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2 Characteristics of included studies 

Study Name  Year  No. of 
arms 

included 
in NMA 

No of 
total 
study 
arms 

Drug  Sponsor
ed 

No. 
randomi

sed 

Mean 
age 
(SD) 

% 
Femal

e 

Dose 
(min‐
max, 
mg 

daily) 

Dosing 
Schedul

e 

Mean 
Dose 
Delive
red 

Baseline 
Severity 
Scale 

Mean 
Baseline 
Severity 

Length 
of trial 
(week
s) 

Diagno
stic 

Criteria 

Recruitmen
t 

Multi/ 
Single 
Centre 

Treatment 
Setting 

Patient 
Status 

Placeb
o Run 
in 

Rescue 
Medica
tion 

Aberg‐Wisted 
2000 

2000  2  2  paroxetine  No  177  *  *  20‐40  Flexible  *  MADRS  30.70  8  DSM‐
III‐R 

Europe  Multi‐
center 

Unclear  Outpatients 
only 

No  Unclear 

      sertraline  No  176  *  *  50‐150  Flexible  *  MADRS  30.30                 

Aguglia 1993  1993  2  2  sertraline  No  52  57.5 
(15.5) 

*  50‐150  Flexible  72  HAMD 17  24.80  8  DSM‐
III‐R 

Europe  Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      fluoxetine  No  56  58.9 
(17.3) 

*  20‐60  Flexible  28  HAMD 17  25.10                 

AK1102365  unpublis
hed 

2  2  bupropion  Yes  166  36.8 
(9.3) 

0.47  200‐300  Flexible  *  HAMD 17  19.40  12  *  Asia  Multi‐
center 

Unclear  Unclear  No  Unclear 

      placebo  No  159  36 
(8.9) 

0.44  0‐0  Flexible  0  HAMD 17  19.80                 

Alexopoulos 
2004 (poster 
SCT‐MD‐27) 

2004  3  3  escitalopram  Yes  136  39.5 
(10.7) 

*  10‐20  Flexible  *  HAMD 24  26.47  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      sertraline  No  138  40 
(11.4) 

*  50‐200  Flexible  *  HAMD 24  26.15                 

      placebo  No  135  40.6 
(12.3) 

*  0‐0  Flexible  0  HAMD 24  27.29                 

Allard 2004  2004  2  2  citalopram  No  75  72.5 
(5.7) 

*  20‐30  Flexible  26  MADRS  27.00  8  DSM‐IV  Europe  Multi‐
center 

Unclear  Outpatients 
only 

No  Unclear 

      venlafaxine  Yes  76  73.6 
(5.9) 

*  75‐150  Flexible  116  MADRS  27.60                 

Altamura 
1989b 

1989  2  3  amitriptyline  Unclear  37  66.43 
(5.6) 

0.57  75‐75  Fixed  75  HAMD 21  29.03  5  DSM‐III  Europe  Multi‐
center 

Unclear  Inpatients 
only 

Unclear  Unclear 

      trazodone  Unclear  36  64.61 
(5.7) 

0.61  150‐150  Fixed  150  HAMD 21  29.68                 

Alvarez 2012 
(11492A, 
NCT00839423) 

2012  4  4  placebo  No  105  42 
(10.9) 

0.66  0‐0  Fixed  0  HAMD 24  29.70  6  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Yes 

      vortioxetine  Yes  109  43.8 
(11.6) 

0.64  5‐5  Fixed  5  HAMD 24  29.90                 

      vortioxetine  Yes  101  42.3 
(13.1) 

0.65  10‐10  Fixed  10  HAMD 24  29.30                 

      venlafaxine  No  114  45 
(10.3) 

0.54  225‐225  Fixed  225  HAMD24  29.40                 

Alves 1999  1999  2  2  fluoxetine  No  47  42.3 
(12.2) 

*  20‐40  Flexible  *  HAMD 21  26.90  12  DSM‐IV  Europe  Multi‐
center 

Unclear  Outpatients 
only 

No  Unclear 

      venlafaxine  Yes  40  45.4 
(12) 

*  75‐150  Flexible  *  HAMD 21  27.90                 

Amin 1984  1984  2  3  fluvoxamine  Yes  161  42 (*)  *  *  Flexible  155  HAMD 
unspecified 

