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Appendix 2 Description of included studies

Duration Double Min BL Max BL Max BL

Author Year Other names (weeks) Blind n Rand. GadDx Min Max HAM-A MADRS HAM-D

Alaka 2014 F1JMC-HMGF 10 Yes 291 GAD IV-TR 65

Allgulander 2001 S378, S3 24 Yes 541 GAD IV 18 20

Allgulander 2004 12 Yes 378 GAD IV 18 18

Baldwin 2006 SCTMD20 12 Yes 682 GAD IV-TR 18 65 20 16

Ball 2005 8 Yes 53 GAD IV 18 18

Bandelow 2010 S11 Silver 8 Yes 873 GAD IV-TR 18 65 20 16

Beyazyuz 2013 16 Unk 100 GAD IV 20 41

Bidzan 2012 S311 8 Yes 301 GAD IV-TR 18 20 16

Bielski 2005 8 Yes 123 GAD IV 18 65 18 17

Boerner 2003 8 Yes 86 ICD-10 25 65 19 12

Bose 2008 SCT-MD-31 8 Yes 404 GAD IV 18 65 20 15

Brawman-Mintzer 2006 10 Yes 338 GAD IV 18 20

Bystritsky 2008 02113 12 Yes 24 GAD IV 18 64 20 17

Coric 2010 8 Yes 260 GAD IV-TR 18 65 18

Cvjetkovic-Bosnjak 2015 4 No 107 GAD IV 20 60 21

Czobor 2010 4 Yes 60 GAD IV 18 60 20 15

Davidson 1999 S214, S2 8 Yes 405 GAD IV 18 18

Davidson 2004 SCTMD07 8 Yes 315 GAD IV 18 80 16 17

Durgam 2016 VLZMD07 8 Yes 415 GAD IV-TR 18 70 20 17

Feltner 2003 021 4 Yes 271 GAD IV 18

Fresquet 2000 6 Yes 68 GAD IV 18 65 18 15

Gao 2009 6 Unk 54 CCMD-3 14

Gelenberg 2000 S218, S4 26 Yes 251 GAD IV 18 18

Gommoll 2015 VLZMD05 8 Yes 680 GAD IV-TR 18 70 20 17

Gommoll 2015 VLZMD06 8 Yes 402 GAD IV-TR 18 70 20 17

GSK 637 Unpublished 8 Yes 374 GAD IV 18 20

GSK 791 Unpublished 8 Yes 335 GAD IV 18 20

GSK 856 Unpublished 8 Yes 361 GAD IV 18 20

Hackett 2003 S377 8 Yes 556 GAD IV 18 20

Hartford 2007 F1JMCHMDU 10 Yes 487 GAD IV 18

Age

Select Inclusion Criteria
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Appendix 2 Description of included studies

Duration Double Min BL Max BL Max BL

Author Year Other names (weeks) Blind n Rand. GadDx Min Max HAM-A MADRS HAM-D

Huang 2005 6 Unk 60 CCMD-3 20 52 15

Guo (2) 2009 2009 2009 Unk 62 CCMD-3 16 60 14 8

Jia 2009 8 Unk 76 CCMD-3 14

Kasper 2009 8 Yes 374 GAD IV 18 65 20

Kasper 2014 10 Yes 273 GAD IV-TR 18 65 18

Khan 2011 S9 Titanium 8 Yes 951 GAD IV-TR 18 65 20 16

Kim 2006 8 Yes 60 GAD IV 18 65

Koponen 2007 F1JMCHMBR 9 Yes 513 GAD IV 18

Lader 1998 4 Yes 246 GAD IV 18 65 20

Lenox-Smith 2003 24 Yes 244 GAD IV 18 20 22

Lenze 2005 8 Yes 34 GAD IV 60 17

Lenze 2009 12 Yes 179 GAD IV 60 17

Li 2005 6 Unk 60 CCMD-3 16

Li 2011 8 Unk 60 CCMD-3 18 60 14 16

Liu 2004 4 Unk 112 CCMD-3 15

LiuX 2005 6 Unk 64 CCMD-3 18 65 15

Llorca 2002 12 Yes 334 GAD IV 18 65 20

Mahableshwarkar 2014 S308 8 Yes 781 GAD IV-TR 18 65 20 16

Mahableshwarkar 2014 S309 8 Yes 457 GAD IV-TR 18 20 15

Majercsik 2003 6 Yes 52 GAD IV 65 16

Meredith 2012 S10 Gold 8 Yes 854 GAD IV-TR 18 65 20 16

Mezhebovsky 2013 S15 9 Yes 450 GAD IV 66 20 16

Michelson 2013 6 Yes 140 GAD IV 18 60 20

Mokhber 2010 8 No 46 GAD IV 60 20

Moller 2001 4 Yes 313 ICD-10 18 65 17 20

Montgomery 2006 1008-087 5 Yes 421 GAD IV 18 20

Montgomery 2008 1008-090 8 Yes 273 GAD IV 65 20

Nicolini 2009 F1J-MC-HMDW 10 Yes 581 GAD IV 18

Nimatoudis 2004 8 Yes 46 GAD IV 18 18 12

Niu 2004 8 Unk 70 GAD IV 18 71 18

Select Inclusion Criteria

Age
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Appendix 2 Description of included studies

Duration Double Min BL Max BL Max BL

Author Year Other names (weeks) Blind n Rand. GadDx Min Max HAM-A MADRS HAM-D

Pande 2003 1008-021 4 Yes 276 GAD IV 18 20

Peng 2012 6 Unk 60 CCMD-3 14

Pfizer Unpublished 1008-025 4 Yes 262 GAD IV 18

Pfizer Unpublished A0081092 6 Yes 108 GAD IV-TR 18 65

Pfizer Unpublished A0081147 12 Yes 615 GAD IV 18 65 18

Pohl 2005 1008-085 6 Yes 341 GAD IV 18 20

Pollack 2001 S642 8 Yes 326 GAD IV 18 20 16

Pollack 2005 8 Yes 272 GAD IV 18 64 18 19

Pollack 2008 S1 10 Yes 910 GAD IV-TR 18 64 20 20

Pollack 2008 S2 10 Yes 468 GAD IV-TR 18 64 20 20

Pollack 2008 S3 10 Yes 452 GAD IV-TR 18 64 20 20

Rickles 2000 S210 S1 8 Yes 349 GAD IV 18 18

Rickles 2003 S641 8 Yes 566 GAD IV 18 20 16

Rickles 2005 1008-083 4 Yes 454 GAD IV 18 20

Rocca 1997 8 No 56 GAD IV 18 65 18 14

Rosenthal 2003 10 No 40 GAD IV 18 65 18 14

Rothschild 2012 S310 8 Yes 304 GAD IV-TR 18 20 16

Rynn 2008 F1JMCHMDT 10 Yes 327 GAD IV 18

SCTMD05 Unpublished 8 Yes 254 GAD IV 18 18 17

SCTMD06 Unpublished 8 Yes 287 GAD IV 18 18 17

Silverstone 2001 12 Yes 92 GAD IV 18

Song 2007 6 Unk 66 CCMD-3 14

Stein 2008 CL2-040 12 Yes 121 GAD IV-TR 18 65 22 16

Stein 2014 CL3-071 12 Yes 412 GAD IV-TR 18 65 22 16

Tang 2012 6 Unk 60 CCMD-3 20 55 21

Wang 2009 8 Unk 59 CCMD-3

Wu 2011 F1J-MC-HMFJ 15 Yes 210 GAD IV 18

Wu 2012 6 Yes 59 CCMD-3 18 14

Yang 2005 6 Unk 60 CCMD-3 14

Age

Select Inclusion Criteria
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Appendix 3 Description of included studies

Majority Race/ Mean 

Author Year Arms Mean Age Country % Female HAM-A

Alaka 2014 Group 1 N= 140 Placebo 

Group 2 N= 151 Duloxetine 30-120 mg

71.5 85% Caucasian 78% 24.5

Allgulander 2001 Group 1 N= 130 Placebo 

Group 2 N= 138 Venlafaxine ER 37.5mg

Group 3 N= 134 Venlafaxine ER 75mg 

Group 4 N= 137 Venlafaxine ER 150mg

45.1 Europe 61% 26.5

Allgulander 2004 Group 1 N= 188 Placebo  

Group 2 N= 182 Sertraline 50 - 150mg

41.4 98% Caucasian 54% 24.8

Baldwin 2006 Group 1 N= 139 Placebo 

Group 2 N= 139 Paroxetine 20 mg 

Group 3 N= 134 Escitalopram 5 mg 

Group 4 N= 136 Escitalopram 10 mg 

Group 5 N= 133 Escitalopram 20 mg

41.4 99% caucasian 64% 27.0

Ball 2005 Group 1 N= 28 Sertraline 25-100mg 

Group 2 N= 25 Paroxetine 10-40mg

39.5 90% Caucasian 77% 21.1

Bandelow 2010 Group 1 N= 217 Placebo 

Group 2 N= 214 Paroxetine 20 mg 

Group 3 N= 219 Quetiapine XR 50 mg 

Group 4 N= 216 Quetiapine XR 150 mg

41.4 94% Caucasian 65% 27.0

Beyazyuz 2013 Group 1 N= 20 Sertraline  

Group 2 N= 20 Fluoxetine 

Group 3 N= 20 Paroxetine

Group 4 N= 18 Citalopram

27.3 Turkey 100% 26.2

Bidzan 2012 Group 1 N= 151 Placebo 

Group 2 N= 150 Vortioxetine 5mg 

45.2 100% Caucasian 65% 26.6

Bielski 2005 Group 1 N= 60 Paroxetine 20-50mg

Group 2 N= 61 Escitalopram 10-20mg

37.1 75% Caucasian 62% 23.6

Boerner 2003 Group 1 N= 43 Buspirone

Group 2 N= 43 Opipramol

Germany 84% 23.7

Bose 2008 Group 1 N= 140 Placebo 

Group 2 N= 133 Venlafaxine 75mg-225mg 

Group 3 N= 131 Escitalopram 10-20mg

37.6 76% Caucasian 62% 23.9

Brawman-Mintzer 2006 Group 1 N= 162 Placebo 

Group 2 N= 164 Sertraline 50-200mg

40.5 75% Caucasian 56% 24.3
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Appendix 3 Description of included studies

