2

SD

8.3
9.61

8.3
10.6

10.92

Total

173
18

173
31

9

404

Weight

40.1%
6.1%

40.1%
10.4%

3.3%

100.0%

IV, Random, 95% CI

-0.11 [-0.32, 0.09]
0.46 [-0.22, 1.13]

-0.11 [-0.32, 0.09]
0.14 [-0.36, 0.64]

-0.71 [-1.64, 0.23]

-0.07 [-0.24, 0.10]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ + ? ?
? ? ? ?
+ ? ? + +
+ ? + + + +
+ + + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours Intervention Favours Control



[Intervention] for [health problem] 19-Feb-2021

Review Manager 5.4.1 2

1.9 Functionality, End of treatment

Study or Subgroup

Bromberg 2012
Kleiboer 2014
Seng 2019
Sorbi 2015
Wells 2014

Total (95% CI)

Heterogeneity: Tau² = 0.02; Chi² = 6.50, df = 4 (P = 0.16); I² = 38%
Test for overall effect: Z = 0.68 (P = 0.50)

Mean

42.48
27

52.5
27

4.5

SD

41.81
22.4
21.2
22.4
6.01

Total

68
195

31
195

10

499

Mean

46.04
27.7
50.2
27.7

14

SD

44.77
26.6
16.2
26.6
7.8

Total

87
173

29
173

9

471

Weight

20.7%
32.9%
10.5%
32.9%

3.0%

100.0%

IV, Random, 95% CI

-0.08 [-0.40, 0.24]
-0.03 [-0.23, 0.18]
0.12 [-0.39, 0.63]

-0.03 [-0.23, 0.18]
-1.31 [-2.33, -0.30]

-0.06 [-0.24, 0.12]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? ?
+ + ? ?
+ + + + ?
+ ? ? + +
+ + + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control

1.13 Functionality, Follow up

Study or Subgroup

Bromberg 2012
Sorbi 2015
Wells 2014

Total (95% CI)

Heterogeneity: Tau² = 0.03; Chi² = 3.51, df = 2 (P = 0.17); I² = 43%
Test for overall effect: Z = 0.64 (P = 0.52)

Mean

36.05
27.1

6.5

SD

37.77
30.2

4.8927

Total

46
195

10

251

Mean

39.45
26.6

11

SD

42.49
25.5

4.5533

Total

74
173

9

256

Weight

35.3%
56.1%

8.6%

100.0%

IV, Random, 95% CI

-0.08 [-0.45, 0.29]
0.02 [-0.19, 0.22]

-0.91 [-1.86, 0.05]

-0.10 [-0.40, 0.20]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? ?
+ ? ? + +
+ + + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours Intervention Favours Control



[Intervention] for [health problem] 19-Feb-2021

Review Manager 5.4.1 3

1.15 Days with migraine, End of treatment

Study or Subgroup

Fritsche 2010
Kleiboer 2014
Sorbi 2015
Varkey 2011
Wells 2014

Total (95% CI)

Heterogeneity: Tau² = 0.00; Chi² = 0.61, df = 4 (P = 0.96); I² = 0%
Test for overall effect: Z = 0.78 (P = 0.44)

Mean

5.6
2.8
2.8

-1.47
1

SD

3.79
2
2

3.01
3.9

Total

60
195
195

30
10

490

Mean

5.78
2.7
2.7

-2.08
0

SD

4.01
1.7
1.7

3
19.51

Total

55
173
173

31
9

441

Weight

12.4%
39.5%
39.5%

6.5%
2.0%

100.0%

IV, Random, 95% CI

-0.05 [-0.41, 0.32]
0.05 [-0.15, 0.26]
0.05 [-0.15, 0.26]
0.20 [-0.30, 0.70]
0.07 [-0.83, 0.97]

0.05 [-0.08, 0.18]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? ?
+ + ? ?
+ ? ? + +
+ ? + + + +
+ + + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours Intervention Favours Control

1.18 Depression, End of treatment

Study or Subgroup

Bromberg 2012
Fritsche 2010
Wells 2014

Total (95% CI)

Heterogeneity: Tau² = 0.14; Chi² = 7.41, df = 2 (P = 0.02); I² = 73%
Test for overall effect: Z = 0.97 (P = 0.33)

Mean

20.39
4.65

2

SD

7.99
1.16
1.38

Total

68
60
10

138

Mean

21.44
4.54

4

SD

8.39
1.18

1.3

Total

87
57

9

153

Weight

42.5%
40.5%
17.0%

100.0%

IV, Random, 95% CI

-0.13 [-0.44, 0.19]
0.09 [-0.27, 0.46]

-1.42 [-2.46, -0.39]