22.60  4  Feighne
r 

Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Both  Unclear  Unclear 

      placebo  No  150  42 (*)  *  0‐0  Flexible  0  HAMD 
unspecified 

22.70                 
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Amini 2005  2005  2  2  mirtazapine  No  18  35 
(10.6) 

*  30‐30  Fixed  30  HAMD 17  25.80  6  DSM‐IV  Asia  Single 
center 

Secondary
/Tertiary 
care 

Both  No  Unclear 

      fluoxetine  No  18  37.7 
(11.3) 

*  20‐20  Fixed  20  HAMD 17  24.80                 

Amsterdam 
1986 

1986  2  3  amitriptyline  No  55  41 
(12) 

*  200‐300  Flexible  182  HAMD 21  24.5  4  RDC  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  54  41 
(12) 

*  0‐0  Flexible  0  HAMD 21  23.4                 

Andersen 1986  1986  2  2  citalopram  Unclear  57  *  0.70  40‐40  Fixed  40  HAMD 17  22.5  5  *  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Yes 

      clomipramin
e 

Unclear  57  *  0.69  150‐150  Fixed  150  HAMD17  22                 

Ansseau 1989a  1989  3  3  milnacipran  Unclear  47  48.6 
(10.9) 

0.66  50‐50  Fixed  50  HAMD 17  25.10  4  RDC  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Yes 

      milnacipran  Unclear  48  48.6 
(10.9) 

0.66  100‐100  Fixed  100  HAMD 17  24.40                 

      amitriptyline  No  49  48.6(1
0.9) 

0.66  150‐150  Fixed  150  HAMD 17  24.80                 

Ansseau 1989b  1989  2  2  milnacipran  Unclear  44  49.6 
(11.6) 

*  200‐200  Fixed  200  HAMD 24  37.30  4  RDC  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Yes 

      amitriptyline  No  43  49.6 
(11.6) 

*  150‐150  Fixed  150  HAMD 24  37.60                 

Ansseau 1991  1991  3  3  fluvoxamine  Unclear  41  46.6 
(11.6) 

*  200‐200  Fixed  200  HAMD 24  32.69  4  RDC  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Yes 

      milnacipran  Unclear  42  49.9 
(12.4) 

*  150‐150  Fixed  150  HAMD 24  33.94                 

      milnacipran  Unclear  43  46.5 
(13.3) 

*  200‐200  Fixed  200  HAMD 24  31.89                 

Ansseau 1994a 
(MY‐1005/BRL‐
029060/1/CPM
S‐112) 

1994  2  2  paroxetine  Yes  55  43.7 
(11.5) 

0.46  20‐30  Flexible  *  HAMD 21  26.00  6  DSM‐
III‐R 

Europe  Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      fluvoxamine  No  65  43.4 
(9.9) 

0.67  100‐200  Flexible  *  HAMD 21  26.50                 

Ansseau 1994b  1994  2  2  milnacipran  Yes  97  44.8 
(11.2) 

*  100‐100  Fixed  100  HAMD 24  30.60  6  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      fluoxetine  No  93  45 
(12.3) 

*  20‐20  Fixed  20  HAMD 24  32.40                 

Ansseau 1994c  1994  2  2  nefazodone  Yes  55  45.8 
(12.6) 

0.73  100‐400  Flexible  242  HAMD 17  27.70  6  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Yes 

      amitriptyline  No  51  48.6 
(13.6) 

0.67  50‐200  Flexible  124  HAMD 17  28.10                 

Armitage 1997  1997  2  2  nefazodone  Yes  22  37.1 
(8.4) 

0.50  400‐500  Flexible  433  HAMD 17  23.50  8  DSM‐
III‐R 

North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      fluoxetine  No  21  37.2 
(10.5) 

0.76  20‐40  Flexible  31  HAMD 17  23.60                 
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Asnis 2013 
(LVM‐MD‐01, 
NCT00969709) 

2013  4  4  placebo  No  179  41.3 
(11.3) 

0.61  0‐0  Fixed  0  HAMD 17  24.60  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Yes 

      levomilnacip
ran 

Yes  181  41.6 
(13.1) 