Majority Race/ Mean 

Author Year Arms Mean Age Country % Female HAM-A

Bystritsky 2008 Group 1 N= 11 Bupropion XL 150-300 mg

Group 2 N= 13 Escitalopram 10 -20mg

35.0 UCLA 63% 26.0

Coric 2010 Group 1 N= 104 Placebo 

Group 2 N= 53 Escitalopram 20mg

38.9 78% Caucasian 0% 24.2

Cvjetkovic-Bosnjak 2015 Group 1 N= 47 Pregabalin 225 mg

Group 2 N= 60 Sertraline 150 mg

37.6 Serbia 68% 23.6

Czobor 2010 Group 1 N= 29 Placebo 

Group 2 N= 31 Ocinaplon 90 mg

44.8 Europe 65% 31.5

Davidson 1999 Group 1 N= 104 Placebo 

Group 2 N= 98 Buspirone 30 mg

Group 3 N= 102 Venlafaxine ER 75mg

Group 4 N= 101 Venlafaxine ER dose 150 mg

37.8 89% Caucasian 55% 23.5

Davidson 2004 Group 1 N= 157 Placebo 

Group 2 N= 158 Escitalopram 10-20 mg 

39.5 71% Caucasian 53% 23.4

Durgam 2016 Group 1 N= 207 Placebo 

Group 2 N= 208 Vilazodone 20-40mg 

39.9 76% Caucasian 64% 24.7

Feltner 2003 Group 1 N= 67 Placebo 

Group 2 N= 68 Lorazepam 6 mg 

Group 3 N= 70 Pregabalin 150mg 

Group 4 N= 66 Pregabalin 600mg 

37.8 72% Caucasian 53% 24.9

Fresquet 2000 Group 1 N= 20 Placebo 

Group 2 N= 18 Lesopitron 40-80mg 

Group 3 N= 30 Lorazepam 2-4mg  

36.6 65% Caucasian 51% 21.2

Gao 2009 Group 1 N= 27 Lorazepam

Group 2 N= 27 Mirtazepine

36.3 China 52% 31.0

Gelenberg 2000 Group 1 N= 127 Placebo 

Group 2 N= 124 Venlafaxine ER 75-225mg

39.5 91% Caucasian 56% 25.0

Gommoll 2015 Group 1 N= 223 Placebo 

Group 2 N= 230 Vilazodone 20mg 

Group 3 N= 227 Vilazodone 40mg 

40.2 76% Caucasian 64% 24.5

Gommoll 2015 Group 1 N= 201 Placebo 

Group 2 N= 202 Vilazodone 20-40mg 

40.3 81% Caucasian 69% 25.4

GSK 637 Unpublished Group 1 N= 185 Placebo 

Group 2 N= 187 Paroxetine 20-50mg

46.0 99% Caucasian 70% 27.7
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Appendix 3 Description of included studies

Majority Race/ Mean 

Author Year Arms Mean Age Country % Female HAM-A

GSK 791 Unpublished Group 1 N= 167 Placebo 

Group 2 N= 168 Paroxetine 12.5-37.5mg

39.0 78% Caucasian 62% 24.6

GSK 856 Unpublished Group 1 N= 182 Placebo 

Group 2 N= 179 Paroxetine 20mg

40.1 Japan 59%

Hackett 2003 Group 1 N= 97 Placebo 

Group 2 N= 89 Diazepam 15mg 

Group 3 N= 191 Venlafaxine ER 75mg 

Group 4 N= 179 Venlafaxine ER 150mg

44.2 66% 27.9

Hartford 2007 Group 1 N= 161 Placebo 

Group 2 N= 164 Venlafaxine XR 75mg-225mg 

Group 3 N= 162 Duloxetine 60mg-120mg

40.8 70% Caucasian 63% 25.2

Huang 2005 Group 1 N= 30 Alprazolam

Group 2 N= 30 Mirtazepine

36.5 China 57% 24.9

Guo (2) 2009 Group 1 N= 30 Paroxetine

Group 2 N= 32 Mirtazepine

38.0 China 48% 21.8

Jia 2009 Group 1 N= 38 Paroxetine

Group 2 N= 38 Mirtazepine

42.8 China 50% 17.7

Kasper 2009 Group 1 N= 128 Placebo 

Group 2 N= 125 Venlafaxine ER 75-225mg 

Group 3 N= 121 Pregabalin 300-600mg

40.8 71% Caucasian 49% 27.3

Kasper 2014 Group 1 N= 128 Placebo 

Group 2 N= 125 Venlafaxine ER 75-225mg 

Group 3 N= 121 Pregabalin 300-600mg

45.2 Germany 74% 25.4

Khan 2011 Group 1 N= 235 Placebo 

Group 2 N= 234 Quetiapine XR 50mg  

Group 3 N= 241 Quetiapine XR 150mg 

Group 4 N= 241 Quetiapine XR 300mg

40.0 81% Caucasian 58% 24.6

Kim 2006 Group 1 N= 30 Paroxetine 10-40 mg

Group 2 N= 30 Venlafaxine XR 37.5-225 mg

44.2 Korea 47% 29.4

Koponen 2007 Group 1 N= 175 Placebo 

Group 2 N= 168 Duloxetine 60mg 

Group 3 N= 170 Duloxetine 120mg

43.8 99% Caucasian 68% 25.3

Lader 1998 Group 1 N= 81 Placebo 

Group 2 N= 81 Hydroxyzine 50mg

Group 3 N= 82 Buspirone 20mg

41.0 Europe 69% 26.5



19 
 

 

Appendix 3 Description of included studies

Majority Race/ Mean 

Author Year Arms Mean Age Country % Female HAM-A

Lenox-Smith 2003 Group 1 N= 122 Placebo 

Group 2 N= 122 Venlafaxine 75-150mg

47.0 Europe 59% 28.0

Lenze 2005 Group 1 N= 17 Placebo  

Group 2 N= 17 Citalopram 30mg

69.4 94% Caucasian 62% 22.3

Lenze 2009 Group 1 N= 92 Placebo 

Group 2 N= 85 Escitalopram 10-20mg

71.7 82% Caucasian 68% 23.0

Li 2005 Group 1 N= 30 Alprazolam

Group 2 N= 30 Mirtazepine

37.1 China 53% 26.9

Li 2011 Group 1 N= 30 Fluoxetine

Group 2 N= 30 Escitalopram

39.3 China 55% 25.0

Liu 2004 Group 1 N= 56 Fluoxetine

Group 2 N= 56 Diazepam

36.2 China 41% 32.2

LiuX 2005 Group 1 N= 30 Buspirone

Group 2 N= 34 Mirtazepine

38.0 China 55% 32.9

Llorca 2002 Group 1 N= 113 Placebo  

Group 2 N= 116 Bromazepam 6mg  

Group 3 N= 105 Hydroxyzine 50mg

43.3 Europe 68% 25.5

Mahableshwarkar 2014 Group 1 N= 150 Placebo 

Group 2 N= 156 Duloxetine 60mg 

Group 3 N= 156 Vortioxetine 2.5mg 

Group 4 N= 156 Vortioxetine 5mg 

Group 5 N= 156 Vortioxetine 10mg

38.6 75-80% Caucasian 68% 25.0

Mahableshwarkar 2014 Group 1 N= 153 Placebo 

Group 2 N= 152 Vortioxetine 2.5mg 

Group 3 N= 152 Vortioxetine 10mg

41.2 70% Caucasian 67% 24.9

Majercsik 2003 Group 1 N= 19 Placebo 

Group 2 N= 33 Buspirone 30mg 

81.1 Europe 0% 20.7

Meredith 2012 Group 1 N= 215 Placebo 

Group 2 N= 213 Escitalopram 10 mg 

Group 3 N= 219 Quetiapine XR 150mg 

Group 4 N= 207 Quetiapine XR 300mg

38.5 US 65% 25.0

Mezhebovsky 2013 Group 1 N= 227 Placebo 

Group 2 N= 223 Quetiapine XR 50-300mg

70.5 US & Europe 70% 25.1

Michelson 2013 Group 1 N= 71 Placebo 

Group 2 N= 69 Lorazepam 1-6mg 

38.9 Europe 78% 24.1
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Appendix 3 Description of included studies

Majority Race/ Mean 

Author Year Arms Mean Age Country % Female HAM-A

Mokhber 2010 Group 1 N= 25 Buspirone 10-15 mg/day

Group 2 N= 21 Sertraline 50-100 mg/day

66.5 Iran 57% 28.7

Moller 2001 Group 1 N= 100 Placebo

Group 2 N= 100 Alprazolam

Group 3 N= 100 Opipramol

48.0 67% 28.3

Montgomery 2006 Group 1 N= 101 Placebo  

Group 2 N= 113 Venlafaxine ER 75mg

Group 3 N= 97 Pregabalin 400mg 

Group 4 N= 110 Pregabalin 600mg

44.0 99% Caucasian 62% 26.5

Montgomery 2008 Group 1 N= 96 Placebo 

Group 2 N= 177 Pregabalin 150-600mg

72.3 98% Caucasian 78% 26.6

Nicolini 2009 Group 1 N= 170 Placebo 

Group 2 N= 169 Venlafaxine ER 75-225 mg 

Group 3 N= 84 Duloxetine 20mg 

Group 4 N= 158 Duloxetine 60-120 mg

41.4 Australia, Argentina, Belgium, 

Canada, Mexico, Russia, Taiwan 

and the UK

63% 24.3

Nimatoudis 2004 Group 1 N= 22Placebo 

Group 2 N= 24 Venlafaxine ER 75-150mg 

42.8 67% Caucasian 57% 27.5

Niu 2004 Group 1 N= 36 Fluoxetine

Group 2 N= 37 Mirtazepine

43.5 China 69% 22.5

Pande 2003 Group 1 N= 69 Placebo 

Group 2 N= 68 Lorazepam 6mg 

Group 3 N= 69 Pregabalin 150mg

Group 4 N= 70 Pregabalin 600mg 

35.8 84% Caucasian 59% 23.3

Peng 2012 Group 1 N= 31 Fluoxetine

Group 2 N= 29 Alprazolam

37.5 China 58% 28.4

Pfizer 1008-025 Unpublished Group 1 N=64 Placebo

Group 2 N= 62 Lorazepam 6 mg

Group 3 N= 68 Pregabalin 150 mg

Group 4  N= 68 Pregabalin 600 mg 

0% 24.5

Pfizer A0081092 Unpublished Group 1 N= 51 Placebo 

Group 2 N= 57 Pregabalin 75 - 300mg

41.7 81% Caucasian 70%

Pfizer A0081147 Unpublished Group 1 N= 203 Lorazepam 3=4 mg

Group 2 N= 206 Pregabalin 150-300 mg

Group 3 N= 206 Pregabalin 400-600 mg

41.9 84% Caucasian 61% 24.9
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Appendix 3 Description of included studies