-0.26 [-0.78, 0.27]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? ?
+ ? ? ? ?
+ + + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control

1.21 Anxiety, End of treatment

Study or Subgroup

Bromberg 2012
Fritsche 2010
Wells 2014

Total (95% CI)

Heterogeneity: Tau² = 0.00; Chi² = 0.93, df = 2 (P = 0.63); I² = 0%
Test for overall effect: Z = 0.48 (P = 0.63)

Mean

18.89
6.7

59.5

SD

6.59
2.53

19.99

Total

68
60
10

138

Mean

19.85
6.51

65

SD

7.08
2.22

26.67

Total

87
57

9

153

Weight

52.9%
40.6%

6.5%

100.0%

IV, Random, 95% CI

-0.14 [-0.46, 0.18]
0.08 [-0.28, 0.44]

-0.22 [-1.13, 0.68]

-0.06 [-0.29, 0.17]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? ?
+ ? ? ? ?
+ + + ? + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control



[Intervention] for [health problem] 19-Feb-2021

Review Manager 5.4.1 4

1.24 Stress symptoms, End of treatment

Study or Subgroup

Bromberg 2012

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 1.83 (P = 0.07)

Mean

24.1

SD

8.41

Total

68

68

Mean

26.66

SD

8.95

Total

87

87

Weight

100.0%

100.0%

IV, Fixed, 95% CI

-2.56 [-5.30, 0.18]

-2.56 [-5.30, 0.18]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? ?

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-20 -10 0 10 20
Favours Intervention Favours Control

1.25 Serious adverse events, End of treatment

Study or Subgroup

Bromberg 2012
Varkey 2011
Wells 2014

Events

0
0
0

Total

89
30
10

Events

0
0
0

Total

91
31

9

IV, Random, 95% CI

Not estimable
Not estimable
Not estimable

Intervention Control Risk Ratio

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? ?
+ ? + + + +
+ + + ? + + +

Risk of Bias
A B C D E F G

Risk Ratio
IV, Random, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours Intervention Favours Control



[Intervention] for [health problem] 06-Nov-2020

Review Manager 5.4.1 1

1 Intervention vs Control

1.1 Headache frequency, End of treatment

Study or Subgroup

Cathcart 2014

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 0.22 (P = 0.82)

Mean

9.37

SD

4.8

Total

22

22

Mean

9.65

SD

3.2

Total

19

19

Weight

100.0%

100.0%

IV, Fixed, 95% CI

-0.28 [-2.75, 2.19]

-0.28 [-2.75, 2.19]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

? ? ? + + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-10 -5 0 5 10
Favours Intervention Favours Control

1.2 Stress symptoms, End of treatment

Study or Subgroup

Omidi 2015

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 5.17 (P < 0.00001)

Mean

12.7

SD

2.69

Total

30

30

Mean

16.13

SD

2.44

Total

30

30

Weight

100.0%

100.0%

IV, Fixed, 95% CI

-3.43 [-4.73, -2.13]

-3.43 [-4.73, -2.13]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-10 -5 0 5 10
Favours Intervention Favours Control



[Intervention] for [health problem] 01-Nov-2020

Review Manager 5.4.1 1

1 Intervention vs Control

1.1 Headache frequency, End of treatment

Study or Subgroup

Jena 2008
Linde 2005

Total (95% CI)

Heterogeneity: Tau² = 0.03; Chi² = 4.04, df = 1 (P = 0.04); I² = 75%
Test for overall effect: Z = 4.03 (P < 0.0001)

Mean

-43
4.9

SD

42
3.4

Total

1613
145

1758

Mean

-15.2
6.3

SD

37.38
3.6

Total

1569
76

1645

Weight

60.9%
39.1%

100.0%

IV, Random, 95% CI

-0.70 [-0.77, -0.63]
-0.40 [-0.68, -0.12]

-0.58 [-0.87, -0.30]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? ? + +
+ ? ? + + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control

1.3 Quality of life, End of treatment

Study or Subgroup

Diener 2006
Jena 2008
Linde 2005

Total (95% CI)

Heterogeneity: Tau² = 0.00; Chi² = 2.98, df = 2 (P = 0.23); I² = 33%
Test for overall effect: Z = 6.00 (P < 0.00001)

Mean

47.6
16

46.7

SD

7.3
48.28

7.5

Total

290
877
145

1312

Mean

45.1
2.8

42.5

SD

8.1
32.44

6.6

Total

187
838

76

1101

Weight

28.1%
57.4%
14.5%

100.0%

IV, Random, 95% CI

0.33 [0.14, 0.51]
0.32 [0.22, 0.41]
0.58 [0.30, 0.86]

