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1 Antidepressants versus Placebo for GAD
1 Duloxetine versus Placebo

1.2 Discontinuation due to adverse events

Study or Subgroup
Hartford 2007
Koponen 2007
Nicolini 2009
Rynn 2008

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.33; Chi² = 9.05, df = 3 (P = 0.03); I² = 67%
Test for overall effect: Z = 3.17 (P = 0.002)

Events
23
45
20
34

122

Total
162
338
158
168

826

Events
3
4

15
13

35

Total
161
175
170
159

665

Weight
18.5%
21.7%
29.6%
30.3%

100.0%

IV, Random, 95% CI
7.62 [2.33, 24.88]
5.82 [2.13, 15.93]

1.43 [0.76, 2.70]
2.48 [1.36, 4.52]

3.12 [1.55, 6.31]

Duloxetine Placebo Risk Ratio Risk Ratio
IV, Random, 95% CI

0.02 0.1 1 10 50
Favours duloxetine Favours placebo

1.3 Non-Response

Study or Subgroup
Hartford 2007
Koponen 2007 (1)
Nicolini 2009
Rynn 2008 (2)

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.03; Chi² = 12.77, df = 3 (P = 0.005); I² = 77%
Test for overall effect: Z = 3.08 (P = 0.002)

Events
92

149
60

101

402

Total
162
338
158
168

826

Events
103
122
101
111

437

Total
161
175
170
159

665

Weight
25.3%
26.8%
21.5%
26.4%

100.0%

IV, Random, 95% CI
0.89 [0.74, 1.06]
0.63 [0.54, 0.74]
0.64 [0.51, 0.81]
0.86 [0.73, 1.01]

0.75 [0.62, 0.90]

Duloxetine Placebo Risk Ratio

(1) changed
(2) changed

Risk Ratio
IV, Random, 95% CI

0.5 0.7 1 1.5 2
Favours duloxetine Favours placebo

1.4 Non-remission

Study or Subgroup
Hartford 2007
Koponen 2007
Nicolini 2009
Rynn 2008

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.01; Chi² = 13.99, df = 3 (P = 0.003); I² = 79%
Test for overall effect: Z = 2.33 (P = 0.02)

Events
128
221
91

121

561

Total
162
338
158
168

826

Events
131
142
137
122

532

Total
161
175
170
159

665

Weight
26.3%
26.6%
22.4%
24.7%

100.0%

M-H, Random, 95% CI
0.97 [0.87, 1.08]
0.81 [0.73, 0.90]
0.71 [0.61, 0.83]
0.94 [0.83, 1.07]

0.86 [0.75, 0.98]

Duloxetine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

1.5 HAM-A Mean change from baseline

Study or Subgroup
Hartford 2007
Koponen 2007
Nicolini 2009
Rynn 2008

Total (95% CI)
Heterogeneity: Tau² = 0.01; Chi² = 6.31, df = 3 (P = 0.10); I² = 52%
Test for overall effect: Z = 5.19 (P < 0.00001)

Mean
-11.82
-12.56
-15.3
-8.27

SD
6.21
9.93
6.15
9.56

Total
149
338
151
161

799

Mean
-9.19
-8.38
-11.6
-6.49

SD
6.01
9.17
6.39
9.13

Total
158
175
163
158

654

Weight
23.6%
28.5%
23.6%
24.3%

100.0%

IV, Random, 95% CI
-0.43 [-0.66, -0.20]
-0.43 [-0.62, -0.25]
-0.59 [-0.81, -0.36]
-0.19 [-0.41, 0.03]

-0.41 [-0.56, -0.25]

Duloxetine Placebo Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-1 -0.5 0 0.5 1
Favours duloxetine Favours placebo
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1 Antidepressants versus Placebo for GAD
1.11 Nausea

Study or Subgroup
Koponen 2007
Rynn 2008

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.03; Chi² = 1.46, df = 1 (P = 0.23); I² = 32%
Test for overall effect: Z = 6.65 (P < 0.00001)

Events
144
62

206

Total
338
168

506

Events
13
16

29

Total
175
159

334

Weight
47.9%
52.1%

100.0%

M-H, Random, 95% CI
5.74 [3.35, 9.82]
3.67 [2.21, 6.08]

4.54 [2.91, 7.10]

Duloxetine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control

1.12 Insomnia

Study or Subgroup
Koponen 2007
Rynn 2008

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.17, df = 1 (P = 0.68); I² = 0%
Test for overall effect: Z = 2.69 (P = 0.007)

Events
32
11

43

Total
338
168

506

Events
6
5

11

Total
175
159

334

Weight
59.6%
40.4%

100.0%

M-H, Random, 95% CI
2.76 [1.18, 6.48]
2.08 [0.74, 5.86]

2.46 [1.28, 4.76]

Duloxetine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

1.13 Sexual problems

Study or Subgroup
Koponen 2007
Rynn 2008

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.82, df = 1 (P = 0.37); I² = 0%
Test for overall effect: Z = 2.35 (P = 0.02)

Events
19

9

28

Total
338
168

506

Events
2
4

6

Total
175
159

334

Weight
39.1%
60.9%

100.0%

M-H, Random, 95% CI
4.92 [1.16, 20.88]

2.13 [0.67, 6.78]

2.95 [1.20, 7.29]

Duloxetine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

2 Imipramine versus Placebo

2.1 HAM-A

Study or Subgroup
McLeod 1992

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 1.27 (P = 0.21)

Mean
-12.9

SD
7.8

Total
14

14

Mean
-8.8

SD
8.54

Total
14

14

Weight
100.0%

100.0%

IV, Random, 95% CI
-0.49 [-1.24, 0.27]

-0.49 [-1.24, 0.27]

TCA Placebo Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours experimental Favours control

3 Venlafaxine versus Placebo
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1 Antidepressants versus Placebo for GAD
3.2 Discontinuation due to adverse events

Study or Subgroup
Allgulander 2001
Bose 2008
Davidson1999
Gelenberg 2000
Hackett 2003
Hartford 2007
Kasper 2009
Montgomery 2006
Nicolini 2009
Rickels 2000a

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.04; Chi² = 11.82, df = 9 (P = 0.22); I² = 24%
Test for overall effect: Z = 5.41 (P < 0.00001)

Events
33
17
50
30
40
18
22
23
20
49

302

Total
271
133
203
124
370
164
125
113
169
253

1925

Events
14
7

10
18
4
3
7

10
15
7

95

Total
130
140
104
127

97
161
128
101
170

97

1255

Weight
13.5%

7.8%
12.2%
15.6%

5.9%
4.3%
8.4%

10.8%
12.2%

9.4%

100.0%

M-H, Random, 95% CI
1.13 [0.63, 2.04]
2.56 [1.10, 5.97]
2.56 [1.36, 4.84]
1.71 [1.01, 2.90]
2.62 [0.96, 7.15]

5.89 [1.77, 19.61]
3.22 [1.43, 7.26]
2.06 [1.03, 4.11]
1.34 [0.71, 2.53]
2.68 [1.26, 5.72]

2.06 [1.59, 2.68]

Venlafaxine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

3.3 Non-response

Study or Subgroup
Bose 2008
Davidson1999
Hackett 2003
Hartford 2007
Kasper 2009
Montgomery 2006
Nicolini 2009
Nimatoudis 2004

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.02; Chi² = 16.40, df = 7 (P = 0.02); I² = 57%
Test for overall effect: Z = 3.27 (P = 0.001)

Events
66

116
170
78
70
45
72

2

619

Total
133
203
370
164
125
113
169
24

1301

Events
83
69
53

103
69
56

101
16

550

Total
140
104

97
161
128
101
170

22

923

Weight
14.1%
16.1%
14.5%
15.2%
13.9%
11.0%
14.3%

0.9%

100.0%

M-H, Random, 95% CI
0.84 [0.67, 1.04]
0.86 [0.72, 1.03]
0.84 [0.68, 1.04]
0.74 [0.61, 0.91]
1.04 [0.83, 1.30]
0.72 [0.54, 0.96]
0.72 [0.58, 0.89]
0.11 [0.03, 0.44]

0.80 [0.71, 0.92]

Venlafaxine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

3.5 Non-remission

Study or Subgroup
Bose 2008
Hartford 2007
Lenox-Smith 2003
Montgomery 2006
Nicolini 2009
Nimatoudis 2004

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.02; Chi² = 19.56, df = 5 (P = 0.002); I² = 74%
Test for overall effect: Z = 2.98 (P = 0.003)

Events
93

116
106
73
99

9

496

Total
133
164
122
113
169
24

725

Events
108
131
112
78

137
20

586

Total
140
161
122
101
170

22

716

Weight
18.6%
19.9%
22.2%
16.6%
18.4%

4.3%

100.0%

M-H, Random, 95% CI
0.91 [0.79, 1.05]
0.87 [0.77, 0.98]
0.95 [0.87, 1.03]
0.84 [0.70, 0.99]
0.73 [0.63, 0.84]
0.41 [0.24, 0.70]

0.83 [0.74, 0.94]

Venlafaxine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control
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1 Antidepressants versus Placebo for GAD
3.7 HAM-A

Study or Subgroup
Hartford 2007
Kasper 2009
Montgomery 2006
Nicolini 2009
Nimatoudis 2004

Total (95% CI)
Heterogeneity: Tau² = 0.07; Chi² = 19.27, df = 4 (P = 0.0007); I² = 79%
Test for overall effect: Z = 3.60 (P = 0.0003)

Mean
-12.4

-12
-14.1
-15.5
-19.2

SD
6.07
7.12
6.03
6.16
5.1

Total
164
125
113
169
24

595

Mean
-9.19
-11.7
-11.6
-11.6
-10.8

SD
6.01

7.2
5.69
6.36

8.1

Total
161
128
101
170
22

582

Weight
22.9%
22.1%
21.2%
23.0%
10.9%

100.0%

IV, Random, 95% CI
-0.53 [-0.75, -0.31]
-0.04 [-0.29, 0.20]

-0.42 [-0.70, -0.15]
-0.62 [-0.84, -0.40]
-1.23 [-1.87, -0.60]

-0.50 [-0.77, -0.23]

Venlafaxine Placebo Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours experimental Favours control

3.14 Nausea

Study or Subgroup
3.14.1 Venlafaxine
Bose 2008
Davidson1999
Gelenberg 2000
Hartford 2007
Kasper 2009
Lenox-Smith 2003
Montgomery 2006
Rickels 2000a
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 7.54, df = 7 (P = 0.37); I² = 7%
Test for overall effect: Z = 10.42 (P < 0.00001)

Total (95% CI)
Total events
Heterogeneity: Chi² = 7.54, df = 7 (P = 0.37); I² = 7%
Test for overall effect: Z = 10.42 (P < 0.00001)
Test for subgroup differences: Not applicable

Events

34
78
58
38
32
38
31

128

437

437

Total

129
203
124
164
125
122
113
273

1253

1253

Events

11
14
27
22
11
12
8

12

117

117

Total

136
104
127
161
128
122
101

97
976

976

Weight

8.4%
14.6%
21.0%
17.5%

8.5%
9.4%
6.6%

13.9%
100.0%

100.0%

M-H, Fixed, 95% CI

3.26 [1.73, 6.15]
2.85 [1.70, 4.79]
2.20 [1.50, 3.23]
1.70 [1.05, 2.73]
2.98 [1.57, 5.64]
3.17 [1.74, 5.76]
3.46 [1.67, 7.18]
3.79 [2.20, 6.53]
2.76 [2.28, 3.34]

2.76 [2.28, 3.34]

Venlafaxine Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

3.20 Insomnia

Study or Subgroup
3.20.1 Venlafaxine
Bose 2008
Hartford 2007
Kasper 2009
Lenox-Smith 2003
Montgomery 2006
Rickels 2000a
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 10.70, df = 5 (P = 0.06); I² = 53%
Test for overall effect: Z = 2.97 (P = 0.003)

Total (95% CI)
Total events
Heterogeneity: Chi² = 10.70, df = 5 (P = 0.06); I² = 53%
Test for overall effect: Z = 2.97 (P = 0.003)
Test for subgroup differences: Not applicable

Events

18
15
12
16

8
71

140

140

Total

136
164
125
122
113
273
933

933

Events

23
3
6
9
5

14

60

60

Total

129
161
128
122
101

97
738

738

Weight

35.0%
4.5%
8.8%

13.3%
7.8%

30.6%
100.0%

100.0%

M-H, Fixed, 95% CI

0.74 [0.42, 1.31]
4.91 [1.45, 16.63]
2.05 [0.79, 5.29]
1.78 [0.82, 3.87]
1.43 [0.48, 4.23]
1.80 [1.07, 3.04]
1.56 [1.16, 2.09]

1.56 [1.16, 2.09]

Venlafaxine Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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1 Antidepressants versus Placebo for GAD
3.28 Ejaculation disorder

Study or Subgroup
3.28.1 Venlafaxine
Bose 2008
Gelenberg 2000
Rickels 2000a
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 0.88, df = 2 (P = 0.65); I² = 0%
Test for overall effect: Z = 4.56 (P < 0.00001)

Total (95% CI)
Total events
Heterogeneity: Chi² = 0.88, df = 2 (P = 0.65); I² = 0%
Test for overall effect: Z = 4.56 (P < 0.00001)
Test for subgroup differences: Not applicable

Events

37
14
17

68

68

Total

129
124
273
526

526

Events

0
0
0

0

0

Total

136
127

97
360

360

Weight

28.3%
28.8%
42.9%

100.0%

100.0%

M-H, Fixed, 95% CI

79.04 [4.90, 1273.88]
29.70 [1.79, 492.46]
12.52 [0.76, 206.20]
36.32 [7.76, 170.02]

36.32 [7.76, 170.02]

Venlafaxine Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.001 0.1 1 10 1000
Favours experimental Favours control

4 Escitalopram versus Placebo

4.2 Discontinuation due to adverse events

Study or Subgroup
4.2.2 Escitalopram
Astra Zeneca 2007b
Baldwin 2006
Bose 2008
Davidson 2004
Lenze 2009
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 2.11, df = 4 (P = 0.72); I² = 0%
Test for overall effect: Z = 2.73 (P = 0.006)

Total (95% CI)
Total events
Heterogeneity: Chi² = 2.11, df = 4 (P = 0.72); I² = 0%
Test for overall effect: Z = 2.73 (P = 0.006)

Events

25
22

9
14

3

73

73

Total

213
269
131
158
86

857

857

Events

15
4
7
8
4

38

38

Total

215
139
140
159
93

746

746

Weight

38.5%
13.6%
17.4%
20.6%
9.9%

100.0%

100.0%

M-H, Fixed, 95% CI

1.68 [0.91, 3.10]
2.84 [1.00, 8.08]
1.37 [0.53, 3.58]
1.76 [0.76, 4.08]
0.81 [0.19, 3.52]
1.72 [1.16, 2.53]

1.72 [1.16, 2.53]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

4.4 Non-response

Study or Subgroup
4.4.2 Escitalopram
Astra Zeneca 2007b
Baldwin 2006
Bose 2008
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.02; Chi² = 5.32, df = 2 (P = 0.07); I² = 62%
Test for overall effect: Z = 2.24 (P = 0.03)

Events

104
65
64

233

Total

213
269
131
613

Events

117
56
83

256

Total

215
139
140
494

Weight

38.7%
27.1%
34.2%

100.0%

M-H, Random, 95% CI

0.90 [0.75, 1.08]
0.60 [0.45, 0.80]
0.82 [0.66, 1.03]
0.78 [0.63, 0.97]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours SSRIs Favours Placebo
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1 Antidepressants versus Placebo for GAD
4.5 Non-remission

Study or Subgroup
4.5.4 Escitalopram
Astra Zeneca 2007b
Bose 2008
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.42, df = 1 (P = 0.52); I² = 0%
Test for overall effect: Z = 1.44 (P = 0.15)

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.42, df = 1 (P = 0.52); I² = 0%
Test for overall effect: Z = 1.44 (P = 0.15)
Test for subgroup differences: Not applicable

Events

149
91

240

240

Total

213
131
344

344

Events

157
108

265

265

Total

215
140
355

355

Weight

59.4%
40.6%

100.0%

100.0%

M-H, Random, 95% CI

0.96 [0.85, 1.08]
0.90 [0.78, 1.04]
0.93 [0.85, 1.02]

0.93 [0.85, 1.02]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

4.6 HAM-A (change from baseline)

Study or Subgroup
4.6.1 Escitalopram
Baldwin 2006
Bose 2008
Davidson 2004
Goodman2005
Subtotal (95% CI)
Heterogeneity: Tau² = 0.01; Chi² = 5.40, df = 3 (P = 0.14); I² = 44%
Test for overall effect: Z = 4.55 (P < 0.00001)

Mean

-16.56
-10.94
-11.3

-9.3

SD

7.84
5.3

7.54
10.16

Total

266
125
158
267
816

Mean

-14.2
-9.21
-7.4
-7.6

SD

5.49
5.5

7.52
8.2

Total

138
135
157
266
696

Weight

25.3%
20.8%
23.1%
30.8%

100.0%

IV, Random, 95% CI

-0.33 [-0.54, -0.12]
-0.32 [-0.56, -0.07]
-0.52 [-0.74, -0.29]
-0.18 [-0.35, -0.01]
-0.33 [-0.47, -0.19]

SSRIs Placebo Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-1 -0.5 0 0.5 1
Favours experimental Favours control

4.16 Nausea

Study or Subgroup
4.16.1 Escitalopram
Baldwin 2006
Bose 2008
Davidson 2004
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 0.92, df = 2 (P = 0.63); I² = 0%
Test for overall effect: Z = 4.15 (P < 0.0001)