Majority Race/ Mean 

Author Year Arms Mean Age Country % Female HAM-A

Pohl 2005 Group 1 N= 86 Placebo 

Group 2 N= 78 Pregabalin 200mg 

Group 3 N= 89 Pregabalin 400mg 

Group 4 N= 88 Pregabalin 450mg

> 50% Caucasian 25.5

Pollack 2001 Group 1 N= 163 Placebo 

Group 2 N= 161 Paroxetine 20-50mg

40.5 84% caucasian 63% 24.1

Pollack 2005 Group 1 N= 132 Placebo

Group 2 N= 138 Tiagabine 4-16mg

37.3 56% 25.9

Pollack S1 2008 Group 1 N= 230 Placebo

Group 2 N= 226 Tiagabine 4mg

Group 3 N= 227 Tiagabine 8mg

Group 4 N= 227 Tiagabine 12mg

38.4 48% 26.8

Pollack S2 2008 Group 1 N= 237 Placebo

Group 2 N= 231 Tiagabine 4-16mg

38.9 64% 26.7

Pollack S3 2008 Group 1 N= 229 Placebo

Group 2 N= 223 Tiagabine 4-16mg

40.1 59% 27.0

Rickles 2000 Group 1 N= 97 Placebo 

Group 2 N= 92 Venlafaxine ER 75mg 

Group 3 N= 91 Venlafaxine ER dose 150mg 

Group 4 N= 90 Venlafaxine ER 225mg

40.8 86% Caucasian 56% 24.2

Rickles 2003 Group 1 N= 180 Placebo 

Group 2 N= 188 Paroxetine 20mg 

40.5 85% Caucasian 55% 24.1

Rickles 2005 Group 1 N= 91 Placebo  

Group 2 N= 93 Alprazolam 1.5mg 

39.2 78% Caucasian 64% 24.9

Rocca 1997 Group 1 N= 30 Paroxetine 

Group 2 N= 26 Imipramine

36.4 Italy 84% 25.8

Rosenthal 2003 Group 1 N= 20 Paroxetine 20-60 mg

Group 2 N= 20 Tiagabine 4-16mg

35.0 58% 23.4

Rothschild 2012 Group 1 N= 152 Placebo 

Group 2 N= 152 Vortioxetine 5mg 

41.2 83% Caucasian 66% 24.7

Rynn 2008 Group 1 N= 159 Placebo 

Group 2 N= 168 Duloxetine 60mg-120mg

41.6 79% Caucasian 62% 23.0

SCTMD05 Unpublished Group 1 N= 128 Placebo 

Group 2 N= 124 Escitalopram 10 -20mg

40.3 79% Caucasian 61% 22.4

SCTMD06 Unpublished Group 1 N= 138 Placebo 

Group 2 N= 143 Escitalopram 10 -20mg

37.7 79% Caucasian 55% 22.6



22 
 

 

  

Appendix 3 Description of included studies

Majority Race/ Mean 

Author Year Arms Mean Age Country % Female HAM-A

Silverstone 2001 Group 1 N= 25 Placebo 

Group 2 N= 32 Venlafaxine ER 75mg 

Group 3 N= 33 Fluoxetine 20mg

43.5 67% 27.3

Song 2007 Group 1 N= 33 Alprazolam

Group 2 N= 33 Mirtazepine

41.0 China 41% 34.4

Stein 2008 Group 1 N= 58 Placebo 

Group 2 N= 63 Agomelatine 25-50mg 

41.7 Finland and South Africa 69% 28.8

Stein 2014 Group 1 N= 131 Placebo 

Group 2 N= 142 Escitalopram 10 -20mg

Group 2 N= 139 Agomelatine 25-50mg 

42.6 Finland, Russia, Poland, Czech 

Republic, Slovakia, Argentina and 

South Korea

72% 28.5

Tang 2012 Group 1 N= 30 Fluoxetine

Group 2 N= 30 Duloxetine

29.8 China 32% 24.5

Wang 2009 Group 1 N= 30 Paroxetine

Group 2 N= 29 Mirtazepine

30.0 China 68% 28.2

Wu 2011 Group 1 N= 102 Placebo 

Group 2 N= 108 Duloxetine60 mg

37.6 China 50% 24.4

Wu 2012 Group 1 N= 102 Placebo 

Group 2 N= 108 Duloxetine 60mg

China 0%

Yang 2005 Group 1 N= 30 Maprotiline

Group 2 N= 30 Mirtazepine

37.9 China 52% 23.0
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Appendix 4 Risk of bias assessments

Author Year

Random 

sequence 

generation 

(selection bias)

Allocation 

concealment 

(selection bias)

Blinding of 

participants and 

personnel 

(performance 

bias)

Blinding of 

outcome 

assessment 

(detection bias)

Incomplete 

outcome data 

(attrition bias)

Selective 

reporting 

(reporting bias) Other bias

Alaka 2014 Low Low Low Low Low Low Low

Allgulander 2001 Low Low Low Low High Unclear Low

Allgulander 2004 Unclear Unclear Low Low High Unclear Unclear

Baldwin 2006 Low Low Low Low High Unclear Low

Ball 2005 Unclear Unclear Low Low High Unclear Unclear

Bandelow 2010 Low Low Low Low High Unclear Low

Beyazyuz 2013 Unclear Unclear High High High Unclear Unclear

Bidzan 2012 Low Low Low Low High Unclear Low

Bielski 2005 Unclear Unclear Low Low High Low Unclear

Boerner 2003 Low Low Low Low High Unclear Unclear

Bose 2008 Low Low Low Low High Unclear Low

Brawman-Mintzer 2006 Low Low Low Low High Unclear Unclear

Bystritsky 2008 Low Low Low Low High Unclear Unclear

Coric 2010 Low Low Low Low High Unclear Low

Cvjetkovic-Bosnjak 2015 Unclear Unclear High High Low Unclear Unclear

Czobor 2010 Unclear Unclear Low Low High Unclear Unclear

Davidson 1999 Unclear Unclear Low Low High Unclear Low

Davidson 2004 Unclear Unclear Low Low High Unclear Low

Durgam 2016 Low Low Low Low High Unclear Low

Feltner 2003 Unclear Unclear Low Low High Unclear Unclear

Fresquet 2000 Unclear Unclear Low Low Low Unclear Unclear

Gao 2009 Unclear Unclear Unclear Unclear Low Low Unclear

Gelenberg 2000 Low Low Low Low High Unclear Low

Gommoll 2015 Low Low Low Low High Unclear Low

Gommoll 2015 Low Low Low Low High Unclear Low

GSK 637 Unpublished Unclear Unclear Low Low High Unclear Low

GSK 791 Unpublished Unclear Unclear Low Low High Unclear Low

GSK 856 Unpublished Unclear Unclear Low Low High Unclear Low

Hackett 2003 Unclear Unclear Low Low High Unclear Low

Hartford 2007 Unclear Unclear Low Low High Low Low

Huang 2005 High High High High Low Unclear Unclear

Guo (2) 2009 Unclear Unclear Unclear Unclear Low Low Unclear
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Appendix 4 Risk of bias assessments

Author Year

Random 

sequence 

generation 

(selection bias)

Allocation 

concealment 

(selection bias)

Blinding of 

participants and 

personnel 

(performance 

bias)

Blinding of 

outcome 

assessment 

(detection bias)

Incomplete 

outcome data 

(attrition bias)

Selective 

reporting 

(reporting bias) Other bias

Jia 2009 Unclear Unclear Unclear Unclear Low Low Unclear

Kasper 2009 Low Low Low Low High Unclear Low

Kasper 2014 Low Low Low Low High Unclear Unclear

Khan 2011 Low Low Low Low High Low Low

Kim 2006 Unclear Unclear High High High Unclear Unclear

Koponen 2007 Low Low Low Low High Low Low

Lader 1998 Low Low Low Low High Unclear Unclear

Lenox-Smith 2003 Low Low Low Low High Unclear Unclear

Lenze 2005 Low Low Low Low High Unclear Unclear

Lenze 2009 Low Low Low Low High Unclear Unclear

Li 2005 Unclear Unclear Unclear Unclear Unclear Unclear Unclear

Li 2011 Unclear Unclear Unclear Unclear Unclear Unclear Unclear

Liu 2004 Unclear Unclear Unclear Unclear Low Low Unclear

LiuX 2005 Unclear Unclear Unclear Unclear Unclear Unclear Unclear

Llorca 2002 Unclear Unclear Low Low High Unclear Unclear

Mahableshwarkar 2014 Low Low Low Low High Unclear Low

Mahableshwarkar 2014 Low Low Low Low High Unclear Low

Majercsik 2003 Unclear Unclear Low Low Low Unclear Unclear

Meredith 2012 Low Low Low Low High Unclear Low

Mezhebovsky 2013 Low Low Low Low High Unclear Low

Michelson 2013 Low Low Low Low High Unclear Unclear

Mokhber 2010 Unclear Unclear Low High Low Unclear Unclear

Moller 2001 Low Low Low Low High Unclear Unclear

Montgomery 2006 Unclear Unclear Low Low High Unclear Low

Montgomery 2008 Unclear Unclear Low Low High Unclear Low

Nicolini 2009 Low Low Low Low High Low Low

Nimatoudis 2004 Unclear Unclear Low Low High Unclear Unclear

Niu 2004 Unclear Unclear Unclear Unclear Low Low Unclear

Pande 2003 Unclear Unclear Low Low High Unclear Low

Peng 2012 Unclear Unclear Unclear Unclear Low Low Unclear

Pfizer 1008-025 Unpublished Unclear Unclear Low Low High Unclear High

Pfizer A0081092 Unpublished Low Low Low Low High Unclear Low
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Appendix 4 Risk of bias assessments

Author Year

Random 

sequence 

generation 

(selection bias)

Allocation 

concealment 

(selection bias)

Blinding of 

participants and 

personnel 

(performance 

bias)

Blinding of 

outcome 

assessment 

(detection bias)

Incomplete 

outcome data 

(attrition bias)