0.36 [0.24, 0.48]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? + + + +
+ ? ? ? ? + +
+ ? ? + + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-0.5 -0.25 0 0.25 0.5
Favours Control Favours Intervention

1.7 Quality of life, Follow up

Study or Subgroup

Diener 2006

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 0.35 (P = 0.72)

Mean

47.3

SD

8.2

Total

290

290

Mean

47

SD

9.5

Total

187

187

Weight

100.0%

100.0%

IV, Fixed, 95% CI

0.30 [-1.36, 1.96]

0.30 [-1.36, 1.96]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? + + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-10 -5 0 5 10
Favours Intervention Favours Control



[Intervention] for [health problem] 01-Nov-2020

Review Manager 5.4.1 2

1.9 Headache intensity, End of treatment

Study or Subgroup

Diener 2006
Facco 2013
Linde 2005

Total (95% CI)

Heterogeneity: Tau² = 0.42; Chi² = 38.67, df = 2 (P < 0.00001); I² = 95%
Test for overall effect: Z = 2.35 (P = 0.02)

Mean

63.5
3

3.7

SD

19.1
0.74

2

Total

290
41

145

476

Mean

67.5
5

5.6

SD

17.8
1.48

2.1

Total

187
41
76

304

Weight

35.1%
30.9%
34.0%

100.0%

IV, Random, 95% CI

-0.21 [-0.40, -0.03]
-1.69 [-2.20, -1.19]
-0.93 [-1.22, -0.64]

-0.92 [-1.68, -0.15]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? + + + +
+ + ? ? + + +
+ ? ? + + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control

1.12 Days with migraine, End of treatment

Study or Subgroup

Jena 2008
Xu 2020

Total (95% CI)

Heterogeneity: Tau² = 0.64; Chi² = 23.71, df = 1 (P < 0.00001); I² = 96%
Test for overall effect: Z = 0.17 (P = 0.87)

Mean

40.5
-3.1

SD

55.32544
2.6

Total

1613
58

1671

Mean

16.5
-1.3

SD

49.5132558
2.5

Total

1569
29

1598

Weight

52.0%
48.0%

100.0%

IV, Random, 95% CI

0.46 [0.39, 0.53]
-0.69 [-1.15, -0.24]

-0.10 [-1.22, 1.03]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? ? + +
+ + + + + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control

1.14 Days with medication, End of treatment

Study or Subgroup

Linde 2005
Naderinabi 2017

Total (95% CI)

Heterogeneity: Tau² = 0.00; Chi² = 0.78, df = 1 (P = 0.38); I² = 0%
Test for overall effect: Z = 3.79 (P = 0.0001)

Mean

3.2
8.32

SD

3
4.52

Total

145
50

195

Mean

4.4
11.3

SD

3.6
5.43

Total

76
50

126

Weight

67.2%
32.8%

100.0%

IV, Random, 95% CI

-0.37 [-0.65, -0.09]
-0.59 [-0.99, -0.19]

-0.44 [-0.67, -0.21]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? + + + +
? ? ? ? ? + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control



[Intervention] for [health problem] 01-Nov-2020

Review Manager 5.4.1 3

1.15 Days with medication, End of treatment

Study or Subgroup

Diener 2006

Total (95% CI)

Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.33 (P = 0.18)

Events

258

258

Total

290

290

Events

173

173

Total

187

187

Weight

100.0%

100.0%

IV, Fixed, 95% CI

0.96 [0.91, 1.02]

0.96 [0.91, 1.02]

Intervention Control Risk Ratio

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? + + + +

Risk of Bias
A B C D E F G

Risk Ratio
IV, Fixed, 95% CI

0.85 1 1.1 1.2
Favours Control Favours Intervention

1.16 Functionality, End of treatment

Study or Subgroup

Facco 2008
Facco 2013
Linde 2005

Total (95% CI)

Heterogeneity: Tau² = 2.72; Chi² = 100.60, df = 2 (P < 0.00001); I² = 98%
Test for overall effect: Z = 0.73 (P = 0.46)

Mean

2.1
5

20.7

SD

1.5
1.48
16.6

Total

32
41

145

218

Mean

9
3

32.9

SD

3.1
1.48
17.1

Total

34
41
76

151

Weight

32.7%
33.4%
33.9%

100.0%

IV, Random, 95% CI

-2.77 [-3.46, -2.09]
1.34 [0.86, 1.82]

-0.72 [-1.01, -0.44]

-0.70 [-2.60, 1.19]

Intervention Control Std. Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

? ? ? ? ? + +
+ + ? ? + + +
+ ? ? + + + +

Risk of Bias
A B C D E F G

Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours Intervention Favours Control