Total (95% CI)
Total events
Heterogeneity: Chi² = 0.92, df = 2 (P = 0.63); I² = 0%
Test for overall effect: Z = 4.15 (P < 0.0001)
Test for subgroup differences: Not applicable

Events

56
26
30

112

112

Total

269
127
158
554

554

Events

17
11
14

42

42

Total

139
136
157
432

432

Weight

47.6%
22.6%
29.8%

100.0%

100.0%

M-H, Fixed, 95% CI

1.70 [1.03, 2.81]
2.53 [1.31, 4.91]
2.13 [1.17, 3.86]
2.02 [1.45, 2.81]

2.02 [1.45, 2.81]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control
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1 Antidepressants versus Placebo for GAD
4.19 Anorgasmia

Study or Subgroup
4.19.1 Escitalopram
Baldwin 2006
Davidson 2004
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 0.14, df = 1 (P = 0.71); I² = 0%
Test for overall effect: Z = 2.56 (P = 0.01)

Events

8
9

17

Total

269
158
427

Events

0
0

0

Total

139
157
296

Weight

56.8%
43.2%

100.0%

M-H, Fixed, 95% CI

8.81 [0.51, 151.61]
18.88 [1.11, 321.63]
13.17 [1.83, 94.89]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.002 0.1 1 10 500
Favours experimental Favours control

4.21 Insomnia

Study or Subgroup
4.21.1 Escitalopram
Baldwin 2006
Bose 2008
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 6.73, df = 1 (P = 0.009); I² = 85%
Test for overall effect: Z = 2.21 (P = 0.03)

Total (95% CI)
Total events
Heterogeneity: Chi² = 6.73, df = 1 (P = 0.009); I² = 85%
Test for overall effect: Z = 2.21 (P = 0.03)
Test for subgroup differences: Not applicable

Events

31
17

48

48

Total

269
127
396

396

Events

3
18

21

21

Total

139
136
275

275

Weight

18.5%
81.5%

100.0%

100.0%

M-H, Fixed, 95% CI

5.34 [1.66, 17.16]
1.01 [0.55, 1.87]
1.81 [1.07, 3.08]

1.81 [1.07, 3.08]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

5 Sertraline versus Placebo

5.2 Discontinuation due to adverse events

Study or Subgroup
5.2.3 Sertraline
Allgulander 2004
Brawman-Mintzer 2006
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 3.22, df = 1 (P = 0.07); I² = 69%
Test for overall effect: Z = 0.32 (P = 0.75)

Total (95% CI)
Total events
Heterogeneity: Chi² = 3.22, df = 1 (P = 0.07); I² = 69%
Test for overall effect: Z = 0.32 (P = 0.75)

Events

15
9

24

24

Total

188
165
353

353

Events

19
3

22

22

Total

190
163
353

353

Weight

86.2%
13.8%

100.0%

100.0%

M-H, Fixed, 95% CI

0.80 [0.42, 1.52]
2.96 [0.82, 10.75]
1.10 [0.63, 1.91]

1.10 [0.63, 1.91]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control
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1 Antidepressants versus Placebo for GAD
5.3 Non-response

Study or Subgroup
5.3.3 Sertraline
Allgulander 2004
Brawman-Mintzer 2006
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.01; Chi² = 2.07, df = 1 (P = 0.15); I² = 52%
Test for overall effect: Z = 3.31 (P = 0.0009)

Events

85
68

153

Total

188
165
353

Events

135
85

220

Total

190
163
353

Weight

56.0%
44.0%

100.0%

M-H, Random, 95% CI

0.64 [0.53, 0.76]
0.79 [0.63, 1.00]
0.70 [0.57, 0.86]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours SSRIs Favours Placebo

5.4 Non-remission

Study or Subgroup
5.4.2 Sertraline
Allgulander 2004
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 2.79 (P = 0.005)

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 2.79 (P = 0.005)
Test for subgroup differences: Not applicable

Events

131

131

131

Total

188
188

188

Events

156

156

156

Total

190
190

190

Weight

100.0%
100.0%

100.0%

M-H, Random, 95% CI

0.85 [0.76, 0.95]
0.85 [0.76, 0.95]

0.85 [0.76, 0.95]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

5.5 HAM-A (change from baseline)

Study or Subgroup
5.5.2 Sertraline
Allgulander 2004
Brawman-Mintzer 2006
Subtotal (95% CI)
Heterogeneity: Tau² = 0.00; Chi² = 0.59, df = 1 (P = 0.44); I² = 0%
Test for overall effect: Z = 3.64 (P = 0.0003)

Mean

-11.7
-12.71

SD

13.49
7.17

Total

182
165
347

Mean

-8
-11.15

SD

8.22
7.32

Total

188
163
351

Weight

52.8%
47.2%

100.0%

IV, Random, 95% CI

-0.33 [-0.54, -0.13]
-0.21 [-0.43, 0.00]

-0.28 [-0.43, -0.13]

SSRIs Placebo Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-0.5 -0.25 0 0.25 0.5
Favours experimental Favours control
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1 Antidepressants versus Placebo for GAD
5.6 Nausea

Study or Subgroup
5.6.3 Sertraline
Allgulander 2004
Brawman-Mintzer 2006
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 0.97, df = 1 (P = 0.32); I² = 0%
Test for overall effect: Z = 3.78 (P = 0.0002)

Total (95% CI)
Total events
Heterogeneity: Chi² = 0.97, df = 1 (P = 0.32); I² = 0%
Test for overall effect: Z = 3.78 (P = 0.0002)
Test for subgroup differences: Not applicable

Events

52
36

88

88

Total

184
165
349

349

Events

25
23

48

48

Total

189
163
352

352

Weight

51.6%
48.4%

100.0%

100.0%

M-H, Fixed, 95% CI

2.14 [1.39, 3.29]
1.55 [0.96, 2.49]
1.85 [1.35, 2.55]

1.85 [1.35, 2.55]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

5.7 Ejaculation disorder

Study or Subgroup
5.7.3 Sertraline
Allgulander 2004
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.88 (P = 0.06)

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.88 (P = 0.06)
Test for subgroup differences: Not applicable

Events

7

7

7

Total

184
184

184

Events

0

0

0

Total

189
189

189

Weight

100.0%
100.0%

100.0%

M-H, Fixed, 95% CI

15.41 [0.89, 267.81]
15.41 [0.89, 267.81]

15.41 [0.89, 267.81]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.001 0.1 1 10 1000
Favours experimental Favours control

5.8 Insomnia

Study or Subgroup
5.8.3 Sertraline
Allgulander 2004
Brawman-Mintzer 2006
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 0.23, df = 1 (P = 0.63); I² = 0%
Test for overall effect: Z = 1.37 (P = 0.17)

Total (95% CI)
Total events
Heterogeneity: Chi² = 0.23, df = 1 (P = 0.63); I² = 0%
Test for overall effect: Z = 1.37 (P = 0.17)
Test for subgroup differences: Not applicable

Events

37
28

65

65

Total

184
165
349

349

Events

28
24

52

52

Total

189
163
352

352

Weight

53.4%
46.6%

100.0%

100.0%

M-H, Fixed, 95% CI

1.36 [0.87, 2.12]
1.15 [0.70, 1.90]
1.26 [0.90, 1.76]

1.26 [0.90, 1.76]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

6 Paroxetine versus Placebo

Appendix 16c 10



1 Antidepressants versus Placebo for GAD
6.2 Discontinuation due to adverse events

Study or Subgroup
6.2.4 Paroxetine
AstraZeneca 2007a
Baldwin 2006
GSK 2002
GSK 2005
Hewett 2001
Pfizer2008
Pollack 2001
Rickels 2003
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 7.34, df = 7 (P = 0.39); I² = 5%
Test for overall effect: Z = 5.57 (P < 0.00001)

Total (95% CI)
Total events
Heterogeneity: Chi² = 7.34, df = 7 (P = 0.39); I² = 5%
Test for overall effect: Z = 5.57 (P < 0.00001)

Events

17
13

9
22
18

2
17
43

141

141

Total

217
140
168
179
188
55

161
385

1493

1493

Events

9
4
5
6
2
2
6

12

46

46

Total

217
139
167
182
186
57

163
180

1291

1291

Weight

17.9%
8.0%

10.0%
11.8%
4.0%
3.9%

11.9%
32.5%

100.0%

100.0%

M-H, Fixed, 95% CI

1.89 [0.86, 4.14]
3.23 [1.08, 9.65]
1.79 [0.61, 5.23]
3.73 [1.55, 8.98]

8.90 [2.10, 37.84]
1.04 [0.15, 7.10]
2.87 [1.16, 7.09]
1.68 [0.91, 3.10]
2.50 [1.81, 3.45]

2.50 [1.81, 3.45]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

6.4 Non-response

Study or Subgroup
6.4.4 Paroxetine
AstraZeneca 2007a
Baldwin 2006
GSK 2005
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.02; Chi² = 5.88, df = 2 (P = 0.05); I² = 66%
Test for overall effect: Z = 0.87 (P = 0.38)

Events

76
57

116

249

Total

217
140
179
536

Events

104
56

117

277

Total

217
139
182
538

Weight

32.4%
27.0%
40.6%

100.0%

M-H, Random, 95% CI

0.73 [0.58, 0.92]
1.01 [0.76, 1.34]
1.01 [0.87, 1.17]
0.91 [0.73, 1.13]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours SSRIs Favours Placebo

6.5 Non-remission

Study or Subgroup
6.5.3 Paroxetine
AstraZeneca 2007a
GSK 2002
Hewett 2001
Pollack 2001
Rickels 2003
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 3.23, df = 4 (P = 0.52); I² = 0%
Test for overall effect: Z = 4.75 (P < 0.00001)

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 3.23, df = 4 (P = 0.52); I² = 0%
Test for overall effect: Z = 4.75 (P < 0.00001)
Test for subgroup differences: Not applicable

Events

134
118
98

103
258

711

711

Total

217
168
188
161
385

1119

1119

Events

158
126
101
126
144

655

655

Total

217
167
186
163
180
913

913

Weight

19.7%
20.1%
9.6%

17.0%
33.7%

100.0%

100.0%

M-H, Random, 95% CI

0.85 [0.74, 0.97]
0.93 [0.82, 1.06]
0.96 [0.79, 1.16]
0.83 [0.72, 0.95]
0.84 [0.76, 0.93]
0.87 [0.82, 0.92]

0.87 [0.82, 0.92]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control
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1 Antidepressants versus Placebo for GAD
6.6 HAM-A (change from baseline)

Study or Subgroup
6.6.3 Paroxetine
Baldwin 2006
GSK 2002
GSK 2005
Hewett 2001
Pollack 2001
Rickels 2003
Subtotal (95% CI)
Heterogeneity: Tau² = 0.00; Chi² = 5.76, df = 5 (P = 0.33); I² = 13%
Test for overall effect: Z = 4.92 (P < 0.00001)

Mean

-14.71
-11.93
-10.3
-12.4
-13.3

-12.35

SD

5.52
5.25
5.46
7.61
7.18
8.6

Total

136
163
177
181
161
385

1203

Mean

-14.2
-10.71

-9.5
-11.3
-10.7

-9.3

SD

5.48
5.24
5.42
7.65
7.22
8.7

Total

138
162
181
183
163
180

1007

Weight

13.4%
15.5%
16.9%
17.1%
15.3%
21.8%

100.0%

IV, Random, 95% CI

-0.09 [-0.33, 0.14]
-0.23 [-0.45, -0.01]
-0.15 [-0.35, 0.06]
-0.14 [-0.35, 0.06]

-0.36 [-0.58, -0.14]
-0.35 [-0.53, -0.17]
-0.23 [-0.32, -0.14]

SSRIs Placebo Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-0.5 -0.25 0 0.25 0.5
Favours experimental Favours control

6.16 Nausea

Study or Subgroup
6.16.2 Paroxetine
Baldwin 2006
GSK 2002
GSK 2005
Hewett 2001
Pfizer2008
Pollack 2001
Rickels 2003
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 15.79, df = 6 (P = 0.01); I² = 62%
Test for overall effect: Z = 8.73 (P < 0.00001)

Total (95% CI)
Total events
Heterogeneity: Chi² = 15.79, df = 6 (P = 0.01); I² = 62%
Test for overall effect: Z = 8.73 (P < 0.00001)
Test for subgroup differences: Not applicable

Events

30
25
51
38
10
41
69

264

264

Total

140
164
179
187
56

161
385

1272

1272

Events

17
13
11
5
4

10
13

73

73

Total

139
127
181
185
57

163
180

1032

1032

Weight

21.5%
18.5%
13.8%
6.3%
5.0%

12.5%
22.3%

100.0%

100.0%

M-H, Fixed, 95% CI

1.75 [1.01, 3.03]
1.49 [0.79, 2.79]
4.69 [2.53, 8.70]

7.52 [3.03, 18.68]
2.54 [0.85, 7.64]
4.15 [2.15, 8.00]
2.48 [1.41, 4.37]
2.98 [2.33, 3.80]

2.98 [2.33, 3.80]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control
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1 Antidepressants versus Placebo for GAD
6.20 Sexual problem

Study or Subgroup
6.20.2 Paroxetine
Baldwin 2006
GSK 2002
GSK 2005
Hewett 2001
Pfizer2008
Pollack 2001
Rickels 2003
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 5.24, df = 6 (P = 0.51); I² = 0%
Test for overall effect: Z = 5.96 (P < 0.00001)

Total (95% CI)
Total events
Heterogeneity: Chi² = 5.24, df = 6 (P = 0.51); I² = 0%
Test for overall effect: Z = 5.96 (P < 0.00001)
Test for subgroup differences: Not applicable

Events

3
14

4
5
2

22
46

96

96

Total

140
164
179
187
56

161
385

1272

1272

Events

0
3
0
0
2
2
2

9

9

Total

139
163
181
185
57

163
180

1068

1068

Weight

4.5%
26.9%
4.4%
4.5%

17.7%
17.7%
24.3%

100.0%

100.0%

M-H, Fixed, 95% CI

6.95 [0.36, 133.32]
4.64 [1.36, 15.84]

9.10 [0.49, 167.79]
10.88 [0.61, 195.42]

1.02 [0.15, 6.98]
11.14 [2.66, 46.59]
10.75 [2.64, 43.81]
7.22 [3.77, 13.83]

7.22 [3.77, 13.83]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.02 0.1 1 10 50
Favours experimental Favours control

6.21 Insomnia

Study or Subgroup
6.21.2 Paroxetine
Baldwin 2006
GSK 2002
Hewett 2001
Pfizer2008
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 8.14, df = 3 (P = 0.04); I² = 63%
Test for overall effect: Z = 3.06 (P = 0.002)

Total (95% CI)
Total events
Heterogeneity: Chi² = 8.14, df = 3 (P = 0.04); I² = 63%
Test for overall effect: Z = 3.06 (P = 0.002)
Test for subgroup differences: Not applicable

Events

15
14
10

3

42

42

Total

140
164
187
56

547

547

Events

3
3
6
6

18

18

Total

139
163
185
57

544

544

Weight

16.7%
16.7%
33.5%
33.0%

100.0%

100.0%

M-H, Fixed, 95% CI

4.96 [1.47, 16.77]
4.64 [1.36, 15.84]
1.65 [0.61, 4.44]
0.51 [0.13, 1.94]
2.33 [1.35, 4.00]

2.33 [1.35, 4.00]

SSRIs Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

7 Pregabalin versus Placebo
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7 Pregabalin vs Placebo

7.3 Non-response

Study or Subgroup
Feltner 2003
Kasper 2009
Montgomery 2006
Montgomery 2008
Pande 2003
Pfizer 2005
Pohl 2005
Rickels 2005

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 5.29, df = 7 (P = 0.63); I² = 0%
Test for overall effect: Z = 6.06 (P < 0.00001)

Events
64
50
90
87
88
80

121
130

710

Total
136
121
207
177
139
135
255
270

1440

Events
38
69
56
57
52
43
58
62

435

Total
67

128
101
96
69
67
86
91

705

Weight
7.8%
8.4%

10.8%
11.9%
17.3%
11.5%
15.5%
16.9%

100.0%

M-H, Random, 95% CI
0.83 [0.63, 1.09]
0.77 [0.59, 1.00]
0.78 [0.62, 0.99]
0.83 [0.66, 1.03]
0.84 [0.70, 1.01]
0.92 [0.74, 1.16]
0.70 [0.58, 0.86]
0.71 [0.59, 0.85]

0.79 [0.73, 0.85]

Pregabalin Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

7.4 Non-remission

Study or Subgroup
Feltner 2003
Montgomery 2006
Montgomery 2008
Pande 2003
Pfizer 2005
Pohl 2005
Rickels 2005

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 6.41, df = 6 (P = 0.38); I² = 6%
Test for overall effect: Z = 3.65 (P = 0.0003)

Events
102
135
124
109
114
196
203

983

Total
136
207
177
139
135
255
270

1319

Events
56
78
73
62
53
73
76

471

Total
67

101
96
69
67
86
91

577

Weight
11.7%
11.5%
11.1%
17.0%
11.9%
18.8%
18.0%

100.0%

M-H, Random, 95% CI
0.90 [0.78, 1.04]
0.84 [0.73, 0.98]
0.92 [0.79, 1.07]
0.87 [0.78, 0.98]
1.07 [0.93, 1.23]
0.91 [0.81, 1.01]
0.90 [0.80, 1.01]

0.91 [0.87, 0.96]