Selective 

reporting 

(reporting bias) Other bias

Pfizer A0081147 Unpublished Unclear Unclear Low Low High Unclear Low

Pohl 2005 Unclear Unclear Low Low High Unclear Low

Pollack 2001 Unclear Unclear Low Low High Low Low

Pollack 2005 Unclear Unclear Low Low High Unclear Low

Pollack S1 2008 Low Low Low Low High Unclear Low

Pollack S2 2008 Low Low Low Low High Unclear Low

Pollack S3 2008 Low Low Low Low High Unclear Low

Rickles 2000 Unclear Unclear Low Low High Unclear Low

Rickles 2003 Unclear Unclear Low Low High Unclear Low

Rickles 2005 Low Low Low Low High Unclear Low

Rocca 1997 Unclear Unclear High High High Unclear Unclear

Rosenthal 2003 Unclear Unclear High High High Unclear Low

Rothschild 2012 Low Low Low Low High Unclear Low

Rynn 2008 Unclear Unclear Low Low High Low Low

SCTMD05 Unpublished Unclear Unclear Low Low High Low Low

SCTMD06 Unpublished Unclear Unclear Low Low High Low Low

Silverstone 2001 Unclear Unclear Low Low High Unclear Unclear

Song 2007 Unclear Unclear Unclear Unclear Low Low Unclear

Stein 2008 Low Low Low Low Low Unclear Low

Stein 2014 Low Low Low Low High Unclear Low

Tang 2012 Unclear Unclear Unclear Unclear Low Low Unclear

Wang 2009 Unclear Unclear Unclear Unclear Low Low Unclear

Wu 2011 Low Unclear Low Low Unclear Low

Wu 2012 Low Low Low Low Low Low Unclear

Yang 2005 Unclear Unclear Unclear Unclear Low Low Unclear
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Appendix 5 Efficacy Subgroups

Main

Drug HAM-A ≤ 25 HAM-A > 25 ES ≤ 4.05 ES > 4.05

Agomelatine -3.55 (-5.83, -1.26) -3.82 (-6.56, -1.12) -3.63 (-7.20, -0.10)

Benzodiazepine -2.29 (-3.19, -1.39) -2.01 (-3.02, -1.07) -1.97 (-3.93, 0.02) -2.26 (-3.34, -1.14) -2.69 (-7.82, 2.42)

Bupropion -5.30 (-8.62, -2.00) -8.89 (-14.19, -3.57) -7.96 (-11.87, -4.08) -1.64 (-6.80, 3.49)

Buspirone -2.37 (-3.83, -0.91) -3.61 (-5.34, -1.87) -1.13 (-3.95, 1.67)

Citalopram -2.22 (-4.28, -0.19) -3.62 (-6.74, -0.45) -2.13 (-5.37, 1.07) -3.61 (-6.45, -0.82) -1.17 (-5.75, 3.42)

Duloxetine -3.13 (-4.13, -2.13) -2.88 (-4.03, -1.74) -3.10 (-5.00, -1.21) -3.11 (-3.90, -2.32)

Escitalopram -2.45 (-3.27, -1.63) -2.15 (-2.98, -1.37) -3.15 (-5.12, -1.23) -2.37 (-3.23, -1.51) -2.66 (-5.43, 0.07)

Fluoxetine -2.43 (-3.74, -1.16) -1.57 (-3.27, 0.09) -2.81 (-5.05, -0.63) -1.17 (-5.73, 3.39)

Hydroxyzine -3.00 (-5.03, -0.96) -2.62 (-5.14, -0.09) -3.63 (-8.79, 1.48)

Imipramine -0.59 (-3.85, 2.70) -1.10 (-5.11, 2.93) -0.73 (-6.41, 5.00)

Maprotiline 0.38 (-3.25, 4.02) 0.24 (-3.09, 3.60)

Mirtazapine -3.12 (-4.43, -1.80) -3.22 (-4.73, -1.76) -2.15 (-4.72, 0.42)

Ocinaplon -7.90 (-14.68, -1.06) -7.86 (-14.91, -0.70) -7.91 (-15.78, -0.07)

Opipramol -1.92 (-3.99, 0.15) ;-4.30 (-8.28, -0.22) -1.37 (-4.47, 1.74) -1.55 (-3.14, 0.07)

Paroxetine -2.29 (-3.11, -1.47) -2.19 (-3.27, -1.12) -2.80 (-4.23, -1.36) -1.44 (-2.68, -0.12) -2.45 (-5.16, 0.25)

Pregabalin -2.79 (-3.69, -1.91) -2.34 (-3.37, -1.36) -3.07 (-4.82, -1.33) -2.84 (-3.85, -1.85) -2.78 (-7.98, 2.48)

Quetiapine -3.60 (-4.83, -2.39) -2.32 (-3.63, -1.01) -5.00 (-7.20, -2.80) -2.31 (-3.78, -0.79) -4.99 (-8.22, -1.82)

Sertraline -2.88 (-4.17, -1.59) -2.49 (-3.81, -1.19) -3.47 (-6.37, -0.60) -3.69 (-5.60, -1.77) -2.16 (-5.64, 1.26)

Tiagabine -0.77 (-2.18, 0.62) -0.97 (-5.95, 4.07) -0.77 (-2.56, 1.01) -1.49 (-5.65, 2.67)

Venlafaxine -2.69 (-3.50, -1.89) -3.05 (-4.23, -1.87) -2.71 (-3.94, -1.54) -3.06 (-4.03, -2.09) -0.49 (-5.68, 4.76)

Vilazodone -1.45 (-3.02, 0.12) -1.52 (-3.04, -0.02) -1.25 (-4.67, 2.17) -1.10 (-4.48, 2.22)

Vortioxetine -1.12 (-2.47, 0.24) -0.43 (-1.63, 0.79) -3.83 (-7.46, -0.18) -0.40 (-1.53, 0.80) -3.85 (-8.81, 1.16)

DepressionAnxiety
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Appendix 5 Efficacy Subgroups

Main Excluding China

Drug ≤ 40.3 Years > 40.3 Years ≤ 61.8% > 61.8%

Agomelatine -3.55 (-5.83, -1.26) -3.71 (-6.53, -0.93) -3.53 (-5.90, -1.16) -3.57 (-5.89, -1.25)

Benzodiazepine -2.29 (-3.19, -1.39) -2.26 (-3.21, -1.27) -3.21 (-5.32, -1.19) -2.04 (-3.29, -0.82) -2.65 (-4.21, -1.13) -2.61 (-3.63, -1.61)

Bupropion -5.30 (-8.62, -2.00) -7.88 (-11.86, -3.75) -2.87 (-7.98, 2.19) -8.05 (-12.75, -3.37) -8.20 (-12.81, -3.57)

Buspirone -2.37 (-3.83, -0.91) -1.99 (-3.97, -0.04) -2.94 (-5.31, -0.49) -2.87 (-4.70, -0.97) -1.16 (-3.81, 1.51) -2.38 (-3.92, -0.82)

Citalopram -2.22 (-4.28, -0.19) -1.20 (-3.29, 0.73) -3.60 (-7.79, 0.58) -3.60 (-7.28, 0.03) -1.19 (-3.92, 1.54) -2.06 (-4.19, 0.05)

Duloxetine -3.13 (-4.13, -2.13) -2.87 (-4.26, -1.49) -3.12 (-4.69, -1.55) -2.92 (-4.53, -1.33) -3.45 (-4.88, -2.03) -3.10 (-4.25, -1.95)

Escitalopram -2.45 (-3.27, -1.63) -2.13 (-2.89, -1.43) -2.9 (-4.87, -0.98) -2.81 (-4.18, -1.47) -2.36 (-3.52, -1.23) -2.49 (-3.35, -1.64)

Fluoxetine -2.43 (-3.74, -1.16) -2.00 (-3.28, -0.74) -1.40 (-4.73, 1.89) -2.86 (-4.90, -0.89) -1.25 (-3.38, 0.82) -1.72 (-3.92, 0.44)

Hydroxyzine -3.00 (-5.03, -0.96) -3.31 (-5.85, -0.81) -2.78 (-4.96, -0.58) -3.07 (-5.14, -0.98)

Imipramine -0.59 (-3.85, 2.70) -0.32 (-3.04, 2.31) -0.53 (-3.96, 2.94) -0.40 (-3.76, 2.94)

Maprotiline 0.38 (-3.25, 4.02) 0.46 (-2.63, 3.50) 0.50 (-3.45, 4.41)

Mirtazapine -3.12 (-4.43, -1.80) -3.08 (-4.47, -1.65) -2.61 (-5.46, 0.20) -3.00 (-4.73, -1.27) -2.40 (-5.12, 0.25)

Ocinaplon -7.90 (-14.68, -1.06) -7.90 (-14.93, -0.76) -7.88 (-14.73, -1.03) -7.84 (-14.66, -0.96)

Opipramol -1.92 (-3.99, 0.15) -2.02 (-5.22, 1.19) -1.75 (-4.08, 0.58) -2.04 (-4.21, 0.09)

Paroxetine -2.29 (-3.11, -1.47) -2.07 (-3.08, -1.13) -2.33 (-3.68, -0.99) -2.15 (-3.55, -0.74) -2.22 (-3.32, -1.12) -2.10 (-2.98, -1.23)

Pregabalin -2.79 (-3.69, -1.91) -2.45 (-3.58, -1.36) -3.24 (-5.01, -1.55) -2.52 (-3.68, -1.38) -3.08 (-4.79, -1.39) -2.90 (-3.83, -1.98)

Quetiapine -3.60 (-4.83, -2.39) -2.32 (-3.41, -1.22) -4.86 (-7.16, -2.58) -1.81 (-4.55, 0.92) -4.07 (-5.55, -2.61) -3.59 (-4.84, -2.34)

Sertraline -2.88 (-4.17, -1.59) -2.47 (-3.95, -1.00) -3.12 (-5.48, -0.80) -3.01 (-5.01, -1.07) -2.60 (-4.62, -0.61) -2.81 (-4.13, -1.48)

Tiagabine -0.77 (-2.18, 0.62) -0.68 (-1.72, 0.30) -0.92 (-2.60, 0.75) -0.30 (-3.31, 2.68) -0.77 (-2.21, 0.66)

Venlafaxine -2.69 (-3.50, -1.89) -2.96 (-4.20, -1.76) -2.61 (-3.79, -1.46) -2.28 (-3.32, -1.23) -3.42 (-4.91, -2.02) -2.67 (-3.51, -1.86)

Vilazodone -1.45 (-3.02, 0.12) -1.43 (-2.49, -0.39) -1.45 (-3.10, 0.18) -1.45 (-3.06, 0.14)

Vortioxetine -1.12 (-2.47, 0.24) -0.69 (-2.32, 0.95) -1.31 (-3.43, 0.79) -1.18 (-2.61, 0.24) -1.13 (-2.51, 0.26)

% FemaleAge
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Appendix 6 Acceptability Subgroups

Main

HAM-A ≤ 25 HAM-A > 25 ES ≤ 4.05 ES > 4.05

Agomelatine 0.67 (0.37, 1.18) 0.66 (0.36, 1.17) 0.67 (0.36, 1.23)