1.19 Serious adverse events, End of treatment

Study or Subgroup

Diener 2006
Jena 2008
Linde 2005
Xu 2020

Total (95% CI)

Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.66, df = 1 (P = 0.42); I² = 0%
Test for overall effect: Z = 0.70 (P = 0.48)

Events

5
0
4
0

9

Total

290
1613

145
58

2106

Events

1
0
2
0

3

Total

187
1569

76
29

1861

Weight

38.0%

62.0%

100.0%

IV, Random, 95% CI

3.22 [0.38, 27.38]
Not estimable

1.05 [0.20, 5.59]
Not estimable

1.61 [0.43, 6.01]

Intervention Control Risk Ratio

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? + + + +
+ ? ? ? ? + +
+ ? ? + + + +
+ + + + + + +

Risk of Bias
A B C D E F G

Risk Ratio
IV, Random, 95% CI

0.002 0.1 1 10 500
Favours Control Favours Intervention



[Intervention] for [health problem] 26-Jan-2021

Review Manager 5.4.1 1

1 Intervention vs Control

1.4 Quality of life, End of treatment

Study or Subgroup

Jena 2008

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 12.85 (P < 0.00001)

Mean

22.2

SD

47.0946

Total

1613

1613

Mean

1.8

SD

42.408

Total

1569

1569

Weight

100.0%

100.0%

IV, Fixed, 95% CI

20.40 [17.29, 23.51]

20.40 [17.29, 23.51]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? ? + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-20 -10 0 10 20
Favours Control Favours Intervention

1.15 Days with headache, End of treatment

Study or Subgroup

Jena 2008

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 14.11 (P < 0.00001)

Mean

47.3

SD

71.71

Total

1613

1613

Mean

13.4

SD

63.65

Total

1569

1569

Weight

100.0%

100.0%

IV, Fixed, 95% CI

33.90 [29.19, 38.61]

33.90 [29.19, 38.61]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? ? + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-20 -10 0 10 20
Favours Control Favours Intervention

1.18 Serious adverse events, End of treatment

Study or Subgroup

Jena 2008

Total (95% CI)

Total events
Heterogeneity: Not applicable
Test for overall effect: Not applicable

Events

0

0

Total

1613

1613

Events

0

0

Total

1569

1569

Weight IV, Random, 95% CI

Not estimable

Not estimable

Intervention Control Risk Ratio

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? ? + +

Risk of Bias
A B C D E F G

Risk Ratio
IV, Random, 95% CI

0.002 0.1 1 10 500
Favours Intervention Favours Control



[Intervention] for [health problem] 01-Mar-2021

Review Manager 5.4.1 1

1 Intervention vs Control

1.1 Headache frequency. End of treatment

Study or Subgroup

Odawara 2015

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 1.47 (P = 0.14)

Mean

4.3

SD

2.9

Total

17

17

Mean

6.5

SD

4.4

Total

11

11

Weight

100.0%

100.0%

IV, Fixed, 95% CI

-2.20 [-5.14, 0.74]

-2.20 [-5.14, 0.74]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-20 -10 0 10 20
Favours Intervention Favours Control

1.2 Quality of life, End of treatment

Study or Subgroup

MahmoudzadehZarandi 2016

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 11.33 (P < 0.00001)

Mean

97.09

SD

4.25

Total

42

42

Mean

57

SD

22.26

Total

41

41

Weight

100.0%

100.0%

IV, Fixed, 95% CI

40.09 [33.16, 47.02]

40.09 [33.16, 47.02]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

? ? ? ? + ? +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-50 -25 0 25 50
Favours Control Favours Intervention

1.9 Byrden of symptoms, End of treatment

Study or Subgroup

Bromberg 2012

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 0.51 (P = 0.61)

Mean

42.48

SD

41.89

Total

68

68

Mean

46.04

SD

44.77

Total

87

87

Weight

100.0%

100.0%

IV, Fixed, 95% CI

-3.56 [-17.26, 10.14]

-3.56 [-17.26, 10.14]

Intervention Control Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? + + +

Risk of Bias
A B C D E F G

Mean Difference
IV, Fixed, 95% CI

-20 -10 0 10 20
Favours Intervention Favours Control



[Intervention] for [health problem] 01-Mar-2021

Review Manager 5.4.1 2

1.11 Serious adverse events, End of treatment

Study or Subgroup

Bromberg 2012
Cady 2009

Events

0
0

Total

93
50

Events

0
0

Total

92
46

IV, Random, 95% CI

Not estimable
Not estimable

Intervention Control Risk Ratio

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

+ ? ? ? + + +
+ ? + + + + +

Risk of Bias
A B C D E F G

Risk Ratio
IV, Random, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours Intervention Favours Control