0.69  40‐40  Fixed  40  HAMD 17   24.70                 

      levomilnacip
ran 

Yes  181  41 
(12.8) 

0.62  80‐80  Fixed  80  HAMD 17  24.90                 

      levomilnacip
ran 

Yes  183  40.3 
(11.9) 

0.59  120‐120  Fixed  120  HAMD 17  25.00                 

Bakish 1992  1992  2  3  amitriptyline  No  58  42 (9)  *  50‐150  Flexible  112  HAMD 17  22.81  6  DSM‐
III‐R 

North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Yes 

      placebo  No  56  44 
(10.7) 

*  0‐0  Flexible  0  HAMD 17  23.04                 

Bakish 1997  1997  2  2  fluoxetine  No  9  39 (9)  0.62  20‐80  Flexible  *  HAMD 17  22.30  12  DSM‐
III‐R 

North 
America 

Unclear  Unclear  Other/Unclea
r 

Unclear  Yes 

      paroxetine  Yes  12  39 (9)  0.62  20‐50  Flexible  *  HAMD 17  22.30                 

Bakish 2014 
(LVM‐MD‐10, 
NCT01377194) 

2014  3  3  placebo  No  189  42.3 
(13.2) 

0.62  0‐0  Fixed  0  MADRS  31.00  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      levomilnacip
ran 

Yes  190  42.9 
(13.4) 

0.62  40‐40  Fixed  40  MADRS  30.80                 

      levomilnacip
ran 

Yes  189  43.1 
(12.8) 

0.66  80‐80  Fixed  80  MADRS  31.20                 

Baldwin 1996  1996  2  2  nefazodone  Yes  105  38.3 
(*) 

0.60  200‐600  Flexible  472  HAMD 17  24.60  8  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Yes 

      paroxetine  No  101  37.9 
(*) 

0.50  20‐40  Flexible  33  HAMD 17  24.80                 

Baldwin 2006a 
(97‐CRBX‐052 ‐ 
Study 052) 

2006  2  2  reboxetine  Yes  159  42.4 
(12.1) 

0.63  8‐10  Flexible  9  HAMD 17  24.20  8  DSM‐IV  Europe  Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Yes 

      paroxetine  No  166  45.1 
(11) 

0.62  20‐40  Flexible  27  HAMD 17  24.10                 

Baldwin 2006b 
(Study 99505) 

2006  2  2  paroxetine  No  159  45.1 
(13.2) 

*  20‐40  Flexible  26  MADRS  29.70  8  DSM‐
III‐R 

Europe  Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      escitalopram  Yes  166  44.9 
(14.7) 

*  10‐20  Flexible  14  MADRS  29.60                 

Baldwin 2012 
(11984A, 
NCT00635219) 

2012  4  5  placebo  No  152  43.3 
(12.5) 

0.70  0‐0  Fixed  0  HAMD 24  29.80  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Both  Unclear  Yes 

      vortioxetine  Yes  159  44.7 
(13.1) 

0.66  5‐5  Fixed  5  HAMD 24  31.30                 

      vortioxetine  Yes  153  45.2 
(13.1) 

0.68  10‐10  Fixed  10  HAMD 24  30.40                 

      duloxetine  No  157  45.3 
(12) 

0.68  60‐60  Fixed  60  HAMD 24  29.90                 

Ban 1998 
(Study 008) 

1998  2  3  reboxetine  Unclear  84  46.4 
(11.4) 

0.50  8‐8  Fixed  8  HAMD 17  26.89  4  DSM‐
III‐R 

Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

No  Yes 

      placebo  No  85  46.7 
(11.8) 

0.64  0‐0  Fixed  0  HAMD 17  25.43               
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Barber 2011  2011  2  3  sertraline  No  55  38 
(12.5) 

*  50‐200  Fixed  200  HAMD 17  19.00  16  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

No  Unclear 

      placebo  No  50  38.3 
(12) 

*  0‐0  Fixed  0  HAMD 17  19.3                 

Battegay 1985 
(PAR 29060.309 
HP/81/162A) 

1985  2  2  paroxetine  Yes  11  41.5 
(11.3) 

0.55  30‐30  Fixed  30  *  *  7  *  Europe  Single 
center 

Unclear  Unclear  Unclear  Unclear 

      amitriptyline  No  10  36.9 
(10.8) 