Benzodiazepine 1.43 (1.12, 1.86) 1.73 (1.25, 2.43) 0.68 (0.36, 1.26) 1.32 (0.82, 2.11) 2.44 (1.09, 5.60)

Bupropion 0.96 (0.10, 10.5) 1.09 (0.08, 13.51) 1.24 (0.12, 11.75)

Buspirone 0.76 (0.47, 1.25) 0.73 (0.39, 1.37) 0.82 (0.33, 2.00) 0.90 (0.33, 2.41)

Citalopram 3.62 (0.74, 20.27) 1.69 (0.23, 19.5) 8.26 (0.50, 248.7) 1.54 (0.22, 13.54) 6.42 (0.53, 115.70)

Duloxetine 1.09 (0.89, 1.32) 1.25 (0.93, 1.70) 0.93 (0.69, 1.24) 1.11 (0.88, 1.40)

Escitalopram 0.96 (0.79, 1.16) 0.99 (0.78, 1.26) 0.91 (0.60, 1.37) 1.01 (0.73, 1.41) 1.00 (0.66, 1.53)

Fluoxetine 1.36 (0.57, 3.15) 1.91 (0.15, 36.68) 1.19 (0.45, 3.08) 0.07 (0.01, 5.40)

Hydroxyzine 0.97 (0.55, 1.68) 0.81 (0.45, 1.46) 0.90 (0.34, 2.45)

Imipramine 2.83 (0.74, 12.10) 2.87 (0.75, 12.21) 2.71 (0.67, 11.64)

Maprotiline 2.32 (0.21, 26.74) 0.08 (0.01, 473.50)

Mirtazapine 3.36 (0.67, 19.07) 0.12 (0.01, 710.10) 1.72 (0.26, 12.54)

Ocinaplon 0.74 (0.24, 2.22) 0.72 (0.23, 2.20) 0.74 (0.24, 2.28)

Opipramol 0.31 (0.07, 1.17) 0.12 (0.01, 1.15) 0.32 (0.04, 1.40) 0.40 (0.06, 1.73)

Paroxetine 1.24 (1.03, 1.50) 1.22 (0.89, 1.64) 1.30 (0.96, 1.77) 1.32 (0.85, 2.07) 1.23 (0.79, 1.91)

Pregabalin 0.80 (0.66, 0.98) 0.87 (0.62, 1.22) 0.85 (0.64, 1.17) 0.78 (0.56, 1.09) 1.00 (0.52, 1.95)

Quetiapine 1.44 (1.16, 1.80) 1.50 (1.09, 2.10) 1.41 (0.99, 1.99) 1.58 (0.93, 2.64) 1.45 (1.00, 2.12)

Sertraline 0.94 (0.65, 1.35) 0.95 (0.65, 1.40) 0.01 (0.01, 2.80) 0.76 (0.42, 1.36) 1.14 (0.64, 2.04)

Tiagabine 1.37 (1.08, 1.74) 2.17 (0.43, 10.92) 1.36 (1.06, 1.74) 1.33 (0.74, 2.41)

Venlafaxine 0.98 (0.83, 1.16) 1.14 (0.84, 1.54) 0.89 (0.72, 1.10) 0.99 (0.74, 1.33) 1.30 (0.68, 2.48)

Vilazodone 1.59 (1.20, 2.13) 1.60 (1.09, 2.33) 1.61 (0.93, 2.81) 1.56 (1.06, 2.33)

Vortioxetine 0.88 (0.67, 1.15) 0.91 (0.66, 1.24) 0.86 (0.43, 1.73) 0.86 (0.58, 1.29) 0.86 (0.42, 1.76)

Anxiety Depression
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Appendix 6 Acceptability Subgroups

Main Excluding China

≤ 40.3 Years > 40.3 Years ≤ 61.8% > 61.8%

Agomelatine 0.67 (0.37, 1.18) 0.65 (0.34, 1.21) 0.68 (0.39, 1.14) 0.67 (0.37, 1.19)

Benzodiazepine 1.43 (1.12, 1.86) 1.54 (1.06, 2.25) 0.84 (0.50, 1.35) 1.92 (1.26, 2.96) 1.09 (0.76, 1.57) 1.45 (1.12, 1.88)

Bupropion 0.96 (0.10, 10.5) 1.18 (0.10, 15.26) 1.02 (0.12, 10.44) 1.17 (0.10, 15.08)

Buspirone 0.76 (0.47, 1.25) 0.65 (0.35, 1.17) 0.85 (0.33, 2.13) 0.70 (0.34, 1.49) 0.94 (0.41, 2.12) 0.75 (0.46, 1.21)

Citalopram 3.62 (0.74, 20.27) 9.59 (0.60, 186.4) 1.66 (0.21, 15.88) 1.73 (0.22, 17.63) 7.11 (0.66, 103.8) 3.73 (0.75, 21.66)

Duloxetine 1.09 (0.89, 1.32) 1.21 (0.78, 1.85) 1.06 (0.82, 1.37) 1.01 (0.68, 1.49) 1.14 (0.89, 1.45) 1.11 (0.90, 1.37)

Escitalopram 0.96 (0.79, 1.16) 0.97 (0.76, 1.23) 0.90 (0.61, 1.35) 0.92 (0.63, 1.32) 0.97 (0.76, 1.25) 0.96 (0.79, 1.17)

Fluoxetine 1.36 (0.57, 3.15) 0.68 (0.09, 5.14) 1.35 (0.48, 3.76) 1.39 (0.12, 20.02) 1.28 (0.51, 3.31) 1.23 (0.46, 3.16)

Hydroxyzine 0.97 (0.55, 1.68) 0.86 (0.47, 1.57) 0.94 (0.53, 1.63) 0.98 (0.55, 1.68)

Imipramine 2.83 (0.74, 12.10) 2.86 (0.77, 11.11) 2.85 (0.79, 11.06) 2.80 (0.72, 12.22)

Maprotiline 2.32 (0.21, 26.74) 1.53 (0.16, 13.63) 2.92 (0.23, 41.58)

Mirtazapine 3.36 (0.67, 19.07) 2.13 (0.49, 9.57) 0.01 (0.01, 2.71) 4.18 (0.75, 31.00) 0.04 (0.01, 7.48)

Ocinaplon 0.74 (0.24, 2.22) 0.72 (0.23, 2.21) 0.74 (0.27, 2.15) 0.71 (0.24, 2.14)

Opipramol 0.31 (0.07, 1.17) 0.35 (0.05, 1.48) 0.29 (0.07, 0.93) 0.29 (0.06, 1.09)

Paroxetine 1.24 (1.03, 1.50) 1.25 (0.90, 1.78) 1.29 (1.00, 1.67) 1.09 (0.72, 1.63) 1.28 (1.02, 1.61) 1.24 (1.02, 1.51)

Pregabalin 0.80 (0.66, 0.98) 0.70 (0.48, 1.02) 0.77 (0.56, 1.07) 0.93 (0.69, 1.27) 0.67 (0.48, 0.95) 0.81 (0.66, 0.99)

Quetiapine 1.44 (1.16, 1.80) 1.46 (1.09, 1.96) 1.40 (0.94, 2.04) 1.36 (0.76, 2.44) 1.48 (1.17, 1.89) 1.44 (1.15, 1.80)

Sertraline 0.94 (0.65, 1.35) 0.93 (0.18, 3.59) 0.95 (0.62, 1.44) 0.94 (0.58, 1.52) 0.80 (0.22, 3.00) 0.94 (0.65, 1.35)

Tiagabine 1.37 (1.08, 1.74) 1.37 (1.08, 1.74) 1.29 (0.90, 1.85) 1.63 (1.07, 2.50) 1.37 (1.08, 1.73)

Venlafaxine 0.98 (0.83, 1.16) 0.99 (0.71, 1.36) 0.97 (0.79, 1.21) 0.97 (0.76, 1.25) 1.01 (0.76, 1.35) 0.98 (0.83, 1.16)

Vilazodone 1.59 (1.20, 2.13) 1.60 (1.19, 2.14) 1.58 (1.21, 2.09) 1.60 (1.19, 2.15)

Vortioxetine 0.88 (0.67, 1.15) 1.01 (0.64, 1.60) 0.82 (0.56, 1.19) 0.89 (0.69, 1.14) 0.89 (0.68, 1.16)

Age % Female
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Appendix 7 Results of meta analysis of direct comparisons

Change in HAM-A Hetero- Hetero-

Tx1 Tx2 Studies Patients Fixed effects Random effects geneity P-val Fixed effects Random effects geneity P-val

Benzodiazepine Fluoxetine 2 172 0.28 (-0.02, 0.58) 0.28 (-0.02, 0.58) 0.0% 0.552 0.97 (0.06, 15.75) 0.97 (0.06, 15.75) 0.0% 0.982

Benzodiazepine Hydroxyzine 1 221 -0.10 (-0.37, 0.17) NA NA NA 1.12 (0.54, 2.34) NA NA NA

Benzodiazepine Mirtazapine 4 240 0.16 (-0.13, 0.46) 0.16 (-0.10, 0.42) 22.8% 0.292 1.92 (0.49, 7.63) 1.92 (0.49, 7.63) 0.0% 0.919

Benzodiazepine Opipramol 1 206 -0.14 (-0.42, 0.13) NA NA NA 0.51 (0.09, 2.85) NA NA NA

Benzodiazepine Pregabalin 5 1587 0.03 (-0.09, 0.14) 0.03 (-0.16, 0.21) 61.7% 0.046 0.54 (0.43, 0.69) 0.50 (0.23, 1.05) 58.9% 0.039

Bupropion Escitalopram 1 24 -1.14 (-2.00, -0.27) NA NA NA 0.82 (0.10, 7.02) NA NA NA

Bupropion Fluoxetine 1 59 0.00 (-0.51, 0.51) NA NA NA 1.03 (0.02, 53.83) NA NA NA

Buspirone Hydroxyzine 1 164 0.26 (-0.05, 0.57) NA NA NA 1.00 (0.39, 2.55) NA NA NA

Buspirone Mirtazapine 1 64 0.08 (-0.34, 0.51) NA NA NA 0.88 (0.02, 45.92) NA NA NA

Buspirone Opipramol 1 86 0.08 (-0.34, 0.51) NA NA NA 0.23 (0.02, 2.17) NA NA NA

Buspirone Sertraline 1 46 0.33 (-0.25, 0.92) NA NA NA 1.19 (0.02, 62.32) NA NA NA