Pregabalin Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

7.5 HAM-A

Study or Subgroup
Feltner 2003
Kasper 2009
Montgomery 2006
Montgomery 2008
Rickels 2005

Total (95% CI)
Heterogeneity: Tau² = 0.00; Chi² = 4.82, df = 4 (P = 0.31); I² = 17%
Test for overall effect: Z = 6.42 (P < 0.00001)

Mean
-13.17
-14.5

-14.38
-12.84
-11.67

SD
4.86

7
8.14
6.47
9.21

Total
61

121
207
171
261

821

Mean
-9.27
-11.7
-11.6

-10.65
-8.4

SD
4.84
7.2

5.69
6.13
5.3

Total
66

128
101
95
85

475

Weight
11.5%
21.6%
23.3%
21.4%
22.2%

100.0%

IV, Random, 95% CI
-0.80 [-1.16, -0.44]
-0.39 [-0.64, -0.14]
-0.37 [-0.61, -0.13]
-0.34 [-0.60, -0.09]
-0.39 [-0.63, -0.14]

-0.42 [-0.55, -0.29]

Pregabalin Placebo Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours experimental Favours control
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7.10 Nausea

Study or Subgroup
7.10.1 Pregabalin
Feltner 2003
Kasper 2009
Montgomery 2006
Montgomery 2008
Pande 2003
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 1.84, df = 5 (P = 0.87); I² = 0%
Test for overall effect: Z = 1.03 (P = 0.30)

Total (95% CI)
Total events
Heterogeneity: Chi² = 1.84, df = 5 (P = 0.87); I² = 0%
Test for overall effect: Z = 1.03 (P = 0.30)
Test for subgroup differences: Not applicable

Events

4
15
23
16
11
33

102

102

Total

66
121
207
177
139
270
980

980

Events

5
11

8
6
7

10

47

47

Total

67
128
101
96
69
91

552

552

Weight

8.5%
18.3%
18.4%
13.3%
16.0%
25.6%

100.0%

100.0%

M-H, Fixed, 95% CI

0.81 [0.23, 2.89]
1.44 [0.69, 3.02]
1.40 [0.65, 3.03]
1.45 [0.59, 3.57]
0.78 [0.32, 1.92]
1.11 [0.57, 2.17]
1.19 [0.85, 1.66]

1.19 [0.85, 1.66]

Pregabalin Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

7.11 Dizziness

Study or Subgroup
7.11.1 Pregabalin
Feltner 2003
Kasper 2009
Montgomery 2006
Montgomery 2008
Pande 2003
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 5.21, df = 5 (P = 0.39); I² = 4%
Test for overall effect: Z = 7.66 (P < 0.00001)

Total (95% CI)
Total events
Heterogeneity: Chi² = 5.21, df = 5 (P = 0.39); I² = 4%
Test for overall effect: Z = 7.66 (P < 0.00001)

Events

19
25
51
36
43
96

270

270

Total

66
121
207
177
139
270
980

980

Events

5
8
7

11
4
8

43

43

Total

67
128
101
96
69
91

552

552

Weight

9.2%
14.5%
17.5%
26.6%
10.0%
22.3%

100.0%

100.0%

M-H, Fixed, 95% CI

3.86 [1.53, 9.72]
3.31 [1.55, 7.04]
3.55 [1.67, 7.55]
1.78 [0.95, 3.33]

5.34 [2.00, 14.26]
4.04 [2.05, 7.99]
3.36 [2.46, 4.58]

3.36 [2.46, 4.58]

Pregabalin Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

7.13 Fatigue

Study or Subgroup
7.13.1 Pregabalin
Kasper 2009
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.80 (P = 0.07)

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.80 (P = 0.07)
Test for subgroup differences: Not applicable

Events

12

12

12

Total

121
121

121

Events

5

5

5

Total

128
128

128

Weight

100.0%
100.0%

100.0%

M-H, Fixed, 95% CI

2.54 [0.92, 6.99]
2.54 [0.92, 6.99]

2.54 [0.92, 6.99]

Pregabalin Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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7.15 Insomnia

Study or Subgroup
7.15.1 Pregabalin
Kasper 2009
Montgomery 2006
Pande 2003
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 1.37, df = 2 (P = 0.50); I² = 0%
Test for overall effect: Z = 0.88 (P = 0.38)

Total (95% CI)
Total events
Heterogeneity: Chi² = 1.37, df = 2 (P = 0.50); I² = 0%
Test for overall effect: Z = 0.88 (P = 0.38)
Test for subgroup differences: Not applicable

Events

5
4
3

12

12

Total

121
207
139
467

467

Events

6
5
1

12

12

Total

128
101
69

298

298

Weight

42.0%
48.4%
9.6%

100.0%

100.0%

M-H, Fixed, 95% CI

0.88 [0.28, 2.81]
0.39 [0.11, 1.42]

1.49 [0.16, 14.05]
0.70 [0.32, 1.54]

0.70 [0.32, 1.54]

Pregabalin Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control
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1 Antidepressants versus Placebo for GAD
7.2 Discontinuation due to adverse events

Study or Subgroup
Feltner 2003
Kasper 2009
Montgomery 2006
Montgomery 2008
Pande 2003
Pfizer 2005
Pohl 2005
Rickels 2005

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 5.33, df = 7 (P = 0.62); I² = 0%
Test for overall effect: Z = 1.86 (P = 0.06)

Events
18
15
21
19
16
25
28
22

164

Total
136
121
207
177
139
135
255
270

1440

Events
4
7

10
9
7
7
7
9

60

Total
67

128
101
96
69
67
86
91

705

Weight
7.4%

10.8%
15.7%
14.2%
11.4%
13.0%
12.8%
14.7%

100.0%

M-H, Random, 95% CI
2.22 [0.78, 6.29]
2.27 [0.96, 5.37]
1.02 [0.50, 2.09]
1.15 [0.54, 2.43]
1.13 [0.49, 2.63]
1.77 [0.81, 3.89]
1.35 [0.61, 2.98]
0.82 [0.39, 1.72]

1.31 [0.99, 1.74]

Pregabalin Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

35 Citalopram versus Placebo

35.1 Non-response

Study or Subgroup
Lenze 2005

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 2.18 (P = 0.03)

Events
6

6

Total
17

17

Events
13

13

Total
17

17

Weight
100.0%

100.0%

IV, Random, 95% CI
0.46 [0.23, 0.93]

0.46 [0.23, 0.93]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

35.2 Non-remission

Study or Subgroup
Lenze 2005

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.73 (P = 0.08)

Events
9

9

Total
17

17

Events
14

14

Total
17

17

Weight
100.0%

100.0%

IV, Random, 95% CI
0.64 [0.39, 1.06]

0.64 [0.39, 1.06]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control

35.3 Discontinuation due to adverse events

Study or Subgroup
Lenze 2005

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.69 (P = 0.49)

Events
1

1

Total
17

17

Events
0

0

Total
17

17

Weight
100.0%

100.0%

IV, Random, 95% CI
3.00 [0.13, 68.84]

3.00 [0.13, 68.84]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.001 0.1 1 10 1000
Favours experimental Favours control
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8 Buspirone vs Placebo

8.2 Discontinuation due to adverse events

Study or Subgroup
Davidson1999
Pollack 1997
Sramek 1996

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.07; Chi² = 2.61, df = 2 (P = 0.27); I² = 23%
Test for overall effect: Z = 2.32 (P = 0.02)

Events
15
22

9

46

Total
98

115
80

293

Events
10
11
1

22

Total
104
112
82

298

Weight
42.8%
49.2%
8.0%

100.0%

M-H, Random, 95% CI
1.59 [0.75, 3.37]
1.95 [0.99, 3.83]

9.22 [1.20, 71.15]

2.02 [1.12, 3.67]

Buspirone Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

8.3 HAM-A

Study or Subgroup
Davidson1999
Lader 1998
Majercsik 2003
Sramek 1996

Total (95% CI)
Heterogeneity: Tau² = 0.01; Chi² = 4.10, df = 3 (P = 0.25); I² = 27%
Test for overall effect: Z = 2.53 (P = 0.01)

Mean
-5.1
-8.8

-2.98
-12.4

SD
9.14
7.8
3.3
5.7

Total
93
82
33
52

260

Mean
-4.3
-7.2

-0.95
-9.5

SD
9.55

7.7
3.19

6.7

Total
98
81
19
61

259

Weight
34.3%
30.9%
11.5%
23.3%

100.0%

IV, Random, 95% CI
-0.09 [-0.37, 0.20]
-0.21 [-0.51, 0.10]

-0.61 [-1.19, -0.04]
-0.46 [-0.84, -0.09]

-0.27 [-0.48, -0.06]

Buspirone Placebo Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours experimental Favours control

8.4 Non-response

Study or Subgroup
Davidson1999
Lader 1998

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.09, df = 1 (P = 0.77); I² = 0%
Test for overall effect: Z = 1.82 (P = 0.07)

Events
55
52

107

Total
98
82

180

Events
69
58

127

Total
104
81

185

Weight
48.1%
51.9%

100.0%

M-H, Random, 95% CI
0.85 [0.68, 1.06]
0.89 [0.71, 1.10]

0.87 [0.74, 1.01]

Buspirone Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

Appendix 16c 18



2 Benzodiazepine versus Placebo for GAD
8.5 Nausea

Study or Subgroup
Davidson1999
Sramek 1996

Total (95% CI)
Total events
Heterogeneity: Chi² = 0.10, df = 1 (P = 0.76); I² = 0%
Test for overall effect: Z = 3.92 (P < 0.0001)

Events
29
27

56

Total
98
80

178

Events
14
11

25

Total
104
82

186

Weight
55.6%
44.4%

100.0%

M-H, Fixed, 95% CI
2.20 [1.24, 3.91]
2.52 [1.34, 4.72]

2.34 [1.53, 3.58]

Buspirone Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

8.6 Dizziness

Study or Subgroup
Davidson1999
Lader 1998
Pollack 2001
Sramek 1996

Total (95% CI)
Total events
Heterogeneity: Chi² = 2.85, df = 3 (P = 0.42); I² = 0%
Test for overall effect: Z = 7.89 (P < 0.00001)

Events
46

5
35
51

137

Total
98
82

115
80

375

Events
13
2

13
10

38

Total
104
81

112
82

379

Weight
33.5%
5.3%

35.0%
26.2%

100.0%

M-H, Fixed, 95% CI
3.76 [2.17, 6.51]

2.47 [0.49, 12.36]
2.62 [1.47, 4.69]
5.23 [2.86, 9.56]

3.68 [2.66, 5.08]

Buspirone Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

8.11 Insomnia

Study or Subgroup
Sramek 1996

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.82 (P = 0.41)

Events
10

10

Total
80

80

Events
7

7

Total
82

82

Weight
100.0%

100.0%

M-H, Random, 95% CI
1.46 [0.59, 3.66]

1.46 [0.59, 3.66]

Buspirone Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

9 Quetiapine versus Placebo
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2 Benzodiazepine versus Placebo for GAD
9.1 Non-response

Study or Subgroup
9.1.1 50mg
Astra Zeneca 2007c
AstraZeneca 2007a
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.19, df = 1 (P = 0.66); I² = 0%
Test for overall effect: Z = 2.66 (P = 0.008)

9.1.2 150mg
Astra Zeneca 2007b
Astra Zeneca 2007c
AstraZeneca 2007a
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.01; Chi² = 3.10, df = 2 (P = 0.21); I² = 35%
Test for overall effect: Z = 4.07 (P < 0.0001)

9.1.3 300mg
Astra Zeneca 2007b
Astra Zeneca 2007c
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.20, df = 1 (P = 0.65); I² = 0%
Test for overall effect: Z = 1.20 (P = 0.23)

9.1.4 Flexible 50-300mg
AstraZeneca 2008
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 8.33 (P < 0.00001)

Events

102
84

186

86
102
65

253

101
118

219

71

71

Total

234
221
455

219
241
218
678

207
241
448

223
223

Events

121
104

225

117
121
104

342

117
121

238

173

173

Total

235
217
452

215
235
217
667

215
235
450

227
227

Weight

56.5%
43.5%

100.0%

34.9%
37.7%
27.3%

100.0%

48.2%
51.8%

100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.85 [0.70, 1.03]
0.79 [0.64, 0.99]
0.82 [0.71, 0.95]

0.72 [0.59, 0.89]
0.82 [0.68, 1.00]
0.62 [0.49, 0.80]
0.73 [0.62, 0.85]

0.90 [0.74, 1.08]
0.95 [0.80, 1.14]
0.92 [0.81, 1.05]

0.42 [0.34, 0.51]
0.42 [0.34, 0.51]

Quetiapine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control
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2 Benzodiazepine versus Placebo for GAD
9.2 Non-remission

Study or Subgroup
9.2.1 50mg
Astra Zeneca 2007c
AstraZeneca 2007a
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.17, df = 1 (P = 0.68); I² = 0%
Test for overall effect: Z = 2.03 (P = 0.04)

9.2.2 150mg
Astra Zeneca 2007b
Astra Zeneca 2007c
AstraZeneca 2007a
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 1.54, df = 2 (P = 0.46); I² = 0%
Test for overall effect: Z = 4.13 (P < 0.0001)

9.2.3 300mg
Astra Zeneca 2007b
Astra Zeneca 2007c
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.00, df = 1 (P = 0.95); I² = 0%
Test for overall effect: Z = 0.12 (P = 0.91)

9.2.4 Flexible 50-300mg
AstraZeneca 2008
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 6.19 (P < 0.00001)

Events

155
150

305

140
157
126

423

150
177

327

134

134

Total

234
221
455

219
241
218
678

207
241
448

223
223

Events

173
158

331

157
173
158

488

157
173

330

198

198

Total

235
217
452

215
235
217
667

215
235
450

227
227

Weight

51.1%
48.9%

100.0%

33.4%
38.3%
28.3%

100.0%

46.0%
54.0%

100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.90 [0.80, 1.01]
0.93 [0.83, 1.05]
0.92 [0.84, 1.00]

0.88 [0.77, 1.00]
0.88 [0.78, 1.00]
0.79 [0.69, 0.91]
0.86 [0.79, 0.92]

0.99 [0.88, 1.12]
1.00 [0.90, 1.11]
1.00 [0.92, 1.08]

0.69 [0.61, 0.78]
0.69 [0.61, 0.78]

Quetiapine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control
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2 Benzodiazepine versus Placebo for GAD
9.4 Discontinuation due to adverse events

Study or Subgroup
9.4.1 50mg
Astra Zeneca 2007c
AstraZeneca 2007a
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.16, df = 1 (P = 0.69); I² = 0%
Test for overall effect: Z = 4.28 (P < 0.0001)

9.4.2 150mg
Astra Zeneca 2007b
Astra Zeneca 2007c
AstraZeneca 2007a
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.71, df = 2 (P = 0.70); I² = 0%
Test for overall effect: Z = 6.27 (P < 0.00001)

9.4.3 300mg
Astra Zeneca 2007b
Astra Zeneca 2007c
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.00, df = 1 (P = 0.97); I² = 0%
Test for overall effect: Z = 6.83 (P < 0.00001)

9.4.4 Flexible 50-300mg
AstraZeneca 2008
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 2.20 (P = 0.03)

Events

39
27

66

41
46
35

122

53
61

114

12

12

Total

234
221
455

219
241
218
678

207
241
448

223
223

Events

16
9

25

15
16

9

40

15
16

31

3

3

Total

235
217
452

215
235
217
667

215
235
450

227
227

Weight

63.6%
36.4%

100.0%

36.9%
39.9%
23.2%

100.0%

48.1%
51.9%

100.0%

100.0%
100.0%

M-H, Random, 95% CI

2.45 [1.41, 4.26]
2.95 [1.42, 6.12]
2.62 [1.68, 4.07]

2.68 [1.53, 4.70]
2.80 [1.63, 4.81]
3.87 [1.91, 7.86]
2.97 [2.11, 4.18]

3.67 [2.14, 6.30]
3.72 [2.21, 6.26]
3.69 [2.54, 5.37]

4.07 [1.16, 14.23]
4.07 [1.16, 14.23]

Quetiapine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control

10 Hydroxyzine versus Placebo

10.1 HAM-A

Study or Subgroup
Darcis 1995
Lader 1998
Llorca 2002

Total (95% CI)
Heterogeneity: Tau² = 0.00; Chi² = 2.15, df = 2 (P = 0.34); I² = 7%
Test for overall effect: Z = 4.72 (P < 0.00001)

Mean
-11

-10.8
-12.16

SD
7.7
7.5

7.74

Total
54
81

102

237

Mean
-5.9
-7.2

-9.64

SD
7.3
7.7

7.74

Total
56
81

108

245

Weight
22.8%
33.8%
43.4%

100.0%

IV, Random, 95% CI
-0.68 [-1.06, -0.29]
-0.47 [-0.78, -0.16]
-0.32 [-0.60, -0.05]

-0.45 [-0.64, -0.27]

Experimental Control Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-1 -0.5 0 0.5 1
Favours experimental Favours control
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2 Benzodiazepine versus Placebo for GAD
10.2 Non-response

Study or Subgroup
Lader 1998

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.79 (P = 0.07)

Events
47

47

Total
81

81

Events
58

58

Total
81

81

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.81 [0.64, 1.02]

0.81 [0.64, 1.02]

Hydroxyzine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

10.4 Discontinuation due to adverse events

Study or Subgroup
Darcis 1995
Llorca 2002

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.10, df = 1 (P = 0.75); I² = 0%
Test for overall effect: Z = 0.68 (P = 0.49)

Events
2
5

7

Total
54

105

159

Events
1
4

5

Total
56

113

169

Weight
22.8%
77.2%

100.0%

M-H, Random, 95% CI
2.07 [0.19, 22.21]
1.35 [0.37, 4.88]

1.48 [0.48, 4.60]

Hydroxyzine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

11 Lorazepam versus Placebo

11.2 Discontinuation due to adverse events

Study or Subgroup
11.2.3 Lorazepam
Feltner 2003
Pande 2003
Pfizer 2005
Pfizer2008
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 2.13, df = 3 (P = 0.55); I² = 0%
Test for overall effect: Z = 5.97 (P < 0.00001)

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 2.13, df = 3 (P = 0.55); I² = 0%
Test for overall effect: Z = 5.97 (P < 0.00001)
Test for subgroup differences: Not applicable

Events

24
19
26
14

83

83

Total

68
68
64
55

255

255

Events

4
7
7
2

20

20

Total

67
69
67
57

260

260

Weight

20.8%
32.8%
36.2%
10.2%

100.0%

100.0%

M-H, Random, 95% CI

5.91 [2.17, 16.12]
2.75 [1.24, 6.12]
3.89 [1.82, 8.32]

7.25 [1.73, 30.45]
4.04 [2.55, 6.38]

4.04 [2.55, 6.38]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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2 Benzodiazepine versus Placebo for GAD
11.3 Non-response

Study or Subgroup
11.3.3 Lorazepam
Feltner 2003
Fresquet 2000
Pande 2003
Pfizer 2005
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.04; Chi² = 10.65, df = 3 (P = 0.01); I² = 72%
Test for overall effect: Z = 1.39 (P = 0.17)

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.04; Chi² = 10.65, df = 3 (P = 0.01); I² = 72%
Test for overall effect: Z = 1.39 (P = 0.17)
Test for subgroup differences: Not applicable

Events

33
25
30
45

133

133

Total

68
30
68
64

230

230

Events

38
19
52
43

152

152

Total

67
20
69
67

223

223

Weight

21.7%
29.1%
22.9%
26.3%

100.0%

100.0%

M-H, Random, 95% CI

0.86 [0.62, 1.18]
0.88 [0.73, 1.06]
0.59 [0.43, 0.79]
1.10 [0.86, 1.39]
0.84 [0.66, 1.07]

0.84 [0.66, 1.07]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

11.4 Non-remission

Study or Subgroup
11.4.1 Lorazepam
Feltner 2003
Pande 2003
Pfizer 2005
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.01; Chi² = 4.70, df = 2 (P = 0.10); I² = 57%
Test for overall effect: Z = 1.38 (P = 0.17)

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.01; Chi² = 4.70, df = 2 (P = 0.10); I² = 57%
Test for overall effect: Z = 1.38 (P = 0.17)
Test for subgroup differences: Not applicable

Events

51
48
52

151

151

Total

68
68
64

200

200

Events

56
62
53

171

171

Total

67
69
67

203

203

Weight

33.1%
33.2%
33.6%

100.0%

100.0%

M-H, Random, 95% CI

0.90 [0.75, 1.07]
0.79 [0.66, 0.93]
1.03 [0.87, 1.22]
0.90 [0.77, 1.05]

0.90 [0.77, 1.05]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

11.5 HAM-A

Study or Subgroup
11.5.2 Lorazepam
Feltner 2003
Fresquet 2000
Subtotal (95% CI)
Heterogeneity: Tau² = 0.00; Chi² = 0.43, df = 1 (P = 0.51); I² = 0%
Test for overall effect: Z = 3.53 (P = 0.0004)

Total (95% CI)
Heterogeneity: Tau² = 0.00; Chi² = 0.43, df = 1 (P = 0.51); I² = 0%
Test for overall effect: Z = 3.53 (P = 0.0004)
Test for subgroup differences: Not applicable

Mean

-11.62
-6.1

SD

5.01
4.16

Total

68
30
98

98

Mean

-9.27
-3.4

SD

4.86
3.18

Total

67
20
87

87

Weight

74.4%
25.6%

100.0%

100.0%

IV, Random, 95% CI

-0.47 [-0.82, -0.13]
-0.70 [-1.28, -0.12]
-0.53 [-0.83, -0.24]

-0.53 [-0.83, -0.24]

Benzodiazepine Placebo Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-1 -0.5 0 0.5 1
Favours experimental Favours control
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2 Benzodiazepine versus Placebo for GAD
11.7 Insomnia

Study or Subgroup
Fresquet 2000
Pande 2003
Pfizer2008

Total (95% CI)
Total events
Heterogeneity: Tau² = 2.00; Chi² = 5.73, df = 2 (P = 0.06); I² = 65%
Test for overall effect: Z = 0.78 (P = 0.44)

Events
8
4
3

15

Total
30
68
56

154

Events
0
1
6

7

Total
20
69
57

146

Weight
25.7%
32.2%
42.1%

100.0%

M-H, Random, 95% CI
11.52 [0.70, 188.97]

4.06 [0.47, 35.39]
0.51 [0.13, 1.94]

2.21 [0.30, 16.32]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.002 0.1 1 10 500
Favours experimental Favours control

11.9 Dizziness

Study or Subgroup
11.9.3 Lorazepam
Feltner 2003
Fresquet 2000
Pande 2003
Pfizer2008
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 0.28, df = 3 (P = 0.96); I² = 0%
Test for overall effect: Z = 3.43 (P = 0.0006)

Total (95% CI)
Total events
Heterogeneity: Chi² = 0.28, df = 3 (P = 0.96); I² = 0%
Test for overall effect: Z = 3.43 (P = 0.0006)
Test for subgroup differences: Not applicable

Events

13
5
9

13

40

40

Total

68
30
68
56

222

222

Events

5
1
4
4

14

14

Total

67
20
69
57

213

213

Weight

35.5%
8.5%

28.0%
28.0%

100.0%

100.0%

M-H, Fixed, 95% CI

2.56 [0.97, 6.79]
3.33 [0.42, 26.45]
2.28 [0.74, 7.06]
3.31 [1.15, 9.53]
2.76 [1.54, 4.93]

2.76 [1.54, 4.93]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

11.13 Nausea

Study or Subgroup
11.13.3 Lorazepam
Feltner 2003
Fresquet 2000
Pande 2003
Pfizer2008
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 1.57, df = 3 (P = 0.67); I² = 0%
Test for overall effect: Z = 1.26 (P = 0.21)

Total (95% CI)
Total events
Heterogeneity: Chi² = 1.57, df = 3 (P = 0.67); I² = 0%
Test for overall effect: Z = 1.26 (P = 0.21)
Test for subgroup differences: Not applicable

Events

11
6
6
6

29

29

Total

68
30
68
56

222

222

Events

5
3
7
4

19

19

Total

67
20
69
57

213

213

Weight

25.8%
18.4%
35.5%
20.3%

100.0%

100.0%

M-H, Fixed, 95% CI

2.17 [0.80, 5.90]
1.33 [0.38, 4.72]
0.87 [0.31, 2.46]
1.53 [0.46, 5.12]
1.42 [0.82, 2.46]

1.42 [0.82, 2.46]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

12 Diazepam versus Placebo
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2 Benzodiazepine versus Placebo for GAD
12.2 Discontinuation due to adverse events

Study or Subgroup
12.2.1 Diazepam
Andreatini 2002
Ansseau 1991
Hackett 2003
Rickels 2000b
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 2.75, df = 3 (P = 0.43); I² = 0%
Test for overall effect: Z = 1.41 (P = 0.16)

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 2.75, df = 3 (P = 0.43); I² = 0%
Test for overall effect: Z = 1.41 (P = 0.16)
Test for subgroup differences: Not applicable

Events

1
2
2

15

20

20

Total

12
54
89

104
259

259

Events

1
0
4
7

12

12

Total

12
57
97

104
270

270

Weight

7.2%
5.6%

18.1%
69.2%

100.0%

100.0%

M-H, Random, 95% CI

1.00 [0.07, 14.21]
5.27 [0.26, 107.38]

0.54 [0.10, 2.90]
2.14 [0.91, 5.04]
1.67 [0.82, 3.39]

1.67 [0.82, 3.39]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control

12.3 Non-response

Study or Subgroup
12.3.1 Diazepam
Ansseau 1991
Hackett 2003
Rickels 2000b
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.01; Chi² = 2.74, df = 2 (P = 0.25); I² = 27%
Test for overall effect: Z = 3.48 (P = 0.0005)

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.01; Chi² = 2.74, df = 2 (P = 0.25); I² = 27%
Test for overall effect: Z = 3.48 (P = 0.0005)
Test for subgroup differences: Not applicable

Events

19
39
38

96

96

Total

54
89

104
247

247

Events

38
53
58

149

149

Total

57
97

104
258

258

Weight

24.3%
38.6%
37.1%

100.0%

100.0%

M-H, Random, 95% CI

0.53 [0.35, 0.79]
0.80 [0.60, 1.08]
0.66 [0.48, 0.89]
0.67 [0.54, 0.84]

0.67 [0.54, 0.84]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

12.5 HAM-A

Study or Subgroup
12.5.3 Diazepam
Andreatini 2002
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.51 (P = 0.61)

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.51 (P = 0.61)
Test for subgroup differences: Not applicable

Mean

-11

SD

7.82

Total

12
12

12

Mean

-9.1

SD

9.67

Total

12
12

12

Weight

100.0%
100.0%

100.0%

IV, Random, 95% CI

-0.21 [-1.01, 0.59]
-0.21 [-1.01, 0.59]

-0.21 [-1.01, 0.59]

Benzodiazepine Placebo Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours experimental Favours control
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2 Benzodiazepine versus Placebo for GAD
12.9 Dizziness

Study or Subgroup
12.9.2 Diazepam
Ansseau 1991
Rickels 2000b
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 0.10, df = 1 (P = 0.75); I² = 0%
Test for overall effect: Z = 2.36 (P = 0.02)

Total (95% CI)
Total events
Heterogeneity: Chi² = 0.10, df = 1 (P = 0.75); I² = 0%
Test for overall effect: Z = 2.36 (P = 0.02)
Test for subgroup differences: Not applicable

Events

5
11

16

16

Total

54
104
158

158

Events

2
3

5

5

Total

57
104
161

161

Weight

39.3%
60.7%

100.0%

100.0%

M-H, Fixed, 95% CI

2.64 [0.53, 13.03]
3.67 [1.05, 12.76]
3.26 [1.22, 8.70]

3.26 [1.22, 8.70]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

12.13 Nausea

Study or Subgroup
12.13.2 Diazepam
Rickels 2000b
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.44 (P = 0.15)

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.44 (P = 0.15)
Test for subgroup differences: Not applicable

Events

6

6

6

Total

104
104

104

Events

12

12

12

Total

104
104

104

Weight

100.0%
100.0%

100.0%

M-H, Fixed, 95% CI

0.50 [0.20, 1.28]
0.50 [0.20, 1.28]

0.50 [0.20, 1.28]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.02 0.1 1 10 50
Favours experimental Favours control

12.18 Fatigue

Study or Subgroup
12.18.1 Diazepam
Rickels 2000b
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 2.29 (P = 0.02)

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 2.29 (P = 0.02)
Test for subgroup differences: Not applicable

Events

17

17

17

Total

104
104

104

Events

6

6

6

Total

104
104

104

Weight

100.0%
100.0%

100.0%

M-H, Random, 95% CI

2.83 [1.16, 6.90]
2.83 [1.16, 6.90]

2.83 [1.16, 6.90]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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2 Benzodiazepine versus Placebo for GAD
12.19 Libido

Study or Subgroup
12.19.1 Diazepam
Rickels 2000b
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.63 (P = 0.10)

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.63 (P = 0.10)
Test for subgroup differences: Not applicable

Events

5

5

5

Total

104
104

104

Events

0

0

0

Total

104
104

104

Weight

100.0%
100.0%

100.0%

M-H, Random, 95% CI

11.00 [0.62, 196.43]
11.00 [0.62, 196.43]

11.00 [0.62, 196.43]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.001 0.1 1 10 1000
Favours experimental Favours control

13 Alprazolam versus Placebo

13.2 Discontinuation due to adverse events

Study or Subgroup
13.2.2 Alprazolam
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)
Test for subgroup differences: Not applicable

Events

12

12

12

Total

93
93

93

Events

9

9

9

Total

91
91

91

Weight

100.0%
100.0%

100.0%

M-H, Random, 95% CI

1.30 [0.58, 2.95]
1.30 [0.58, 2.95]

1.30 [0.58, 2.95]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control

13.3 Non-response

Study or Subgroup
13.3.2 Alprazolam
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.26 (P = 0.21)

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.26 (P = 0.21)
Test for subgroup differences: Not applicable

Events

55

55

55

Total

93
93

93

Events

62

62

62

Total

91
91

91

Weight

100.0%
100.0%

100.0%

M-H, Random, 95% CI

0.87 [0.70, 1.08]
0.87 [0.70, 1.08]

0.87 [0.70, 1.08]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control
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2 Benzodiazepine versus Placebo for GAD
13.4 Non-remission

Study or Subgroup
13.4.2 Alprazolam
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.54 (P = 0.12)

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.54 (P = 0.12)
Test for subgroup differences: Not applicable

Events

69

69

69

Total

93
93

93

Events

76

76

76

Total

91
91

91

Weight

100.0%
100.0%

100.0%

M-H, Random, 95% CI

0.89 [0.76, 1.03]
0.89 [0.76, 1.03]

0.89 [0.76, 1.03]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

13.5 HAM-A

Study or Subgroup
13.5.1 Alprazolam
McLeod 1992
Moller 2001
Rickels 2005
Subtotal (95% CI)
Heterogeneity: Tau² = 0.00; Chi² = 1.85, df = 2 (P = 0.40); I² = 0%
Test for overall effect: Z = 3.39 (P = 0.0007)

Total (95% CI)
Heterogeneity: Tau² = 0.00; Chi² = 1.85, df = 2 (P = 0.40); I² = 0%
Test for overall effect: Z = 3.39 (P = 0.0007)

Mean

-13.9
-15.3
-10.9

SD

10.34
10.68

5.46

Total

14
102
93

209

209

Mean

-8.8
-13.1
-8.4

SD

8.54
11.17

5.4

Total

14
105

91
210

210

Weight

6.5%
50.0%
43.5%

100.0%

100.0%

IV, Random, 95% CI

-0.52 [-1.28, 0.23]
-0.20 [-0.47, 0.07]

-0.46 [-0.75, -0.17]
-0.33 [-0.53, -0.14]

-0.33 [-0.53, -0.14]

Benzodiazepine Placebo Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-1 -0.5 0 0.5 1
Favours experimental Favours control

13.7 Insomnia

Study or Subgroup
Lydiard 1997

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.74 (P = 0.46)

Events
3

3

Total
63

63

Events
5

5

Total
62

62

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.59 [0.15, 2.37]

0.59 [0.15, 2.37]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.005 0.1 1 10 200
Favours experimental Favours control
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2 Benzodiazepine versus Placebo for GAD
13.9 Dizziness

Study or Subgroup
13.9.1 Alprazolam
Lydiard 1997
Moller 2001
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 0.41, df = 2 (P = 0.82); I² = 0%
Test for overall effect: Z = 1.77 (P = 0.08)

Total (95% CI)
Total events
Heterogeneity: Chi² = 0.41, df = 2 (P = 0.82); I² = 0%
Test for overall effect: Z = 1.77 (P = 0.08)
Test for subgroup differences: Not applicable

Events

13
3

14

30

30

Total

63
102
93

258

258

Events

7
3
8

18

18

Total

62
105

91
258

258

Weight

39.0%
16.3%
44.7%

100.0%

100.0%

M-H, Fixed, 95% CI

1.83 [0.78, 4.27]
1.03 [0.21, 4.98]
1.71 [0.75, 3.88]
1.65 [0.95, 2.85]

1.65 [0.95, 2.85]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

13.13 Nausea

Study or Subgroup
13.13.1 Alprazolam
Lydiard 1997
Moller 2001
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 0.83, df = 2 (P = 0.66); I² = 0%
Test for overall effect: Z = 0.82 (P = 0.41)

Total (95% CI)
Total events
Heterogeneity: Chi² = 0.83, df = 2 (P = 0.66); I² = 0%
Test for overall effect: Z = 0.82 (P = 0.41)
Test for subgroup differences: Not applicable

Events

2
2
8

12

12

Total

63
102
93

258

258

Events

5
2
9

16

16

Total

62
105

91
258

258

Weight

31.3%
12.2%
56.5%

100.0%

100.0%

M-H, Fixed, 95% CI

0.39 [0.08, 1.95]
1.03 [0.15, 7.17]
0.87 [0.35, 2.16]
0.74 [0.36, 1.52]

0.74 [0.36, 1.52]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control

13.18 Fatigue

Study or Subgroup
13.18.2 Alprazolam
Lydiard 1997
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.41 (P = 0.68)

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.41 (P = 0.68)
Test for subgroup differences: Not applicable

Events

3

3

3

Total

63
63

63

Events

4

4

4

Total

62
62

62

Weight

100.0%
100.0%

100.0%

M-H, Random, 95% CI

0.74 [0.17, 3.16]
0.74 [0.17, 3.16]

0.74 [0.17, 3.16]

Benzodiazepine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.005 0.1 1 10 200
Favours experimental Favours control

35 Citalopram versus Placebo
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2 Benzodiazepine versus Placebo for GAD
35.1 Non-response

Study or Subgroup
Lenze 2005

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 2.18 (P = 0.03)

Events
6

6

Total
17

17

Events
13

13

Total
17

17

Weight
100.0%

100.0%

IV, Random, 95% CI
0.46 [0.23, 0.93]