Buspirone Venlafaxine 1 301 0.09 (-0.16, 0.34) NA NA NA 1.68 (1.00, 2.81) NA NA NA

Citalopram Escitalopram 1 40 0.10 (-0.52, 0.72) NA NA NA 0.47 (0.04, 5.69) NA NA NA

Citalopram Fluoxetine 1 40 0.00 (-0.62, 0.62) NA NA NA 0.18 (0.01, 4.01) NA NA NA

Citalopram Paroxetine 1 40 0.67 (0.04, 1.31) NA NA NA 0.18 (0.01, 4.01) NA NA NA

Citalopram Sertraline 1 40 0.40 (-0.22, 1.03) NA NA NA 0.18 (0.01, 4.01) NA NA NA

Duloxetine Fluoxetine 1 60 -0.36 (-0.87, 0.15) NA NA NA 1.00 (0.02, 52.04) NA NA NA

Duloxetine Venlafaxine 2 737 0.06 (-0.09, 0.21) 0.06 (-0.09, 0.21) 0.0% 0.873 0.83 (0.61, 1.13) 0.83 (0.61, 1.13) 0.0% 0.395

Duloxetine Vortioxetine 1 624 -0.27 (-0.46, -0.09) NA NA NA 0.73 (0.49, 1.09) NA NA NA

Escitalopram Agomelatine 1 281 0.00 (-0.24, 0.24) NA NA NA 0.88 (0.48, 1.64) NA NA NA

Escitalopram Fluoxetine 2 100 -0.04 (-0.43, 0.35) -0.04 (-0.43, 0.35) 0.0% 0.798 1.05 (0.15, 7.47) 1.05 (0.15, 7.47) 0.0% 0.368

Escitalopram Paroxetine 3 706 -0.15 (-0.32, 0.01) -0.02 (-0.50, 0.46) 80.6% 0.038 1.45 (0.96, 2.18) 1.45 (0.96, 2.18) 0.0% 0.646

Escitalopram Quetiapine 1 639 0.12 (-0.05, 0.29) NA NA NA 1.33 (0.93, 1.91) NA NA NA

Escitalopram Sertraline 1 40 0.34 (-0.29, 0.96) NA NA NA 0.32 (0.01, 8.26) NA NA NA

Escitalopram Venlafaxine 1 264 0.06 (-0.18, 0.31) NA NA NA 1.36 (0.77, 2.37) NA NA NA

Fluoxetine Mirtazapine 1 70 0.49 (0.02, 0.97) NA NA NA 1.00 (0.02, 51.8) NA NA NA

Fluoxetine Paroxetine 1 40 0.69 (0.05, 1.33) NA NA NA 1.00 (0.02, 52.85) NA NA NA

Fluoxetine Sertraline 1 40 0.41 (-0.22, 1.04) NA NA NA 1.00 (0.02, 52.85) NA NA NA

Fluoxetine Venlafaxine 1 67 0.23 (-0.26, 0.72) NA NA NA 0.73 (0.26, 2.03) NA NA NA

Imipramine Paroxetine 1 56 0.47 (-0.15, 1.08) NA NA NA 0.45 (0.13, 1.60) NA NA NA

Maprotiline Mirtazapine 1 60 0.74 (0.19, 1.30) NA NA NA 1.38 (0.28, 6.80) NA NA NA

Mirtazapine Paroxetine 3 197 -0.05 (-0.33, 0.23) -0.05 (-0.33, 0.23) 0.0% 0.356 1.01 (0.1, 9.88) 1.01 (0.1, 9.88) 0.0% 0.999

Paroxetine Quetiapine 1 656 0.06 (-0.10, 0.23) NA NA NA 1.35 (0.91, 2.00) NA NA NA

Paroxetine Sertraline 2 93 -0.12 (-0.53, 0.29) -0.12 (-0.53, 0.29) 0.0% 0.491 0.88 (0.24, 3.24) 0.88 (0.24, 3.24) 0.0% 0.948

Paroxetine Tiagabine 1 40 -0.16 (-0.78, 0.46) NA NA NA 1.71 (0.40, 7.34) NA NA NA

Paroxetine Venlafaxine 1 60 -0.19 (-0.77, 0.39) NA NA NA 2.14 (0.62, 7.39) NA NA NA

Placebo Agomelatine 2 391 0.48 (0.28, 0.68) 0.48 (0.28, 0.68) 0.0% 0.469 0.58 (0.33, 1.01) 0.58 (0.33, 1.01) 0.0% 0.558

Pairwise mean dif (95% CI)

Change in HAM-A Study Discontinuation

Pairwise OR (95% CI)
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Appendix 7 Results of meta analysis of direct comparisons

Change in HAM-A Hetero- Hetero-

Tx1 Tx2 Studies Patients Fixed effects Random effects geneity P-val Fixed effects Random effects geneity P-val

Placebo Benzodiazepine 8 1213 0.39 (0.27, 0.51) 0.40 (0.23, 0.56) 48.0% 0.063 1.54 (1.17, 2.04) 1.48 (0.46, 4.17) 63.3% 0.008

Placebo Buspirone 3 418 0.34 (0.14, 0.54) 0.63 (-0.24, 1.51) 94.0% 0.000 0.82 (0.5, 1.34) 0.82 (0.5, 1.34) 0.0% 0.963

Placebo Citalopram 1 34 0.88 (0.17, 1.58) NA NA NA 1.61 (0.23, 11.09) NA NA NA

Placebo Duloxetine 7 2389 0.38 (0.30, 0.47) 0.38 (0.30, 0.47) 0.0% 0.540 1.06 (0.89, 1.27) 1.07 (0.54, 2.12) 63.3% 0.011

Placebo Escitalopram 9 2706 0.33 (0.25, 0.40) 0.33 (0.24, 0.42) 21.9% 0.286 1.01 (0.78, 1.31) 1.01 (0.83, 1.23) 7.5% 0.501

Placebo Fluoxetine 1 58 0.57 (0.04, 1.10) NA NA NA 1.47 (0.48, 4.53) NA NA NA

Placebo Hydroxyzine 2 382 0.39 (0.18, 0.59) 0.39 (0.18, 0.59) 0.0% 0.487 0.83 (0.48, 1.45) 0.83 (0.48, 1.45) 0.0% 0.845

Placebo Ocinaplon 1 60 0.64 (0.10, 1.18) NA NA NA 0.73 (0.26, 2.08) NA NA NA

Placebo Opipramol 1 208 0.29 (0.01, 0.56) NA NA NA 0.34 (0.070, 1.73) NA NA NA

Placebo Paroxetine 8 2948 0.20 (0.13, 0.28) 0.20 (0.13, 0.28) 6.6% 0.457 1.29 (1.07, 1.55) 1.29 (1.07, 1.55) 0.0% 0.742

Placebo Pregabalin 9 2251 0.36 (0.27, 0.46) 0.36 (0.27, 0.46) 0.0% 0.843 0.85 (0.69, 1.04) 0.85 (0.69, 1.04) 0.0% 0.610

Placebo Quetiapine 4 2698 0.45 (0.37, 0.53) 0.51 (0.11, 0.92) 95.6% 0.000 1.46 (1.21, 1.76) 1.46 (1.21, 1.76) 0.0% 0.438

Placebo Sertraline 2 716 0.34 (0.19, 0.49) 0.34 (0.10, 0.57) 58.5% 0.121 0.95 (0.68, 1.32) 0.95 (0.54, 1.67) 38.9% 0.201

Placebo Tiagabine 4 2102 0.07 (-0.02, 0.17) 0.07 (-0.02, 0.17) 0.0% 0.551 1.35 (1.11, 1.64) 1.35 (1.11, 1.64) 0.0% 0.729

Placebo Venlafaxine 13 3668 0.31 (0.23, 0.38) 0.38 (0.19, 0.48) 74.4% <0.001 0.93 (0.80, 1.09) 0.95 (0.43, 2.09) 64.1% 0.001

Placebo Vilazodone 3 1497 0.18 (0.08, 0.29) 0.18 (0.08, 0.29) 0.0% 0.485 1.59 (1.24, 2.04) 1.59 (1.24, 2.04) 0.0% 0.977

Placebo Vortioxetine 4 1687 0.13 (0.03, 0.24) 0.14 (-0.07, 0.35) 74.2% 0.014 0.92 (0.72, 1.18) 0.92 (0.72, 1.18) 0.0% 0.440

Pregabalin Sertraline 1 107 0.00 (-0.38, 0.38) NA NA NA 0.79 (0.02, 40.30) NA NA NA

Pregabalin Venlafaxine 2 566 -0.12 (-0.30, 0.05) -0.13 (-0.32, 0.06) 20.0% 0.264 1.43 (0.98, 2.08) 1.43 (0.98, 2.08) 0.0% 0.651

Pairwise mean dif (95% CI) Pairwise OR (95% CI)

Change in HAM-A Study Discontinuation
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Appendix 8. WINBUGS code 

Continuous model – change in HAM – A 

model{            
      
for(i in 1:ns){        
     w[i,1] <- 0  
     delta[i,1] <- 0       # treatment effect is zero for control arm 
     mu[i] ~ dnorm(0,.0001)       # vague priors for all trial baselines 
     for (k in 1:na[i]) {     
          var[i,k] <- pow(se[i,k],2)    
          prec[i,k] <- 1/var[i,k]     
          y[i,k] ~ dnorm(theta[i,k],prec[i,k])  # binomial likelihood 
          theta[i,k] <- mu[i] + delta[i,k]   # model for linear predictor 
          dev[i,k] <- (y[i,k]-theta[i,k])*(y[i,k]-theta[i,k])*prec[i,k] 
        } 
  resdev[i] <- sum(dev[i,1:na[i]]) 
 
  for (k in 2:na[i]) {      
         delta[i,k] ~ dnorm(md[i,k],taud[i,k]) 
         md[i,k] <- d[t[i,k]] - d[t[i,1]] + sw[i,k] 
         taud[i,k] <- tau *2*(k-1)/k            

w[i,k] <- (delta[i,k] - d[t[i,k]] + d[t[i,1]]) 
         sw[i,k] <- sum(w[i,1:k-1])/(k-1) 
     } 
  } 
totresdev <- sum(resdev[])        
d[1]<-0    
for (k in 2:nt){ d[k] ~ dnorm(0,.0001) } # vague priors for treatment effects 
sd ~ dunif(0,50)    # vague prior for between-trial SD 
tau <- pow(sd,-2)     # between-trial precision 
 
for (c in 1:(nt)) { for (k in 1:nt) { diff[c,k] <- (d[c] - d[k] )}} # pairwise differences 
}                     
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Binary model – trial discontinuation 

model{ 
for(i in 1:N)  {   logit(p[i])<-mu[s[i]]+ delta[i]  * (1-equals(t[i],b[i]))      #  model  
                           r[i]~dbin(p[i],n[i])                                                              #  binomial likelihood 
                           delta[i] ~ dnorm(md[i],invtausq)                             # random effects: trial-specific LORs 
                           md[i] <- d[t[i]] - d[b[i]]   }                                        # means of trials-specific LORS 
 
for(j in 1:NS){ mu[j]~dnorm(0,.005) }                                    # vague priors for basic parameters    
d[1]<-0 
for (k in 2:NT)  {d[k] ~ dnorm(0,.005) }                                    
   invtausq<-1/tausq 
   tausq ~ dlnorm(-3.93,0.44)   # Log-normal prior with mean -3.93, precision 0.44=1/(1.512) for heterogeneity var. param. Tausq 