0.46 [0.23, 0.93]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

35.2 Non-remission

Study or Subgroup
Lenze 2005

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.73 (P = 0.08)

Events
9

9

Total
17

17

Events
14

14

Total
17

17

Weight
100.0%

100.0%

IV, Random, 95% CI
0.64 [0.39, 1.06]

0.64 [0.39, 1.06]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control

35.3 Discontinuation due to adverse events

Study or Subgroup
Lenze 2005

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.69 (P = 0.49)

Events
1

1

Total
17

17

Events
0

0

Total
17

17

Weight
100.0%

100.0%

IV, Random, 95% CI
3.00 [0.13, 68.84]

3.00 [0.13, 68.84]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.001 0.1 1 10 1000
Favours experimental Favours control
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3 Head-to-Head trials of Pharmacological Interventions
15 Escitalopram versus Paroxetine

15.1 HAM-A change from baseline

Study or Subgroup
15.1.1 8 weeks
Baldwin 2006
Bielski 2005
Subtotal (95% CI)
Heterogeneity: Tau² = 0.00; Chi² = 0.04, df = 1 (P = 0.85); I² = 0%
Test for overall effect: Z = 3.50 (P = 0.0005)

15.1.2 24 weeks
Bielski 2005
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 2.17 (P = 0.03)

Mean

-16.56
-13

-15.3

SD

5.6
3.83

4.4

Total

266
60

326

60
60

Mean

-14.71
-11.7

-13.3

SD

5.55
4.97

5.52

Total

136
61

197

61
61

Weight

74.8%
25.2%

100.0%

100.0%
100.0%

IV, Random, 95% CI

-0.33 [-0.54, -0.12]
-0.29 [-0.65, 0.07]

-0.32 [-0.50, -0.14]

-0.40 [-0.76, -0.04]
-0.40 [-0.76, -0.04]

Escitalopram Paroxetine Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours experimental Favours control

15.2 Non-response

Study or Subgroup
Baldwin 2006

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 3.37 (P = 0.0008)

Events
65

65

Total
269

269

Events
56

56

Total
140

140

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.60 [0.45, 0.81]

0.60 [0.45, 0.81]

Escitalopram Paroxetine Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

15.7 Discontinuation due to adverse events

Study or Subgroup
Baldwin 2006

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.38 (P = 0.70)

Events
22

22

Total
269

269

Events
13

13

Total
140

140

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.88 [0.46, 1.69]

0.88 [0.46, 1.69]

Escitalopram Paroxetine Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control

15.8 Diarrhoea

Study or Subgroup
Baldwin 2006

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.36 (P = 0.72)

Events
26

26

Total
269

269

Events
12

12

Total
140

140

Weight
100.0%

100.0%

M-H, Fixed, 95% CI
1.13 [0.59, 2.17]

1.13 [0.59, 2.17]

Escitalopram Paroxetine Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control
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3 Head-to-Head trials of Pharmacological Interventions
15.14 Decreased libido

Study or Subgroup
Baldwin 2006

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.31 (P = 0.19)

Events
11

11

Total
269

269

Events
10

10

Total
140

140

Weight
100.0%

100.0%

M-H, Fixed, 95% CI
0.57 [0.25, 1.32]

0.57 [0.25, 1.32]

Escitalopram Paroxetine Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

15.17 Anxiety

Study or Subgroup
Baldwin 2006

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.25 (P = 0.21)

Events
7

7

Total
269

269

Events
7

7

Total
140

140

Weight
100.0%

100.0%

M-H, Fixed, 95% CI
0.52 [0.19, 1.45]

0.52 [0.19, 1.45]

Escitalopram Paroxetine Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

16 Sertraline versus Paroxetine

16.1 Non-response

Study or Subgroup
Ball 2005

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.55 (P = 0.58)

Events
8

8

Total
25

25

Events
11

11

Total
28

28

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.81 [0.39, 1.70]

0.81 [0.39, 1.70]

Paroxetine Sertraline Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control

16.2 Non-remission

Study or Subgroup
Ball 2005

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.47 (P = 0.64)

Events
15

15

Total
25

25

Events
15

15

Total
28

28

Weight
100.0%

100.0%

M-H, Random, 95% CI
1.12 [0.70, 1.79]

1.12 [0.70, 1.79]

Paroxetine Sertraline Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

17 Escitalopram versus Venlafaxine

17.2 Non-response

Study or Subgroup
Bose 2008

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.12 (P = 0.90)

Events
64

64

Total
131

131

Events
66

66

Total
133

133

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.98 [0.77, 1.26]

0.98 [0.77, 1.26]

Escitalopram Venlafaxine Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control
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3 Head-to-Head trials of Pharmacological Interventions
17.3 Non-remission

Study or Subgroup
Bose 2008

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.08 (P = 0.94)

Events
91

91

Total
131

131

Events
93

93

Total
133

133

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.99 [0.85, 1.16]

0.99 [0.85, 1.16]

Escitalopram Venlafaxine Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

17.4 Discontinuation due to adverse events

Study or Subgroup
Bose 2008

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.58 (P = 0.11)

Events
9

9

Total
131

131

Events
17

17

Total
133

133

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.54 [0.25, 1.16]

0.54 [0.25, 1.16]

Escitalopram Venlafaxine Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control

21 Duloxetine versus Venlafaxine

21.2 Discontinuation due to adverse events

Study or Subgroup
Hartford 2007
Nicolini 2009

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.21, df = 1 (P = 0.65); I² = 0%
Test for overall effect: Z = 0.78 (P = 0.44)

Events
23
20

43

Total
162
158

320

Events
18
20

38

Total
164
169

333

Weight
50.3%
49.7%

100.0%

M-H, Random, 95% CI
1.29 [0.73, 2.30]
1.07 [0.60, 1.91]

1.18 [0.78, 1.77]

Duloxetine Venlafaxine Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

21.3 Non-response

Study or Subgroup
Hartford 2007
Nicolini 2009

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.03; Chi² = 2.91, df = 1 (P = 0.09); I² = 66%
Test for overall effect: Z = 0.29 (P = 0.77)

Events
92
60

152

Total
162
158

320

Events
78
72

150

Total
164
169

333

Weight
54.0%
46.0%

100.0%

M-H, Random, 95% CI
1.19 [0.97, 1.47]
0.89 [0.68, 1.16]

1.04 [0.78, 1.39]

Duloxetine Venlafaxine Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

21.4 Non-remission

Study or Subgroup
Hartford 2007
Nicolini 2009

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 1.33, df = 1 (P = 0.25); I² = 25%
Test for overall effect: Z = 1.01 (P = 0.31)

Events
128
91

219

Total
162
158

320

Events
116
99

215

Total
164
169

333

Weight
63.5%
36.5%

100.0%

M-H, Random, 95% CI
1.12 [0.98, 1.27]
0.98 [0.82, 1.18]

1.07 [0.94, 1.21]

Duloxetine Venlafaxine Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control
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3 Head-to-Head trials of Pharmacological Interventions
21.5 HAM-A

Study or Subgroup
Hartford 2007
Nicolini 2009

Total (95% CI)
Heterogeneity: Tau² = 0.00; Chi² = 0.00, df = 1 (P = 0.95); I² = 0%
Test for overall effect: Z = 0.34 (P = 0.73)

Mean
-11.82
-15.3

SD
8.95
6.4

Total
162
158

320

Mean
-12.02
-15.5

SD
9.39
6.16

Total
164
169

333

Weight
50.0%
50.0%

100.0%

IV, Random, 95% CI
0.02 [-0.20, 0.24]
0.03 [-0.19, 0.25]

0.03 [-0.13, 0.18]

Duloxetine Venlafaxine Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-1 -0.5 0 0.5 1
Favours experimental Favours control

21.6 Sheehan Disability Scale

Study or Subgroup
Hartford 2007
Nicolini 2009

Total (95% CI)
Heterogeneity: Tau² = 0.00; Chi² = 0.04, df = 1 (P = 0.83); I² = 0%
Test for overall effect: Z = 0.31 (P = 0.75)

Mean
-7.92
-8.86

SD
8.12
5.6

Total
162
158

320

Mean
-7.99
-9.09

SD
8.88
5.61

Total
164
169

333

Weight
50.0%
50.0%

100.0%

IV, Random, 95% CI
0.01 [-0.21, 0.23]
0.04 [-0.18, 0.26]

0.02 [-0.13, 0.18]

Duloxetine Venlafaxine Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-0.5 -0.25 0 0.25 0.5
Favours experimental Favours control

21.9 Diarrhoea

Study or Subgroup
Hartford 2007

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.81 (P = 0.07)

Events
22

22

Total
162

162

Events
12

12

Total
164

164

Weight
100.0%

100.0%

M-H, Random, 95% CI
1.86 [0.95, 3.62]

1.86 [0.95, 3.62]

Duloxetine Venlafaxine Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control
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4 Antidepressants versus Other Pharmacological Interventions
14 Venlafaxine versus Pregabalin

14.2 Discontinuation due to adverse events

Study or Subgroup
Kasper 2009
Montgomery 2006

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.69, df = 1 (P = 0.41); I² = 0%
Test for overall effect: Z = 2.62 (P = 0.009)

Events
22
23

45

Total
125
113

238

Events
15
21

36

Total
121
207

328

Weight
44.7%
55.3%

100.0%

M-H, Random, 95% CI
1.42 [0.77, 2.60]
2.01 [1.16, 3.46]

1.72 [1.15, 2.58]

Venlafaxine Pregabalin Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control

14.3 Non-response

Study or Subgroup
Kasper 2009
Montgomery 2006

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.06; Chi² = 4.09, df = 1 (P = 0.04); I² = 76%
Test for overall effect: Z = 0.56 (P = 0.57)

Events
70
45

115

Total
125
113

238

Events
50
90

140

Total
121
207

328

Weight
50.5%
49.5%

100.0%

M-H, Random, 95% CI
1.36 [1.04, 1.76]
0.92 [0.70, 1.21]

1.12 [0.76, 1.64]

Venlafaxine Pregabalin Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

14.4 Non-remission

Study or Subgroup
Montgomery 2006

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.11 (P = 0.91)

Events
73

73

Total
113

113

Events
135

135

Total
207

207

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.99 [0.84, 1.17]

0.99 [0.84, 1.17]

Venlafaxine Pregabalin Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

14.5 HAM-A

Study or Subgroup
Kasper 2009
Montgomery 2006

Total (95% CI)
Heterogeneity: Tau² = 0.03; Chi² = 3.21, df = 1 (P = 0.07); I² = 69%
Test for overall effect: Z = 1.21 (P = 0.22)

Mean
-12

-14.1

SD
7.12
5.97

Total
121
110

231

Mean
-14.5

-14.38

SD
7

8.05

Total
121
198

319

Weight
48.7%
51.3%

100.0%

IV, Random, 95% CI
0.35 [0.10, 0.61]

0.04 [-0.20, 0.27]

0.19 [-0.12, 0.50]

Venlafaxine Pregabalin Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours experimental Favours control

14.7 Q-LES-Q

Study or Subgroup
Kasper 2009

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.70 (P = 0.48)

Mean
-12.7

SD
13.44

Total
125

125

Mean
-11.5

SD
13.22

Total
121

121

Weight
100.0%

100.0%

IV, Random, 95% CI
-0.09 [-0.34, 0.16]

-0.09 [-0.34, 0.16]

Venlafaxine Pregabalin Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-1 -0.5 0 0.5 1
Favours experimental Favours control
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4 Antidepressants versus Other Pharmacological Interventions
14.9 Nausea

Study or Subgroup
Kasper 2009
Montgomery 2006

Total (95% CI)
Total events
Heterogeneity: Chi² = 0.22, df = 1 (P = 0.64); I² = 0%
Test for overall effect: Z = 4.37 (P < 0.0001)

Events
32
31

63

Total
125
113

238

Events
15
23

38

Total
121
207

328

Weight
48.4%
51.6%

100.0%

M-H, Fixed, 95% CI
2.07 [1.18, 3.62]
2.47 [1.52, 4.02]

2.27 [1.57, 3.29]

Venlafaxine Pregabalin Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

14.11 Dizziness

Study or Subgroup
Kasper 2009
Montgomery 2006

Total (95% CI)
Total events
Heterogeneity: Chi² = 0.03, df = 1 (P = 0.85); I² = 0%
Test for overall effect: Z = 3.39 (P = 0.0007)

Events
12
14

26

Total
125
113

238

Events
25
51

76

Total
121
207

328

Weight
41.4%
58.6%

100.0%

M-H, Fixed, 95% CI
0.46 [0.24, 0.88]
0.50 [0.29, 0.87]

0.49 [0.32, 0.74]

Venlafaxine Pregabalin Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

14.15 Somnolence

Study or Subgroup
Kasper 2009
Montgomery 2006

Total (95% CI)
Total events
Heterogeneity: Chi² = 0.99, df = 1 (P = 0.32); I² = 0%
Test for overall effect: Z = 2.88 (P = 0.004)

Events
6
4

10

Total
125
113

238

Events
11
28

39

Total
121
207

328

Weight
36.1%
63.9%

100.0%

M-H, Fixed, 95% CI
0.53 [0.20, 1.38]
0.26 [0.09, 0.73]

0.36 [0.18, 0.72]

Venlafaxine Pregabalin Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

14.16 Insomnia

Study or Subgroup
Kasper 2009
Montgomery 2006

Total (95% CI)
Total events
Heterogeneity: Chi² = 0.33, df = 1 (P = 0.57); I² = 0%
Test for overall effect: Z = 2.64 (P = 0.008)

Events
12

8

20

Total
125
113

238

Events
5
4

9

Total
121
207

328

Weight
64.3%
35.7%

100.0%

M-H, Fixed, 95% CI
2.32 [0.84, 6.40]

3.66 [1.13, 11.90]

2.80 [1.31, 6.01]

Venlafaxine Pregabalin Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

18 Venlafaxine versus Buspirone

18.1 Non-response

Study or Subgroup
Davidson1999

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.17 (P = 0.87)

Events
116

116

Total
203

203

Events
55

55

Total
98

98

Weight
100.0%

100.0%

M-H, Random, 95% CI
1.02 [0.82, 1.26]

1.02 [0.82, 1.26]

Venlafaxine Buspirone Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control
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4 Antidepressants versus Other Pharmacological Interventions
18.2 Nausea

Study or Subgroup
Davidson1999

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.46 (P = 0.15)

Events
78

78

Total
203

203

Events
29

29

Total
98

98

Weight
100.0%

100.0%

M-H, Fixed, 95% CI
1.30 [0.91, 1.85]

1.30 [0.91, 1.85]

Venlafaxine Buspirone Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

18.3 Dizziness

Study or Subgroup
Davidson1999

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 5.07 (P < 0.00001)

Events
38

38

Total
203

203

Events
46

46

Total
98

98

Weight
100.0%

100.0%

M-H, Fixed, 95% CI
0.40 [0.28, 0.57]

0.40 [0.28, 0.57]

Venlafaxine Buspirone Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

18.6 Discontinuation due to adverse events

Study or Subgroup
Davidson1999

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.78 (P = 0.08)

Events
50

50

Total
203

203

Events
15

15

Total
98

98

Weight
100.0%

100.0%

M-H, Random, 95% CI
1.61 [0.95, 2.72]

1.61 [0.95, 2.72]

Venlafaxine Buspirone Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

19 Venlafaxine versus Diazepam

19.2 Discontinuation due to adverse events

Study or Subgroup
Hackett 2003

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 2.20 (P = 0.03)

Events
40

40

Total
370

370

Events
2

2

Total
89

89

Weight
100.0%

100.0%

M-H, Random, 95% CI
4.81 [1.18, 19.53]

4.81 [1.18, 19.53]

Venlafaxine Benzodiazepine Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.005 0.1 1 10 200
Favours experimental Favours control

19.3 Non-response

Study or Subgroup
Hackett 2003

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.36 (P = 0.72)

Events
170

170

Total
370

370

Events
39

39

Total
89

89

Weight
100.0%

100.0%

M-H, Random, 95% CI
1.05 [0.81, 1.36]

1.05 [0.81, 1.36]

Venlafaxine Benzodiazepine Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

23 Quetiapine 50mg versus Paroxetine
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4 Antidepressants versus Other Pharmacological Interventions
23.1 Non-response

Study or Subgroup
AstraZeneca 2007a

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.65 (P = 0.52)

Events
76

76

Total
217

217

Events
84

84

Total
221

221

Weight
100.0%

100.0%

IV, Random, 95% CI
0.92 [0.72, 1.18]

0.92 [0.72, 1.18]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

23.2 Non-remission

Study or Subgroup
AstraZeneca 2007a

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.40 (P = 0.16)

Events
134

134

Total
218

218

Events
150

150

Total
221

221

Weight
100.0%

100.0%

IV, Random, 95% CI
0.91 [0.79, 1.04]

0.91 [0.79, 1.04]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

23.3 Discontinuation due to adverse events

Study or Subgroup
AstraZeneca 2007a

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.37 (P = 0.17)

Events
17

17

Total
217

217

Events
26

26

Total
221

221

Weight
100.0%

100.0%

IV, Random, 95% CI
0.67 [0.37, 1.19]

0.67 [0.37, 1.19]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

24 Quetiapine 150mg versus Paroxetine

24.1 Non-response

Study or Subgroup
AstraZeneca 2007a

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.16 (P = 0.25)

Events
76

76

Total
217

217

Events
65

65

Total
218

218

Weight
100.0%

100.0%

IV, Random, 95% CI
1.17 [0.89, 1.54]

1.17 [0.89, 1.54]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

24.2 Non-remission

Study or Subgroup
AstraZeneca 2007a

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.40 (P = 0.16)

Events
134

134

Total
218

218

Events
150

150

Total
221

221

Weight
100.0%

100.0%

IV, Random, 95% CI
0.91 [0.79, 1.04]

0.91 [0.79, 1.04]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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4 Antidepressants versus Other Pharmacological Interventions
24.3 Discontinuation due to adverse events

Study or Subgroup
AstraZeneca 2007a

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 2.57 (P = 0.01)

Events
17

17

Total
217

217

Events
35

35

Total
218

218

Weight
100.0%

100.0%

IV, Random, 95% CI
0.49 [0.28, 0.84]

0.49 [0.28, 0.84]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

33 Quetiapine 150mg versus Escitalopram

33.1 Non-response

Study or Subgroup
Astra Zeneca 2007b

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.46 (P = 0.14)

Events
94

94

Total
203

203

Events
86

86

Total
219

219

Weight
100.0%

100.0%

IV, Random, 95% CI
1.18 [0.94, 1.47]

1.18 [0.94, 1.47]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

33.2 Non-remission

Study or Subgroup
Astra Zeneca 2007b

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.33 (P = 0.18)

Events
149

149

Total
213

213

Events
140

140

Total
219

219

Weight
100.0%

100.0%

IV, Random, 95% CI
1.09 [0.96, 1.25]

1.09 [0.96, 1.25]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

33.3 Discontinuation due to adverse events

Study or Subgroup
Astra Zeneca 2007b

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 2.34 (P = 0.02)

Events
21

21

Total
213

213

Events
39

39

Total
219

219

Weight
100.0%

100.0%

IV, Random, 95% CI
0.55 [0.34, 0.91]

0.55 [0.34, 0.91]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

34 Quetiapine 300mg versus Escitalopram

34.1 Non-response

Study or Subgroup
Astra Zeneca 2007b

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.50 (P = 0.61)

Events
94

94

Total
203

203

Events
101

101

Total
207

207

Weight
100.0%

100.0%

IV, Random, 95% CI
0.95 [0.77, 1.16]

0.95 [0.77, 1.16]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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4 Antidepressants versus Other Pharmacological Interventions
34.2 Non-remission

Study or Subgroup
Astra Zeneca 2007b

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.57 (P = 0.57)

Events
149

149

Total
213

213

Events
150

150

Total
207

207

Weight
100.0%

100.0%

IV, Random, 95% CI
0.97 [0.85, 1.09]

0.97 [0.85, 1.09]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

34.3 Discontinuation due to adverse events

Study or Subgroup
Astra Zeneca 2007b

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 3.93 (P < 0.0001)

Events
21

21

Total
213

213

Events
52

52

Total
206

206

Weight
100.0%

100.0%

IV, Random, 95% CI
0.39 [0.24, 0.62]

0.39 [0.24, 0.62]

Experimental Control Risk Ratio Risk Ratio
IV, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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5 Other Pharmacological Interventions (other than antidepressants)
20 Hydroxyzine versus Buspirone

20.2 HAM-A

Study or Subgroup
Lader 1998

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 1.65 (P = 0.10)

Mean
-10.8

SD
7.5

Total
81

81

Mean
-8.8

SD
7.8

Total
82

82

Weight
100.0%

100.0%

IV, Random, 95% CI
-0.26 [-0.57, 0.05]

-0.26 [-0.57, 0.05]

Hydroxyzine Buspirone Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-1 -0.5 0 0.5 1
Favours Hydroxyzine Favours Buspirone

20.4 At least one side effect

Study or Subgroup
Lader 1998

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.22 (P = 0.82)

Events
32

32

Total
81

81

Events
31

31

Total
82

82

Weight
100.0%

100.0%

M-H, Random, 95% CI
1.05 [0.71, 1.54]

1.05 [0.71, 1.54]

Hydroxyzine Buspirone Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

22 Buspirone versus Lorazepam

22.1 HAM-A

Study or Subgroup
Bourin 1995

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.93 (P = 0.35)

Mean
9.91

SD
5.9

Total
23

23

Mean
12.05

SD
8.68

Total
20

20

Weight
100.0%

100.0%

IV, Random, 95% CI
-0.29 [-0.89, 0.32]

-0.29 [-0.89, 0.32]

Buspirone Lorazepam Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours buspirone Favours lorazepam

25 Pregabalin versus Lorazepam

25.2 Discontinuation due to adverse events

Study or Subgroup
Feltner 2003
Pande 2003
Pfizer 2005

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.30, df = 2 (P = 0.86); I² = 0%
Test for overall effect: Z = 5.66 (P < 0.00001)

Events
18
16
25

59

Total
136
139
135

410

Events
24
19
26

69

Total
68
68
64

200

Weight
31.6%
25.5%
42.9%

100.0%

M-H, Random, 95% CI
0.38 [0.22, 0.64]
0.41 [0.23, 0.75]
0.46 [0.29, 0.72]

0.42 [0.31, 0.56]

Pregabalin Lorazepam Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control
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5 Other Pharmacological Interventions (other than antidepressants)
25.3 Non-response

Study or Subgroup
Feltner 2003
Pande 2003
Pfizer 2005

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.06; Chi² = 8.61, df = 2 (P = 0.01); I² = 77%
Test for overall effect: Z = 0.26 (P = 0.79)

Events
64
88
80

232

Total
136
139
135

410

Events
33
30
45

108

Total
68
68
64

200

Weight
31.5%
31.9%
36.7%

100.0%

M-H, Random, 95% CI
0.97 [0.72, 1.31]
1.44 [1.07, 1.93]
0.84 [0.68, 1.04]

1.04 [0.76, 1.44]

Pregabalin Lorazepam Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

25.4 HAM-A

Study or Subgroup
Feltner 2003

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 1.79 (P = 0.07)

Mean
-13.17

SD
4.96

Total
66

66

Mean
-11.62

SD
4.92

Total
68

68

Weight
100.0%

100.0%

IV, Random, 95% CI
-0.31 [-0.65, 0.03]

-0.31 [-0.65, 0.03]

Pregabalin Lorazepam Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours experimental Favours control

25.5 Somnolence

Study or Subgroup
Feltner 2003
Pande 2003

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.14; Chi² = 5.88, df = 1 (P = 0.02); I² = 83%
Test for overall effect: Z = 1.61 (P = 0.11)

Events
33
35

68

Total
66

139

205

Events
41
37

78

Total
68
68

136

Weight
51.3%
48.7%

100.0%

M-H, Random, 95% CI
0.83 [0.61, 1.13]
0.46 [0.32, 0.66]

0.62 [0.35, 1.11]

Pregabalin Lorazepam Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

25.6 Dizziness

Study or Subgroup
Feltner 2003
Pande 2003

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.93, df = 1 (P = 0.34); I² = 0%
Test for overall effect: Z = 2.68 (P = 0.007)

Events
19
43

62

Total
66

139

205

Events
13

9

22

Total
68
68

136

Weight
53.0%
47.0%

100.0%

M-H, Random, 95% CI
1.51 [0.81, 2.80]
2.34 [1.21, 4.51]

1.85 [1.18, 2.91]

Pregabalin Lorazepam Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

25.7 Non-remission

Study or Subgroup
Feltner 2003
Pande 2003
Pfizer 2005

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.73, df = 2 (P = 0.69); I² = 0%
Test for overall effect: Z = 0.97 (P = 0.33)

Events
102
109
114

325

Total
136
139
135

410

Events
51
48
52

151

Total
68
68
64

200

Weight
29.5%
26.8%
43.7%

100.0%

M-H, Random, 95% CI
1.00 [0.85, 1.18]
1.11 [0.93, 1.33]
1.04 [0.91, 1.19]

1.05 [0.95, 1.15]

Pregabalin Lorazepam Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

26 Pregabalin versus Alprazolam
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5 Other Pharmacological Interventions (other than antidepressants)
26.2 Discontinuation due to adverse events

Study or Subgroup
Rickels 2005

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.36 (P = 0.17)

Events
22

22

Total
270

270

Events
12

12

Total
93

93

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.63 [0.33, 1.23]

0.63 [0.33, 1.23]

Pregabalin Alprazolam Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control

26.3 HAM-A

Study or Subgroup
Rickels 2005

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.74 (P = 0.46)

Mean
-11.67

SD
9.22

Total
261

261

Mean
-10.9

SD
5.38

Total
88

88

Weight
100.0%

100.0%

IV, Random, 95% CI
-0.09 [-0.33, 0.15]

-0.09 [-0.33, 0.15]

Pregabalin Alprazolam Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-1 -0.5 0 0.5 1
Favours experimental Favours control

26.4 Non-response

Study or Subgroup
Rickels 2005

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.92 (P = 0.05)

Events
130

130

Total
270

270

Events
55

55

Total
93

93

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.81 [0.66, 1.00]

0.81 [0.66, 1.00]

Pregabalin Alprazolam Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

26.5 Somnolence

Study or Subgroup
Rickels 2005

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29)

Events
97

97

Total
270

270

Events
39

39

Total
93

93

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.86 [0.64, 1.14]

0.86 [0.64, 1.14]

Pregabalin Alprazolam Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

26.6 Dizziness

Study or Subgroup
Rickels 2005

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 3.31 (P = 0.0009)

Events
96

96

Total
270

270

Events
14

14

Total
93

93

Weight
100.0%

100.0%

M-H, Random, 95% CI
2.36 [1.42, 3.93]

2.36 [1.42, 3.93]

Pregabalin Alprazolam Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control
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5 Other Pharmacological Interventions (other than antidepressants)
26.7 Non-remission

Study or Subgroup
Rickels 2005

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.19 (P = 0.85)

Events
203

203

Total
270

270

Events
69

69

Total
93

93

Weight
100.0%

100.0%

M-H, Random, 95% CI
1.01 [0.88, 1.16]

1.01 [0.88, 1.16]

Pregabalin Alprazolam Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control
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6 Comparing the Effectiveness of Different Dosages 
1 Venlafaxine

1.2 HAM-A

Study or Subgroup
1.2.3 Venlafaxine 75mg versus 150mg
Davidson 1999
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 1.79 (P = 0.07)

Test for subgroup differences: Not applicable

Mean

-10.7

SD

5.41

Total

87
87

Mean

-9.2

SD

5.67

Total

87
87

Weight

100.0%
100.0%

IV, Fixed, 95% CI

-1.50 [-3.15, 0.15]
-1.50 [-3.15, 0.15]

Experimental Control Mean Difference Mean Difference
IV, Fixed, 95% CI

-100 -50 0 50 100
Favours experimental Favours control

1.3 Discontinuation due to Adverse Events

Study or Subgroup
1.3.4 Venlafaxine 37.5mg versus 75mg
Allgulander 2001
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.32 (P = 0.19)

1.3.5 Venlafaxine 75mg versus 150mg
Allgulander 2001
Hacket 2003
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 1.02, df = 1 (P = 0.31); I² = 2%
Test for overall effect: Z = 0.71 (P = 0.48)

Events

11

11

17
17

34

Total

141
141

134
191
325

Events

17

17

16
23

39

Total

134
134

137
179
316

Weight

100.0%
100.0%

46.3%
53.7%

100.0%

M-H, Random, 95% CI

0.61 [0.30, 1.26]
0.61 [0.30, 1.26]

1.09 [0.57, 2.06]
0.69 [0.38, 1.25]
0.85 [0.55, 1.32]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control

1.4 Non Response

Study or Subgroup
1.4.3 Venlafaxine 75mg versus 150mg
Davidson 1999
Hacket 2003
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.37, df = 1 (P = 0.55); I² = 0%
Test for overall effect: Z = 0.75 (P = 0.45)

Events

44
78

122

Total

87
191
278

Events

45
82

127

Total

89
179
268

Weight

39.0%
61.0%

100.0%

M-H, Random, 95% CI

1.00 [0.75, 1.34]
0.89 [0.71, 1.13]
0.93 [0.78, 1.12]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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6 Comparing the Effectiveness of Different Dosages 
1.5 Dizziness

Study or Subgroup
1.5.5 Venlafaxine 37.5mg versus 75mg
Allgulander 2001
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.41 (P = 0.16)

1.5.6 Venlafaxine 75mg versus 150mg
Allgulander 2001
Davidson 1999
Rickels 2000
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.05; Chi² = 3.61, df = 2 (P = 0.16); I² = 45%
Test for overall effect: Z = 1.01 (P = 0.31)

1.5.7 Venlafaxine 150mg versus 225mg
Rickels 2000
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 3.49 (P = 0.0005)

Events

21

21

29
17
24

70

20

20

Total

140
140

134
102
92

328

91
91

Events

29

29

47
21
20

88

17

17

Total

134
134

137
101
91

329

225
225

Weight

100.0%
100.0%

41.2%
27.5%
31.3%

100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.69 [0.42, 1.15]
0.69 [0.42, 1.15]

0.63 [0.42, 0.94]
0.80 [0.45, 1.43]
1.19 [0.71, 1.99]
0.82 [0.56, 1.20]

2.91 [1.60, 5.29]
2.91 [1.60, 5.29]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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6 Comparing the Effectiveness of Different Dosages 
1.6 Nausea

Study or Subgroup
1.6.5 Venlafaxine 37.5mg versus 75mg
Allgulander 2001
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 2.21 (P = 0.03)

1.6.6 Venlafaxine 75mg versus 150mg
Allgulander 2001
Davidson 1999
Rickels 2000
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.24, df = 2 (P = 0.89); I² = 0%
Test for overall effect: Z = 2.17 (P = 0.03)

1.6.7 Venlafaxine 150mg versus 225mg
Rickels 2000
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.52 (P = 0.60)

Events

31

31

46
34
40

120

46

46

Total

140
140

134
102
92

328

91
91

Events

46

46

58
44
46

148

42

42

Total

134
134

137
101
91

329

90
90

Weight

100.0%
100.0%

36.8%
27.5%
35.8%

100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.65 [0.44, 0.95]
0.65 [0.44, 0.95]

0.81 [0.60, 1.10]
0.77 [0.54, 1.09]
0.86 [0.63, 1.17]
0.82 [0.68, 0.98]

1.08 [0.80, 1.46]
1.08 [0.80, 1.46]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

1.8 Asthenia

Study or Subgroup
1.8.4 Venlafaxine 75mg versus 150mg
Davidson 1999
Rickels 2000
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.28, df = 1 (P = 0.60); I² = 0%
Test for overall effect: Z = 1.47 (P = 0.14)

1.8.5 Venlafaxine 150mg versus 225mg
Rickels 2000
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.39 (P = 0.16)

Events

14
10

24

12

12

Total

102
92

194

91
91

Events

22
12

34

19

19

Total

101
91

192

90
90

Weight

62.4%
37.6%

100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.63 [0.34, 1.16]
0.82 [0.37, 1.81]
0.70 [0.43, 1.13]

0.62 [0.32, 1.21]
0.62 [0.32, 1.21]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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6 Comparing the Effectiveness of Different Dosages 
1.9 Insomnia

Study or Subgroup
1.9.4 Venlafaxine 75mg versus 150mg
Rickels 2000
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.92 (P = 0.06)

1.9.5 Venlafaxine 150mg versus 225mg
Rickels 2000
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.21 (P = 0.83)

Events

16

16

27

27

Total

92
92

91
91

Events

27

27

28

28

Total

91
91

90
90

Weight

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.59 [0.34, 1.01]
0.59 [0.34, 1.01]

0.95 [0.61, 1.48]
0.95 [0.61, 1.48]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

1.11 Nervousness

Study or Subgroup
1.11.4 Venlafaxine 75mg versus 150mg
Rickels 2000
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.28 (P = 0.20)

1.11.5 Venlafaxine 150mg versus 225mg
Rickels 2000
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.45 (P = 0.15)

Events

10

10

16

16

Total

92
92

91
91

Events

16

16

9

9

Total

91
91

90
90

Weight

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.62 [0.30, 1.29]
0.62 [0.30, 1.29]

1.76 [0.82, 3.77]
1.76 [0.82, 3.77]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

2 Escitalopram

Appendix 16c 49



6 Comparing the Effectiveness of Different Dosages 
2.1 Discontinuation due to Adverse events

Study or Subgroup
2.1.4 Escitalopram 10mg versus 20mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.37 (P = 0.17)

2.1.5 Escitalopram 5mg versus 10mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.24 (P = 0.81)

Events

8

8

7

7

Total

136
136

134
134

Events

14

14

8

8

Total

133
133

136
136

Weight

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.56 [0.24, 1.29]
0.56 [0.24, 1.29]

0.89 [0.33, 2.38]
0.89 [0.33, 2.38]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

2.2 Nausea

Study or Subgroup
2.2.4 Escitalopram 5mg versus 10mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.21 (P = 0.23)

2.2.5 Escitalopram 10mg versus 20mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.09 (P = 0.93)

Events

20

20

28

28

Total

134
134

136
136

Events

28

28

28

28

Total

136
136

133
133

Weight

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.72 [0.43, 1.22]
0.72 [0.43, 1.22]

0.98 [0.61, 1.56]
0.98 [0.61, 1.56]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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6 Comparing the Effectiveness of Different Dosages 
2.3 Fatigue

Study or Subgroup
2.3.4 Escitalopram 5mg versus 10mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.59 (P = 0.56)

2.3.5 Escitalopram 10mg versus 20mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.48 (P = 0.14)

Events

11

11

14

14

Total

134
134

136
136

Events

14

14

22

22

Total

136
136

133
133

Weight

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.80 [0.38, 1.69]
0.80 [0.38, 1.69]

0.62 [0.33, 1.16]
0.62 [0.33, 1.16]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