          # See Turner International Journal of Epidemiology 2012;41:818–827 
mA ~ dnorm(-0.632960547, 6.424869024) # Absolute log odds(success) 
for (k in 1:NT)   { logit(T[k])<- mA  +d[k] }  # Absolute pr(success)      
for (c in 1:(NT))      # pairwise ORs 
          {  for (k in 1:NT)   
                 {  lor[c,k] <- d[k] - d[c] 
                    log(or[c,k]) <- lor[c,k]  
                 } 
           } 
} 
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Appendix 9. Electronic Search Criteria 
 
MEDLINE search code 
 

1. exp Anxiety Disorders/ or exp Anxiety/  
2. anxiet$.mp. [mp=title, abstract, original title, name of substance word, subject heading word, keyword heading 

word, protocol supplementary concept word, rare disease supplementary concept word, unique identifier]  
3. 1 or 2  
4. (anxiety or anxiety disorders).sh.  
5. (anxiet$ or anxious$ or ((chronic$ or excessiv$ or intens$ or (long$ adj2 last$) or neuros$ or neurotic$ or ongoing 

or persist$ or serious$ or sever$ or uncontrol$ or un control$ or unrelent$ or un relent$) adj2 worry)).ti,ab.  
6. 4 or 5  
7. exp Randomized Controlled Trial/  
8. random$.mp. [mp=title, abstract, original title, name of substance word, subject heading word, keyword heading 

word, protocol supplementary concept word, rare disease supplementary concept word, unique identifier]  
9. 7 or 8  
10. 6 and 9  
11. limit 10 to yr="1994 -Current" 
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Appendix 10. Study Data

Author

SE 

Method Year Drug Name

Number

Randomised

Number

Discont'd

Number w/

HAM-A Change

Mean HAM-A

Change

SE HAM-A

Change

Alaka 2014 Duloxetine 151 36 151 -15.90 0.60

Alaka 2014 Placebo 140 35 140 -11.70 0.70

Allgulander 2001 Placebo 130 45 130 -11.00 0.83

Allgulander 2001 Venlafaxine 411 102 399 -15.21 0.48

Allgulander 2004 Placebo 190 51 188 -8.00 0.60

Allgulander 2004 Sertraline 188 41 182 -11.70 0.60

Baldwin 2006 Escitalopram 403 57 400 -16.20 0.39

Baldwin 2006 Paroxetine 140 27 136 -14.71 0.67

Baldwin 2006 Placebo 139 15 138 -14.20 0.66

Ball 2005 Paroxetine 25 5 25 -11.92 1.21

Ball 2005 Sertraline 28 5 28 -11.96 1.14

Bandelow 2010 Paroxetine 217 44 214 -14.45 0.53

Bandelow 2010 Placebo 217 41 217 -12.30 0.53

Bandelow 2010 Quetiapine 439 112 435 -14.95 0.37

Beyazyuz 2013 Citalopram 20 2 20 -14.40 0.73

Beyazyuz 2013 Escitalopram 20 1 20 -14.70 0.61

Beyazyuz 2013 Fluoxetine 20 0 20 -14.40 0.70

Beyazyuz 2013 Paroxetine 20 0 20 -16.60 0.70

Beyazyuz 2013 Sertraline 20 0 20 -15.70 0.69

Bidzan 2012 Placebo 151 25 148 -9.59 0.71

Bidzan 2012 Vortioxetine 150 22 149 -13.43 0.70

Bielski 2005 Escitalopram 61 22 60 -15.30 0.80

Bielski 2005 Paroxetine 62 29 61 -13.30 1.00

Boerner 2003 Buspirone 43 4 42 -15.55 1.18

Boerner 2003 Opipramol 43 1 42 -16.19 1.18

Bose 2008 Escitalopram 131 29 125 -10.94 0.67

Bose 2008 Placebo 140 36 135 -9.21 0.67

Bose 2008 Venlafaxine 133 37 125 -11.42 0.66

Brawman-Mintzer 2006 Placebo 170 46 162 -11.15 0.58

Brawman-Mintzer 2006 Sertraline 168 51 164 -12.71 0.56

Bystritsky 2008 Bupropion 11 2 11 -20.45 1.45

Bystritsky 2008 Escitalopram 13 2 13 -14.77 1.33

Diff CI

BL, EP SD, 

r=0.314

Chg SE/SD

Chg SE/SD

Diff CI

Chg SE/SD

F-statistic

Chg SE/SD

F-statistic

Chg SE/SD

Diff CI

Chg SE/SD

Chg SE/SD
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Appendix 10. Study Data

Author

SE 

Method Year Drug Name

Number

Randomised

Number

Discont'd

Number w/

HAM-A Change

Mean HAM-A

Change

SE HAM-A

Change

Coric 2010 Escitalopram 53 11 47 -12.50 1.06

Coric 2010 Placebo 104 24 98 -9.40 0.73

Cvjetkovic-Bosnjak 2015 Pregabalin 47 0 47 -9.60 0.91

Cvjetkovic-Bosnjak 2015 Sertraline 60 0 60 -9.60 0.42

Czobor 2010 Ocinaplon 31 18 28 -14.20 2.60

Czobor 2010 Placebo 29 19 27 -6.30 2.00

Davidson 1999 Buspirone 98 29 93 -9.50 0.76

Davidson 1999 Placebo 104 36 98 -8.00 0.73

Davidson 1999 Venlafaxine 203 84 174 -10.20 0.59

Davidson 2004 Escitalopram 158 39 154 -11.30 0.60

Davidson 2004 Placebo 157 34 153 -7.40 0.60

Durgam 2016 Placebo 207 44 200 -10.19 0.54

Durgam 2016 Vilazodone 208 64 200 -12.39 0.56

Feltner 2003 Benzodiazepine 68 32 64 -11.62 0.86

Feltner 2003 Placebo 67 19 66 -9.27 0.84

Feltner 2003 Pregabalin 136 37 130 -11.96 0.60

Fresquet 2000 Benzodiazepine 30 1 30 -6.10 0.77

Fresquet 2000 Placebo 20 2 20 -3.40 0.71

Gao 2009 Benzodiazepine 27 0 27 -17.74 1.65

Gao 2009 Mirtazapine 27 0 27 -18.98 1.44

Gelenberg 2000 Placebo 127 83 123 -8.70 0.70

Gelenberg 2000 Venlafaxine 124 64 115 -13.40 0.79

Gommoll 2015 Placebo 223 43 221 -10.83 0.52

Gommoll 2015 Vilazodone 457 123 446 -11.81 0.36

Gommoll (2) 2015 Placebo 201 40 197 -9.94 0.53

Gommoll (2) 2015 Vilazodone 201 57 198 -11.17 0.52

GSK 637 Unpublished Paroxetine 188 35 181 -12.40 0.80

GSK 637 Unpublished Placebo 186 23 183 -11.30 0.80

GSK 791 Unpublished Paroxetine 168 44 164 -11.93 0.58

GSK 791 Unpublished Placebo 167 41 162 -10.71 0.58

GSK 856 Unpublished Paroxetine 179 30 177 -10.30 0.58

GSK 856 Unpublished Placebo 182 28 181 -9.50 0.57

Chg SE/SD

Chg SE/SD

Chg SE/SD

Diff CI

Chg SE/SD

Chg SE/SD

BL, EP SD, 

r=0.314

Chg SE/SD

Chg SE/SD

BL, EP SD, 

r=0.314

Chg SE/SD

Chg CI

Chg SE/SD

Chg SE/SD

Chg SE/SD
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Appendix 10. Study Data

Author

SE 

Method Year Drug Name

Number

Randomised

Number

Discont'd

Number w/

HAM-A Change

Mean HAM-A

Change

SE HAM-A

Change

Hackett 2003 Placebo 97 16 97 -11.70 0.75

Hackett 2003 Venlafaxine 370 77 354 -13.42 0.39

Hartford 2007 Duloxetine 162 74 149 -11.80 0.69

Hartford 2007 Placebo 161 62 158 -9.19 0.67

Hartford 2007 Venlafaxine 164 62 159 -12.40 0.67

Huang 2005 Benzodiazepine 30 0 30 -13.22 0.86

Huang 2005 Mirtazapine 30 0 30 -15.65 0.85

Guo (2) 2009 Mirtazapine 32 0 32 -16.32 0.51

Guo (2) 2009 Paroxetine 30 0 30 -15.35 0.53

Jia 2009 Mirtazapine 38 0 38 -12.50 0.58

Jia 2009 Paroxetine 38 0 38 -12.50 0.62

Kasper 2009 Placebo 128 35 128 -11.70 0.90

Kasper 2009 Pregabalin 121 33 121 -14.50 0.90

Kasper 2009 Venlafaxine 125 41 125 -12.20 0.90

Kasper 2014 Paroxetine 137 29 132 -11.30 0.70

Kasper 2014 Placebo 136 18 135 -9.50 0.77

Khan 2011 Placebo 235 70 225 -11.10 0.48

Khan 2011 Quetiapine 716 261 669 -12.91 0.28

Kim 2006 Paroxetine 30 5 25 -20.10 0.83

Kim 2006 Venlafaxine 30 9 21 -19.30 0.90

Koponen 2007 Duloxetine 338 79 334 -12.65 0.48

Koponen 2007 Placebo 175 45 173 -8.38 0.67

Lader 1998 Buspirone 82 10 82 -8.80 0.86

Lader 1998 Hydroxyzine 82 10 81 -10.80 0.83

Lader 1998 Placebo 82 11 81 -7.20 0.86

Lenox-Smith 2003 Placebo 122 25 122 -16.00 0.76

Lenox-Smith 2003 Venlafaxine 122 15 122 -13.90 0.76

Lenze 2005 Citalopram 17 3 17 -10.80 0.97

Lenze 2005 Placebo 17 2 17 -7.20 0.97

Lenze 2009 Escitalopram 86 17 85 -5.16 0.48

Lenze 2009 Placebo 93 18 92 -3.84 0.48

Chg SE/SD

t-statistic

p-values

Chg SE/SD

Fig 2, Diff CI

Cohen's d

Chg SE/SD

Chg SE/SD

P-val Kelsey 

2000

BL, EP SD, 

r=0.314

t-statistic

Chg SE/SD

F-statistic

Cohen's d
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Appendix 10. Study Data

Author

SE 

Method Year Drug Name

Number

Randomised

Number

Discont'd

Number w/

HAM-A Change

Mean HAM-A

Change

SE HAM-A

Change

Li 2005 Benzodiazepine 30 2 28 -16.00 0.97

Li 2005 Mirtazapine 30 5 25 -17.40 1.64

Li 2011 Escitalopram 30 1 30 -16.73 0.87

Li 2011 Fluoxetine 30 2 30 -16.75 0.84

Liu 2004 Benzodiazepine 56 0 56 -21.80 1.34

Liu 2004 Fluoxetine 56 0 56 -25.20 1.23

LiuX 2005 Buspirone 30 0 30 -24.45 1.69

LiuX 2005 Mirtazapine 34 0 34 -25.20 1.68

Llorca 2002 Benzodiazepine 116 17 114 -13.20 1.15

Llorca 2002 Hydroxyzine 105 17 102 -12.16 0.77

Llorca 2002 Placebo 113 22 108 -9.64 0.74

Mahableshwarkar 2014 Duloxetine 156 50 149 -13.87 0.64

Mahableshwarkar 2014 Placebo 157 36 154 -11.27 0.59

Mahableshwarkar 2014 Vortioxetine 468 120 456 -11.82 0.35

Mahableshwarkar (2) 2014 Placebo 153 42 148 -9.87 0.58

Mahableshwarkar (2) 2014 Vortioxetine 304 79 290 -10.71 0.41

Majercsik 2003 Buspirone 33 0 33 -6.71 0.61

Majercsik 2003 Placebo 19 0 19 -0.95 0.81

Meredith 2012 Escitalopram 213 59 203 -12.27 0.51

Meredith 2012 Placebo 215 46 212 -10.72 0.50

Meredith 2012 Quetiapine 426 144 413 -13.14 0.36

Mezhebovsky 2013 Placebo 227 49 226 -7.21 0.45

Mezhebovsky 2013 Quetiapine 223 55 222 -14.97 0.46

Michelson 2013 Benzodiazepine 69 30 62 -11.10 0.89

Michelson 2013 Placebo 71 17 67 -8.40 0.82

Mokhber 2010 Buspirone 25 0 25 -13.14 1.50

Mokhber 2010 Sertraline 21 0 21 -15.68 1.63

Moller 2001 Benzodiazepine 105 4 102 -15.30 0.40

Moller 2001 Opipramol 101 2 100 -14.60 0.55

Moller 2001 Placebo 107 6 105 -13.10 0.47

Montgomery 2006 Placebo 101 20 100 -11.60 0.80

Montgomery 2006 Pregabalin 207 45 198 -14.38 0.57

Montgomery 2006 Venlafaxine 113 34 110 -14.10 0.80

Fig 2, Diff CI

Chg SE/SD

Diff CI

p-values

Chg SE/SD

Diff CI

BL, EP SD, 

r=0.314

BL, EP SD, 

r=0.314

Chg SE/SD

Chg SE/SD

BL, EP SD, 

r=0.314

BL, EP SD, 

r=0.314

F-statistic

Chg SE/SD
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Appendix 10. Study Data

Author

SE 

Method Year Drug Name

Number

Randomised

Number

Discont'd

Number w/

HAM-A Change

Mean HAM-A

Change

SE HAM-A

Change

Montgomery 2008 Placebo 96 27 96 -10.70 0.90

Montgomery 2008 Pregabalin 177 44 177 -12.80 0.70

Nicolini 2009 Duloxetine 242 70 234 -15.09 0.58

Nicolini 2009 Placebo 170 68 163 -11.60 0.70

Nicolini 2009 Venlafaxine 169 47 158 -15.50 0.70

Nimatoudis 2004 Placebo 22 11 22 -10.80 1.73

Nimatoudis 2004 Venlafaxine 24 5 24 -19.20 1.04

Niu 2004 Fluoxetine 35 0 35 -14.00 0.68

Niu 2004 Mirtazapine 35 0 35 -16.00 0.68

Pande 2003 Benzodiazepine 68 28 62 -11.96 0.81

Pande 2003 Placebo 69 19 64 -6.82 0.80

Pande 2003 Pregabalin 139 27 136 -9.75 0.55

Peng 2012 Benzodiazepine 29 0 29 -16.50 1.03

Peng 2012 Fluoxetine 31 0 31 -17.40 0.99

Pfizer 1008-025 Unpublished Benzodiazepine 64 35 62 -7.63 0.41

Pfizer 1008-025 Unpublished Placebo 67 16 64 -7.86 0.44

Pfizer 1008-025 Unpublished Pregabalin 135 37 136 -9.22 0.50

Pfizer A0081092 Unpublished Placebo 51 32 41 2.77 1.36

Pfizer A0081092 Unpublished Pregabalin 57 27 46 -2.01 1.13

Pfizer A0081147 Unpublished Benzodiazepine 203 59 185 -16.70 0.58

Pfizer A0081147 Unpublished Pregabalin 412 102 374 -16.73 0.39

Pohl 2005 Placebo 86 25 86 -9.30 0.80

Pohl 2005 Pregabalin 255 70 255 -12.57 0.46

Pollack 2001 Paroxetine 162 37 161 -11.80 0.70

Pollack 2001 Placebo 164 32 163 -9.50 0.70

Pollack 2005 Placebo 134 34 130 -10.20 0.88

Pollack 2005 Tiagabine 138 41 130 -11.80 0.88

Pollack S1 2008 Placebo 230 85 213 -11.00 0.55

Pollack S1 2008 Tiagabine 680 288 627 -11.07 0.34

Pollack S2 2008 Placebo 237 71 226 -9.40 0.58

Pollack S2 2008 Tiagabine 231 95 215 -9.70 0.64

Chg SE/SD

Chg SE/SD

t-statistic

Chg SE/SD

Chg SE/SD

p-values

t-statistic

p-values

Chg SE/SD

Chg SE/SD

Chg SE/SD

Chg SE/SD

Chg SE/SD

Chg SE/SD
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Appendix 10. Study Data

Author

SE 

Method Year Drug Name

Number

Randomised

Number

Discont'd

Number w/

HAM-A Change

Mean HAM-A

Change

SE HAM-A

Change

Pollack S3 2008 Placebo 229 55 223 -9.40 0.57

Pollack S3 2008 Tiagabine 223 65 215 -10.80 0.63

Rickles 2000 Placebo 96 19 96 -9.50 0.85

Rickles 2000 Venlafaxine 253 83 253 -11.63 0.51

Rickles 2003 Paroxetine 386 100 385 -12.35 0.44

Rickles 2003 Placebo 180 40 180 -9.30 0.65

Rickles 2005 Benzodiazepine 93 25 88 -10.90 0.80

Rickles 2005 Placebo 91 26 85 -8.40 0.80

Rickles 2005 Pregabalin 270 51 261 -11.67 0.46

Rocca 1997 Imipramine 26 8 18 -13.90 0.86

Rocca 1997 Paroxetine 30 5 25 -15.60 0.70

Rosenthal 2003 Paroxetine 20 4 20 -11.80 1.47

Rosenthal 2003 Tiagabine 20 6 20 -10.60 1.82

Rothschild 2012 Placebo 152 38 144 -13.16 0.66

Rothschild 2012 Vortioxetine 152 27 145 -12.57 0.65

Rynn 2008 Duloxetine 168 75 161 -8.12 0.70

Rynn 2008 Placebo 159 50 158 -5.89 0.70

SCTMD05 Unpublished Escitalopram 126 29 124 -9.60 0.60

SCTMD05 Unpublished Placebo 128 33 128 -7.70 0.60

SCTMD06 Unpublished Escitalopram 145 27 143 -9.20 0.50

SCTMD06 Unpublished Placebo 142 28 138 -7.60 0.50

Silverstone 2001 Fluoxetine 33 12 33 -13.50 1.40

Silverstone 2001 Placebo 25 7 25 -8.80 1.62

Silverstone 2001 Venlafaxine 34 10 32 -15.40 1.44

Song 2007 Benzodiazepine 33 0 33 -26.29 1.67

Song 2007 Mirtazapine 33 0 33 -24.62 1.50

Stein 2008 Agomelatine 63 3 63 -16.60 1.12

Stein 2008 Placebo 58 3 58 -13.20 1.25

Stein 2014 Agomelatine 139 23 139 -15.60 0.80

Stein 2014 Escitalopram 142 26 139 -15.60 0.70

Stein 2014 Placebo 131 35 131 -10.60 0.83

BL, EP SD, 

r=0.314

Chg SE/SD

Chg SE/SD

BL, EP SD, 

r=0.314

Diff CI

Chg SE/SD

Chg SE/SD

Chg SE/SD

Chg SE/SD

Chg SE/SD

Chg SE/SD

BL, EP SD, 

r=0.314

Chg SE/SD

Chg SE/SD
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Appendix 10. Study Data

Author

SE 

Method Year Drug Name

Number

Randomised

Number

Discont'd

Number w/

HAM-A Change

Mean HAM-A

Change

SE HAM-A

Change

Tang 2012 Duloxetine 30 0 30 -15.40 0.66

Tang 2012 Fluoxetine 30 0 30 -14.00 0.74

Wang 2009 Mirtazapine 29 0 29 -17.57 0.86

Wang 2009 Paroxetine 30 0 30 -18.47 0.89

Wu 2011 Duloxetine 108 26 107 -14.31 0.80

Wu 2011 Placebo 102 28 100 -11.75 0.83

Wu 2012 Bupropion 30 0 30 -8.80 1.40

Wu 2012 Fluoxetine 29 0 29 -8.79 1.43

Yang 2005 Maprotiline 30 3 27 -10.70 0.83

Yang 2005 Mirtazapine 30 4 26 -14.19 0.97

BL, EP SD, 

r=0.314

Chg SE/SD

BL, EP SD, 

r=0.314

Chg SE/SD

BL, EP SD, 

r=0.314
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