2.4 Headache

Study or Subgroup
2.4.4 Escitalopram 5mg versus 10mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.87 (P = 0.06)

2.4.5 Escitalopram 10mg versus 20mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.84 (P = 0.07)

Events

21

21

34

34

Total

134
134

136
136

Events

34

34

21

21

Total

136
136

133
133

Weight

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.63 [0.38, 1.02]
0.63 [0.38, 1.02]

1.58 [0.97, 2.58]
1.58 [0.97, 2.58]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control
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6 Comparing the Effectiveness of Different Dosages 
2.5 Insomnia

Study or Subgroup
2.5.4 Escitalopram 5mg versus 10mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.93 (P = 0.35)

2.5.5 Escitalopram 10mg versus 20mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.51 (P = 0.61)

Events

12

12

17

17

Total

134
134

136
136

Events

17

17

14

14

Total

136
136

133
133

Weight

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.72 [0.36, 1.44]
0.72 [0.36, 1.44]

1.19 [0.61, 2.31]
1.19 [0.61, 2.31]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

2.7 Somnolence

Study or Subgroup
2.7.4 Escitalopram 5mg versus 10mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.33 (P = 0.18)

2.7.5 Escitalopram 10mg versus 20mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.34 (P = 0.18)

Events

10

10

5

5

Total

134
134

136
136

Events

5

5

10

10

Total

136
136

133
133

Weight

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

2.03 [0.71, 5.78]
2.03 [0.71, 5.78]

0.49 [0.17, 1.39]
0.49 [0.17, 1.39]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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6 Comparing the Effectiveness of Different Dosages 
2.10 Anxiety

Study or Subgroup
2.10.4 Escitalopram 5mg versus 10mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.70 (P = 0.09)

2.10.5 Escitalopram 10mg versus 20mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.41 (P = 0.68)

Events

9

9

3

3

Total

134
134

136
136

Events

3

3

4

4

Total

136
136

133
133

Weight

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

3.04 [0.84, 11.00]
3.04 [0.84, 11.00]

0.73 [0.17, 3.21]
0.73 [0.17, 3.21]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

2.11 HAM-A

Study or Subgroup
2.11.4 Escitalopram 5mg versus 10mg
Baldwin 2006
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 1.87 (P = 0.06)

2.11.5 Escitalopram 10mg versus 20mg
Baldwin 2006
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.60 (P = 0.55)

Mean

-15.49

-16.76

SD

5.48

5.59

Total

134
134

134
134

Mean

-16.76

-16.35

SD

5.59

5.53

Total

134
134

132
132

Weight

100.0%
100.0%

100.0%
100.0%

IV, Random, 95% CI

0.23 [-0.01, 0.47]
0.23 [-0.01, 0.47]

-0.07 [-0.31, 0.17]
-0.07 [-0.31, 0.17]

Experimental Control Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-0.5 -0.25 0 0.25 0.5
Favours experimental Favours control
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2.13 Dizziness

Study or Subgroup
2.13.4 Escitalopram 5mg versus 10mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.76 (P = 0.08)

2.13.5 Escitalopram 10mg versus 20mg
Baldwin 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.35 (P = 0.72)

Events

6

6

14

14

Total

134
134

136
136

Events

14

14

12

12

Total

136
136

133
133

Weight

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.43 [0.17, 1.10]
0.43 [0.17, 1.10]

1.14 [0.55, 2.37]
1.14 [0.55, 2.37]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

3 Paroxetine

3.3 Decreased libido

Study or Subgroup
3.3.3 Paroxetine 20mg versus 40mg
Rickels 2003
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.62 (P = 0.53)

Events

24

24

Total

189
189

Events

21

21

Total

197
197

Weight

100.0%
100.0%

M-H, Random, 95% CI

1.19 [0.69, 2.07]
1.19 [0.69, 2.07]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

3.4 Nausea

Study or Subgroup
3.4.3 Paroxetine 20mg versus 40mg
Rickels 2003
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.59 (P = 0.56)

Events

36

36

Total

189
189

Events

33

33

Total

197
197

Weight

100.0%
100.0%

M-H, Random, 95% CI

1.14 [0.74, 1.74]
1.14 [0.74, 1.74]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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3.5 Somnolence

Study or Subgroup
3.5.3 Paroxetine 20mg versus 40mg
Rickels 2003
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.59 (P = 0.56)

Events

38

38

Total

189
189

Events

35

35

Total

197
197

Weight

100.0%
100.0%

M-H, Random, 95% CI

1.13 [0.75, 1.71]
1.13 [0.75, 1.71]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

3.6 Decreased appetite

Study or Subgroup
3.6.3 Paroxetine 20mg versus 40mg
Rickels 2003
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.31 (P = 0.75)

Events

13

13

Total

189
189

Events

12

12

Total

197
197

Weight

100.0%
100.0%

M-H, Random, 95% CI

1.13 [0.53, 2.41]
1.13 [0.53, 2.41]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

3.7 Non-response

Study or Subgroup
3.7.3 Paroxetine 20mg versus 40mg
Rickels 2003
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.26 (P = 0.21)

Events

72

72

Total

189
189

Events

63

63

Total

197
197

Weight

100.0%
100.0%

M-H, Random, 95% CI

1.19 [0.91, 1.57]
1.19 [0.91, 1.57]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control

3.8 Non-remission

Study or Subgroup
3.8.3 Paroxetine 20mg versus 40mg
Rickels 2003
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.23 (P = 0.22)

Events

132

132

Total

189
189

Events

126

126

Total

197
197

Weight

100.0%
100.0%

M-H, Random, 95% CI

1.09 [0.95, 1.26]
1.09 [0.95, 1.26]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.5 0.7 1 1.5 2
Favours experimental Favours control
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3.9 Discontinuation due to Adverse Events

Study or Subgroup
3.9.3 Paroxetine 20mg versus 40mg
Rickels 2003
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.66 (P = 0.51)

Events

19

19

Total

189
189

Events

24

24

Total

197
197

Weight

100.0%
100.0%

M-H, Random, 95% CI

0.83 [0.47, 1.46]
0.83 [0.47, 1.46]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

3.10 HAM-A

Study or Subgroup
3.10.3 Paroxetine 20mg versus 40mg
Rickels 2003
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.34 (P = 0.73)

Mean

-12.5

SD

8.4

Total

188
188

Mean

-12.2

SD

8.8

Total

197
197

Weight

100.0%
100.0%

IV, Random, 95% CI

-0.30 [-2.02, 1.42]
-0.30 [-2.02, 1.42]

Experimental Control Mean Difference Mean Difference
IV, Random, 95% CI

-100 -50 0 50 100
Favours experimental Favours control

3.11 HADS-A

Study or Subgroup
3.11.3 Paroxetine 20mg versus 40mg
Rickels 2003
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.34 (P = 0.73)

Mean

-7.3

SD

8.4

Total

188
188

Mean

-7

SD

8.8

Total

197
197

Weight

100.0%
100.0%

IV, Random, 95% CI

-0.30 [-2.02, 1.42]
-0.30 [-2.02, 1.42]

Experimental Control Mean Difference Mean Difference
IV, Random, 95% CI

-100 -50 0 50 100
Favours experimental Favours control

4 Duloxetine
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6 Comparing the Effectiveness of Different Dosages 
4.1 Discontinuation due to Adverse Events

Study or Subgroup
4.1.5 Duloxetine 20mg versus 60-120mg
Nicolini 2009
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.84 (P = 0.07)

4.1.6 Duloxetine 60mg versus 120mg
Koponen2007
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.07 (P = 0.28)

Events

4

4

19

19

Total

84
84

168
168

Events

20

20

26

26

Total

158
158

170
170

Weight

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.38 [0.13, 1.06]
0.38 [0.13, 1.06]

0.74 [0.43, 1.28]
0.74 [0.43, 1.28]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.001 0.1 1 10 1000
Favours experimental Favours control

4.2 Non-response

Study or Subgroup
4.2.5 Duloxetine 20mg versus 60-120mg
Nicolini 2009
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.38 (P = 0.70)

4.2.6 Duloxetine 60mg versus 120mg
Koponen2007
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.34 (P = 0.73)

Events

34

34

71

71

Total

84
84

168
168

Events

60

60

75

75

Total

158
158

170
170

Weight

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

1.07 [0.77, 1.48]
1.07 [0.77, 1.48]

0.96 [0.75, 1.22]
0.96 [0.75, 1.22]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

4.3 Non-remission

Study or Subgroup
4.3.3 Duloxetine 60mg versus 120mg
Koponen2007
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.40 (P = 0.16)

Events

116

116

Total

168
168

Events

105

105

Total

170
170

Weight

100.0%
100.0%

M-H, Random, 95% CI

1.12 [0.96, 1.31]
1.12 [0.96, 1.31]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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4.4 HAM-A

Study or Subgroup
4.4.5 Duloxetine 20mg versus 60-120mg
Nicolini 2009
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.70 (P = 0.49)

4.4.6 Duloxetine 60mg versus 120mg
Koponen2007
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.31 (P = 0.75)

Mean

-14.7

-12.73

SD

6.44

9.79

Total

83
83

165
165

Mean

-15.3

-12.39

SD

6.08

10.1

Total

151
151

169
169

Weight

100.0%
100.0%

100.0%
100.0%

IV, Random, 95% CI

0.60 [-1.09, 2.29]
0.60 [-1.09, 2.29]

-0.34 [-2.47, 1.79]
-0.34 [-2.47, 1.79]

Experimental Control Mean Difference Mean Difference
IV, Random, 95% CI

-20 -10 0 10 20
Favours experimental Favours control

4.5 Discontinuation due to Any Reason

Study or Subgroup
4.5.3 Duloxetine 60mg versus 120mg
Koponen2007
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.60 (P = 0.11)

Events

33

33

Total

168
168

Events

46

46

Total

170
170

Weight

100.0%
100.0%

M-H, Random, 95% CI

0.73 [0.49, 1.08]
0.73 [0.49, 1.08]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

4.6 Sheehan Disability Scale

Study or Subgroup
4.6.3 Duloxetine 60mg versus 120mg
Koponen2007
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 1.01 (P = 0.31)

Mean

-7.88

SD

8.5

Total

156
156

Mean

-6.89

SD

8.86

Total

160
160

Weight

100.0%
100.0%

IV, Random, 95% CI

-0.99 [-2.90, 0.92]
-0.99 [-2.90, 0.92]

Experimental Control Mean Difference Mean Difference
IV, Random, 95% CI

-20 -10 0 10 20
Favours experimental Favours control
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4.7 HADS-A

Study or Subgroup
4.7.5 Duloxetine 20mg versus 60-120mg
Nicolini 2009
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 1.55 (P = 0.12)

4.7.6 Duloxetine 60mg versus 120mg
Koponen2007
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.34 (P = 0.73)

Mean

-7

-5.76

SD

3.22

4.67

Total

83
83

160
160

Mean

-7.7

-5.58

SD

3.48

4.72

Total

151
151

163
163

Weight

100.0%
100.0%

100.0%
100.0%

IV, Random, 95% CI

0.70 [-0.19, 1.59]
0.70 [-0.19, 1.59]

-0.18 [-1.20, 0.84]
-0.18 [-1.20, 0.84]

Experimental Control Mean Difference Mean Difference
IV, Random, 95% CI

-20 -10 0 10 20
Favours experimental Favours control

4.8 Q-LES-Q-SF

Study or Subgroup
4.8.3 Duloxetine 60mg versus 120mg
Koponen2007
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.15 (P = 0.88)

Mean

10.48

SD

10.6

Total

136
136

Mean

10.3

SD

9.26

Total

129
129

Weight

100.0%
100.0%

IV, Random, 95% CI

0.18 [-2.21, 2.57]
0.18 [-2.21, 2.57]

Experimental Control Mean Difference Mean Difference
IV, Random, 95% CI

-20 -10 0 10 20
Favours experimental Favours control

5 Pregablin
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6 Comparing the Effectiveness of Different Dosages 
5.1 HAM-A

Study or Subgroup
5.1.7 Pregablin 150mg versus 600mg
Feltner 2003
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 2.63 (P = 0.008)

5.1.8 Pregablin 200mg versus 400mg
Pohl 2005
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.62 (P = 0.53)

5.1.9 Pregablin 400mg versus 450mg
Pohl 2005
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.62 (P = 0.53)

5.1.10 Pregablin 300mg versus 450mg
Rickels 2005
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 1.50 (P = 0.13)

5.1.11 Pregablin 450mg versus 600mg
Rickels 2005
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 1.00 (P = 0.32)

5.1.12 Pregablin 400mg versus 600mg
Montgomery 2006
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 3.83 (P = 0.0001)

Mean

-10.89

-12.4

-12.9

-12.2

-11

-14.7

SD

4.89

5

5.34

5.34

5.28

5.53

Total

69
69

78
78

89
89

89
89

87
87

94
94

Mean

-13.17

-12.9

-12.4

-11

-11.8

-11.6

SD

4.96

5.34

5.31

5.28

5.2

5.85

Total

61
61

89
89

88
88

87
87

85
85

104
104

Weight

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

IV, Random, 95% CI

2.28 [0.58, 3.98]
2.28 [0.58, 3.98]

0.50 [-1.07, 2.07]
0.50 [-1.07, 2.07]

-0.50 [-2.07, 1.07]
-0.50 [-2.07, 1.07]

-1.20 [-2.77, 0.37]
-1.20 [-2.77, 0.37]

0.80 [-0.77, 2.37]
0.80 [-0.77, 2.37]

-3.10 [-4.69, -1.51]
-3.10 [-4.69, -1.51]

Experimental Control Mean Difference Mean Difference
IV, Random, 95% CI

-20 -10 0 10 20
Favours experimental Favours control
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5.2 Discontinuation due to Adverse Events

Study or Subgroup
5.2.9 Pregablin 150mg versus 600mg
Pande 2003
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 2.56 (P = 0.01)

5.2.10 Pregablin 300mg versus 450mg
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.27 (P = 0.20)

5.2.11 Pregablin 450mg versus 600mg
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.42 (P = 0.16)

5.2.12 Pregablin 400mg versus 600mg
Montgomery 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.71 (P = 0.09)

Events

7

7

3

3

7

7

6

6

Total

69
69

91
91

90
90

97
97

Events

20

20

7

7

13

13

15

15

Total

70
70

90
90

89
89

110
110

Weight

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.36 [0.16, 0.79]
0.36 [0.16, 0.79]

0.42 [0.11, 1.59]
0.42 [0.11, 1.59]

0.53 [0.22, 1.27]
0.53 [0.22, 1.27]

0.45 [0.18, 1.12]
0.45 [0.18, 1.12]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

5.3 Non Response

Study or Subgroup
5.3.8 Pregablin 300mg versus 450mg
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.98 (P = 0.05)

5.3.9 Pregablin 450mg versus 600mg
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.82 (P = 0.41)

Events

35

35

48

48

Total

91
91

90
90

Events

48

48

42

42

Total

90
90

89
89

Weight

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.72 [0.52, 1.00]
0.72 [0.52, 1.00]

1.13 [0.84, 1.51]
1.13 [0.84, 1.51]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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5.4 Somnolence

Study or Subgroup
5.4.9 Pregablin 150mg versus 600mg
Pande 2003
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 2.70 (P = 0.007)

5.4.10 Pregablin 200mg versus 400mg
Pohl 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.85 (P = 0.39)

5.4.11 Pregablin 400mg versus 450mg
Pohl 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.87 (P = 0.06)

5.4.12 Pregablin 300mg versus 450mg
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.21 (P = 0.83)

5.4.13 Pregablin 450mg versus 600mg
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.21 (P = 0.83)

5.4.14 Pregablin 400mg versus 600mg
Montgomery 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.05 (P = 0.96)

Events

10

10

24

24

33

33

35

35

36

36

13

13

Total

69
69

78
78

89
89

91
91

90
90

97
97

Events

25

25

33

33

21

21

36

36

37

37

15

15

Total

70
70

89
89

88
88

90
90

89
89

110
110

Weight

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.41 [0.21, 0.78]
0.41 [0.21, 0.78]

0.83 [0.54, 1.27]
0.83 [0.54, 1.27]

1.55 [0.98, 2.46]
1.55 [0.98, 2.46]

0.96 [0.67, 1.38]
0.96 [0.67, 1.38]

0.96 [0.68, 1.37]
0.96 [0.68, 1.37]

0.98 [0.49, 1.96]
0.98 [0.49, 1.96]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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5.5 Dizziness

Study or Subgroup
5.5.9 Pregablin 150mg versus 600mg
Pande 2003
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.91 (P = 0.06)

5.5.10 Pregablin 200mg versus 400mg
Pohl 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.89 (P = 0.06)

5.5.11 Pregablin 400mg versus 450mg
Pohl 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.98 (P = 0.33)

5.5.12 Pregablin 300mg versus 450mg
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.40 (P = 0.69)

5.5.13 Pregablin 450mg versus 600mg
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.21 (P = 0.83)

5.5.14 Pregablin 400mg versus 600mg
Montgomery 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.61 (P = 0.54)

Events

16

16

27

27

44

44

37

37

34

34

22

22

Total

69
69

78
78

89
89

91
91

90
90

97
97

Events

27

27

44

44

37

37

34

34

35

35

29

29

Total

70
70

89
89

88
88

90
90

89
89

110
110

Weight

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.60 [0.36, 1.01]
0.60 [0.36, 1.01]

0.70 [0.48, 1.01]
0.70 [0.48, 1.01]

1.18 [0.85, 1.62]
1.18 [0.85, 1.62]

1.08 [0.75, 1.55]
1.08 [0.75, 1.55]

0.96 [0.66, 1.39]
0.96 [0.66, 1.39]

0.86 [0.53, 1.39]
0.86 [0.53, 1.39]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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6 Comparing the Effectiveness of Different Dosages 
5.7 Nausea

Study or Subgroup
5.7.9 Pregablin 150mg versus 600mg
Pande 2003
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.29 (P = 0.77)

5.7.10 Pregablin 300mg versus 450mg
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.69 (P = 0.49)

5.7.11 Pregablin 450mg versus 600mg
Rickels 2005
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)

5.7.12 Pregablin 400mg versus 600mg
Montgomery 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.78 (P = 0.43)

Events

5

5

10

10

13

13

9

9

Total

69
69

91
91

90
90

97
97

Events

6

6

13

13

10

10

14

14

Total

70
70

90
90

89
89

110
110

Weight

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

M-H, Random, 95% CI

0.85 [0.27, 2.64]
0.85 [0.27, 2.64]

0.76 [0.35, 1.65]
0.76 [0.35, 1.65]

1.29 [0.59, 2.78]
1.29 [0.59, 2.78]

0.73 [0.33, 1.61]
0.73 [0.33, 1.61]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

5.9 Headache

Study or Subgroup
5.9.7 Pregablin 150mg versus 600mg
Pande 2003
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.38 (P = 0.70)

5.9.8 Pregablin 400mg versus 600mg
Montgomery 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.26 (P = 0.80)

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.00, df = 1 (P = 1.00); I² = 0%
Test for overall effect: Z = 0.46 (P = 0.65)
Test for subgroup differences: Not applicable

Events

13

13

7

7

20

Total

69
69

97
97

166

Events

15

15

9

9

24

Total

70
70

110
110

180

Weight

67.1%
67.1%

32.9%
32.9%

100.0%

M-H, Random, 95% CI

0.88 [0.45, 1.71]
0.88 [0.45, 1.71]

0.88 [0.34, 2.28]
0.88 [0.34, 2.28]

0.88 [0.51, 1.52]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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6 Comparing the Effectiveness of Different Dosages 
5.10 Discontinuation for any reason

Study or Subgroup
5.10.3 Pregablin 400mg versus 600mg
Montgomery 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.68 (P = 0.09)

Events

16

16

Total

97
97

Events

29

29

Total

110
110

Weight

100.0%
100.0%

M-H, Random, 95% CI

0.63 [0.36, 1.08]
0.63 [0.36, 1.08]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

5.11 HADS-A

Study or Subgroup
5.11.3 Pregablin 400mg versus 600mg
Montgomery 2006
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.78 (P = 0.44)

Mean

-5.5

SD

3.46

Total

94
94

Mean

-5.1

SD

3.76

Total

104
104

Weight

100.0%
100.0%

IV, Random, 95% CI

-0.40 [-1.41, 0.61]
-0.40 [-1.41, 0.61]

Experimental Control Mean Difference Mean Difference
IV, Random, 95% CI

-10 -5 0 5 10
Favours experimental Favours control

5.12 Insomnia

Study or Subgroup
5.12.3 Pregablin 400mg versus 600mg
Montgomery 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.85 (P = 0.40)

Events

1

1

Total

97
97

Events

3

3

Total

110
110

Weight

100.0%
100.0%

M-H, Random, 95% CI

0.38 [0.04, 3.57]
0.38 [0.04, 3.57]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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7 Maintenance Treatment 
1 Paroxetine versus Placebo

1.1 Relapse

Study or Subgroup
Stocchi 2003

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 6.95 (P < 0.00001)

Events
30

30

Total
274

274

Events
115

115

Total
287

287

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.27 [0.19, 0.39]

0.27 [0.19, 0.39]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

1.2 Non-remission

Study or Subgroup
Stocchi 2003

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 8.19 (P < 0.00001)

Events
74

74

Total
274

274

Events
188

188

Total
287

287

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.41 [0.33, 0.51]

0.41 [0.33, 0.51]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

1.3 HAM-A

Study or Subgroup
Stocchi 2003

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 11.43 (P < 0.00001)

Mean
-1.9

SD
7.02

Total
274

274

Mean
4.8

SD
5.99

Total
287

287

Weight
100.0%

100.0%

IV, Random, 95% CI
-1.03 [-1.20, -0.85]

-1.03 [-1.20, -0.85]

Experimental Control Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours experimental Favours control

1.4 Discontinuation for any reason

Study or Subgroup
Stocchi 2003

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 6.19 (P < 0.00001)

Events
62

62

Total
278

278

Events
141

141

Total
288

288

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.46 [0.36, 0.58]

0.46 [0.36, 0.58]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

1.5 Discontinuation due to adverse events

Study or Subgroup
Stocchi 2003

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.53 (P = 0.59)

Events
11

11

Total
278

278

Events
9

9

Total
288

288

Weight
100.0%

100.0%

M-H, Random, 95% CI
1.27 [0.53, 3.01]

1.27 [0.53, 3.01]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

2 Escitalopram versus Placebo
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7 Maintenance Treatment 
2.1 Relapse

Study or Subgroup
Allgulander 2006

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 6.44 (P < 0.00001)

Events
38

38

Total
187

187

Events
106

106

Total
188

188

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.36 [0.26, 0.49]

0.36 [0.26, 0.49]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

2.2 Discontinuation for any reason

Study or Subgroup
Allgulander 2006

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 6.21 (P < 0.00001)

Events
71

71

Total
187

187

Events
136

136

Total
188

188

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.52 [0.43, 0.64]

0.52 [0.43, 0.64]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

2.3 Discontinuation due to adverse events

Study or Subgroup
Allgulander 2006

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.56 (P = 0.57)

Events
13

13

Total
187

187

Events
16

16

Total
188

188

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.82 [0.40, 1.65]

0.82 [0.40, 1.65]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

3 Pregabalin versus Placebo

3.1 Relapse

Study or Subgroup
Feltner 2008

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 4.10 (P < 0.0001)

Events
71

71

Total
168

168

Events
111

111

Total
170

170

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.65 [0.53, 0.80]

0.65 [0.53, 0.80]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

3.2 HAM-A

Study or Subgroup
Feltner 2008

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 4.67 (P < 0.00001)

Mean
1.3

SD
9.62

Total
168

168

Mean
6.3

SD
9.69

Total
170

170

Weight
100.0%

100.0%

IV, Random, 95% CI
-0.52 [-0.73, -0.30]

-0.52 [-0.73, -0.30]

Experimental Control Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours experimental Favours control
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7 Maintenance Treatment 
3.3 Discontinuation for any reason

Study or Subgroup
Feltner 2008

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 2.76 (P = 0.006)

Events
61

61

Total
168

168

Events
38

38

Total
170

170

Weight
100.0%

100.0%

M-H, Random, 95% CI
1.62 [1.15, 2.29]

1.62 [1.15, 2.29]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

3.4 Discontinuation due to adverse events

Study or Subgroup
Feltner 2008

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.60 (P = 0.11)

Events
10

10

Total
168

168

Events
4

4

Total
170

170

Weight
100.0%

100.0%

M-H, Random, 95% CI
2.53 [0.81, 7.91]

2.53 [0.81, 7.91]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

4 Duloxetine versus Placebo

4.1 Relapse

Study or Subgroup
Davidson 2008

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 5.73 (P < 0.00001)

Events
28

28

Total
204

204

Events
84

84

Total
201

201

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.33 [0.22, 0.48]

0.33 [0.22, 0.48]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours experimental Favours control

4.2 Non-remission

Study or Subgroup
Davidson 2008

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 5.61 (P < 0.00001)

Events
68

68

Total
213

213

Events
128

128

Total
211

211

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.53 [0.42, 0.66]

0.53 [0.42, 0.66]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

4.3 Discontinuation for any reason

Study or Subgroup
Davidson 2008

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 4.76 (P < 0.00001)

Events
49

49

Total
216

216

Events
97

97

Total
213

213

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.50 [0.37, 0.66]

0.50 [0.37, 0.66]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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7 Maintenance Treatment 
4.4 Discontinuation due to adverse events

Study or Subgroup
Davidson 2008

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.79 (P = 0.43)

Events
4

4

Total
216

216

Events
2

2

Total
213

213

Weight
100.0%

100.0%

M-H, Random, 95% CI
1.97 [0.37, 10.65]

1.97 [0.37, 10.65]

Experimental Control Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

4.5 HAM-A

Study or Subgroup
Davidson 2008

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 7.02 (P < 0.00001)

Mean
1.63

SD
8.46

Total
213

213

Mean
7.52

SD
8.28

Total
211

211

Weight
100.0%

100.0%

IV, Random, 95% CI
-0.70 [-0.90, -0.51]

-0.70 [-0.90, -0.51]

Experimental Control Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-100 -50 0 50 100
Favours experimental Favours control

4.6 Q-LES-Q-SF

Study or Subgroup
Davidson 2008

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 7.17 (P < 0.00001)

Mean
0.29

SD
16.63

Total
209

209

Mean
12.53

SD
16.6

Total
198

198

Weight
100.0%

100.0%

IV, Random, 95% CI
-0.74 [-0.94, -0.53]

-0.74 [-0.94, -0.53]

Experimental Control Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-2 -1 0 1 2
Favours experimental Favours control
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8 Augmentation
27 Augmentation: Antipsychotics versus Placebo

27.1 Discontinuation due to adverse events

Study or Subgroup
27.1.1 Risperidone
Brawman 2005
Pandina 2007
Subtotal (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.13, df = 1 (P = 0.72); I² = 0%
Test for overall effect: Z = 2.20 (P = 0.03)

27.1.2 Olanzapine
Pollack 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.33 (P = 0.18)

27.1.3 Quetiapine
Simon 2008
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.34 (P = 0.18)

27.1.4 Ziprasidone
Lohoff 2010
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.20 (P = 0.23)

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 1.04, df = 4 (P = 0.90); I² = 0%
Test for overall effect: Z = 2.99 (P = 0.003)
Test for subgroup differences: Not applicable

Events

3
21

24

4

4

4

4

5

5

37

Total

19
196
215

12
12

11
11

41
41

279

Events

1
10

11

1

1

1

1

0

0

13

Total

20
194
214

12
12

11
11

21
21

258

Weight

7.8%
69.8%
77.6%

8.9%
8.9%

9.0%
9.0%

4.5%
4.5%

100.0%

M-H, Random, 95% CI

3.16 [0.36, 27.78]
2.08 [1.01, 4.30]
2.17 [1.09, 4.32]

4.00 [0.52, 30.76]
4.00 [0.52, 30.76]

4.00 [0.53, 30.33]
4.00 [0.53, 30.33]

5.76 [0.33, 99.48]
5.76 [0.33, 99.48]

2.53 [1.38, 4.64]

Antipsychotics Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.05 0.2 1 5 20
Favours experimental Favours control
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8 Augmentation
27.2 Non-remission

Study or Subgroup
27.2.1 Quetiapine
Simon 2008
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.94 (P = 0.35)

27.2.2 Olanzapine
Pollack 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.44 (P = 0.15)

27.2.3 Risperidone
Pandina 2007
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.34 (P = 0.73)

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.01; Chi² = 2.44, df = 2 (P = 0.30); I² = 18%
Test for overall effect: Z = 0.90 (P = 0.37)
Test for subgroup differences: Not applicable

Events

7

7

8

8

158

158

173

Total

11
11

12
12

196
196

219

Events

9

9

11

11

159

159

179

Total

11
11

12
12

194
194

217

Weight

9.1%
9.1%

12.8%
12.8%

78.1%
78.1%

100.0%

M-H, Random, 95% CI

0.78 [0.46, 1.32]
0.78 [0.46, 1.32]

0.73 [0.47, 1.12]
0.73 [0.47, 1.12]

0.98 [0.89, 1.08]
0.98 [0.89, 1.08]

0.93 [0.78, 1.09]

Antipsychotics Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.02 0.1 1 10 50
Favours experimental Favours control

27.3 Non-response

Study or Subgroup
27.3.1 Risperidone
Pandina 2007
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 0.12 (P = 0.90)

27.3.2 Olanzapine
Pollack 2006
Subtotal (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.74 (P = 0.08)

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.06; Chi² = 2.65, df = 1 (P = 0.10); I² = 62%
Test for overall effect: Z = 0.77 (P = 0.44)
Test for subgroup differences: Not applicable

Events

117

117

7

7

124

Total

196
196

12
12

208

Events

117

117

11

11

128

Total

194
194

12
12

206

Weight

65.4%
65.4%

34.6%
34.6%

100.0%

M-H, Random, 95% CI

0.99 [0.84, 1.16]
0.99 [0.84, 1.16]

0.64 [0.38, 1.06]
0.64 [0.38, 1.06]

0.85 [0.56, 1.28]

Antipsychotics Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

Appendix 16c 71



8 Augmentation
27.7 HAM-A

Study or Subgroup
27.7.1 Risperidone
Brawman 2005
Pandina 2007
Subtotal (95% CI)
Heterogeneity: Tau² = 4.26; Chi² = 3.47, df = 1 (P = 0.06); I² = 71%
Test for overall effect: Z = 0.92 (P = 0.36)

27.7.2 Olanzapine
Pollack 2006 (1)
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.72 (P = 0.47)

27.7.3 Quetiapine
Simon 2008
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.58 (P = 0.56)

27.7.4 Ziprasidone
Lohoff 2010
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Not applicable

Total (95% CI)
Heterogeneity: Tau² = 1.14; Chi² = 3.87, df = 3 (P = 0.28); I² = 23%
Test for overall effect: Z = 1.34 (P = 0.18)
Test for subgroup differences: Chi² = 0.41, df = 2 (P = 0.82), I² = 0%

Mean

-9.8
-9.26

-7

-2.63

-15.8

SD

5.5
7.98

9.12

9.76

7.54

Total

19
196
215

9
9

11
11

10
0

235

Mean

-6.2
-9.12

-3.9

-0.27

-13

SD

4.9
8.08

10.57

9.29

8.62

Total

20
194
214

12
12

11
11

7
0

237

Weight

27.7%
60.5%
88.3%

5.5%
5.5%

6.2%
6.2%

0.0%

100.0%

IV, Random, 95% CI

-3.60 [-6.88, -0.32]
-0.14 [-1.73, 1.45]
-1.56 [-4.90, 1.77]

-3.10 [-11.54, 5.34]
-3.10 [-11.54, 5.34]

-2.36 [-10.32, 5.60]
-2.36 [-10.32, 5.60]

-2.80 [-10.71, 5.11]
Not estimable

-1.40 [-3.45, 0.65]

Antipsychotics Placebo Mean Difference

(1) change score

Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours experimental Favours control

29 Augmentation: Olanzapine versus Placebo

29.2 Discontinuation due to adverse events

Study or Subgroup
Pollack 2006

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.33 (P = 0.18)

Events
4

4

Total
12

12

Events
1

1

Total
12

12

Weight
100.0%

100.0%

M-H, Random, 95% CI
4.00 [0.52, 30.76]

4.00 [0.52, 30.76]

Olanzapine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

29.3 Non-response

Study or Subgroup
Pollack 2006

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.74 (P = 0.08)

Events
7

7

Total
12

12

Events
11

11

Total
12

12

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.64 [0.38, 1.06]

0.64 [0.38, 1.06]

Olanzapine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control
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8 Augmentation
29.4 Non-remission

Study or Subgroup
Pollack 2006

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.44 (P = 0.15)

Events
8

8

Total
12

12

Events
11

11

Total
12

12

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.73 [0.47, 1.12]

0.73 [0.47, 1.12]

Olanzapine Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

29.5 HAM-A

Study or Subgroup
Pollack 2006

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.67 (P = 0.50)

Mean
-7

SD
9.12

Total
9

9

Mean
-3.9

SD
10.57

Total
12

12

Weight
100.0%

100.0%

IV, Random, 95% CI
-0.30 [-1.17, 0.57]

-0.30 [-1.17, 0.57]

Olanzapine Placebo Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-100 -50 0 50 100
Favours experimental Favours control

30 Augmentation: Risperidone versus Placebo

30.2 Discontinuation due to adverse events

Study or Subgroup
Brawman 2005
Pandina 2007

Total (95% CI)
Total events
Heterogeneity: Tau² = 0.00; Chi² = 0.13, df = 1 (P = 0.72); I² = 0%
Test for overall effect: Z = 2.20 (P = 0.03)

Events
3

21

24

Total
19

196

215

Events
1

10

11

Total
20

194

214

Weight
10.0%
90.0%

100.0%

M-H, Random, 95% CI
3.16 [0.36, 27.78]
2.08 [1.01, 4.30]

2.17 [1.09, 4.32]

Risperidone Placebo Risk Ratio Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
Favours experimental Favours control

30.6 HAM-A

Study or Subgroup
Brawman 2005
Pandina 2007

Total (95% CI)
Heterogeneity: Tau² = 0.16; Chi² = 3.65, df = 1 (P = 0.06); I² = 73%
Test for overall effect: Z = 0.85 (P = 0.40)

Mean
-9.8

-9.26

SD
5.5

7.98

Total
19

196

215

Mean
-6.2

-9.12

SD
4.9

8.08

Total
20

194

214

Weight
38.7%
61.3%

100.0%

IV, Random, 95% CI
-0.68 [-1.33, -0.03]
-0.02 [-0.22, 0.18]

-0.27 [-0.90, 0.36]

Risperidone Placebo Std. Mean Difference Std. Mean Difference
IV, Random, 95% CI

-4 -2 0 2 4
Favours experimental Favours control
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