0.60  100‐100  Fixed  100  *  *                 

Beasley 1991  1991  2  2  trazodone  No  61  40 
(10.8) 

0.69  50‐400  Flexible  244  HAMD 21  24.30  6  DSM‐III  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Yes 

      fluoxetine  Yes  65  40 
(11.3) 

0.65  20‐60  Flexible  21  HAMD 21  23.40                 

Behnke 2003 
(E‐1690, 
Kjernisted 
2002) 

2003  2  2  mirtazapine  Yes  176  42 
(11) 

*  30‐45  Flexible  38  HAMD 17  *  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Both  Unclear  No  Unclear 

      sertraline  No  170  41 
(12) 

*  50‐150  Flexible  93  HAMD 17  *                 

Benkert 2000 
(E‐1559) 

2000  2  2  mirtazapine  Yes  139  47.2 
(11.1) 

*  15‐45  Flexible  33  HAMD 17  22.40  6  DSM‐IV  Europe  Multi‐
center 

Both  Outpatients 
only 

Yes  Unclear 

      paroxetine  No  136  47.3 
(10.3) 

*  20‐40  Flexible  23  HAMD 17  22.40                 

Benkert 
2006(C‐1763) 

2006  2  2  mirtazapine  Yes  140  46.4 
(11.1) 

0.56  45‐45  Fixed  45  HAMD 17  24.60  6  DSM‐IV  Europe  Multi‐
center 

Unclear  Outpatients 
only 

No  Unclear 

      venlafaxine  No  135  45.1 
(12.7) 

0.59  225‐225  Fixed  225  HAMD17  24.90                 

Bennie 1995  1995  2  2  sertraline  Yes  142  49.9 
(*) 

*  50‐100  Flexible  62  HAMD 17  23.20  6  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      fluoxetine  No  144  49.9 
(*) 

*  20‐40  Flexible  25  HAMD 17  23.40                 

Berlanga 1997  1997  2  2  nefazodone  Yes  37  41.5 
(12.8) 

0.78  400‐500  Flexible  400  HAMD 17  25.10  8  DSM‐
III‐R 

South 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Yes 

      fluoxetine  No  37  39.9 
(13.4) 

0.76  20‐40  Flexible  24  HAMD 17  23.70                 

Berlanga 2006  2006  2  2  reboxetine  No  46  29.2 
(6) 

*  4‐8  Flexible  *  HAMD 21  26.99  8  DSM‐IV  South 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

No  No 

      citalopram  Yes  55  29.65 
(7.3) 

*  20‐40  Flexible  *  HAMD21  27.15                 

Bersani 1994  1994  2  2  sertraline  Unclear  34  47.2 
(12) 

0.63  50‐150  Flexible  88  HAMD 21  33  8  DSM‐
III‐R 

Europe  Unclear  Unclear  Outpatients 
only 

Unclear  No 

      amitriptyline  Unclear  34  46.9 
(12) 

0.63  50‐150  Flexible  84  HAMD  21  32                 

Bhatia 1991  1991  2  3  amitriptyline  No  7  38 
(15.1) 

*  200‐300  Flexible  250  HAMD 17  32.92  6  DSM‐III  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

No  Unclear 

      placebo  No  8  45.6 
(10.2) 

*  0‐0  Flexible  0  HAMD 17  32.92                 

Bielski 2004 
(SCT‐MD‐12) 

2004  2  2  escitalopram  Yes  101  37.3 
(12.3) 

*  20‐20  Fixed  20  HAMD 24  28.60  8  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      venlafaxine  No  101  37.5 
(11.6) 

*  225‐225  Fixed  225  HAMD 24  27.40     
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Bignamini 1992 
(PAR 
29060/078) 

1992  2  2  paroxetine  Yes  156  49.1 
(13.8) 

*  20‐30  Flexible  *  HAMD 21  30.50  6  DSM‐III  Europe  Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      amitriptyline  No  153  49.8 
(11.9) 

*  75‐150  Flexible  *  HAMD 21  30.90                 

Binnemann 
2008 
(NCT00143091) 

2008  2  3  sertraline  Yes  43  49 (*)  *  100‐100  Fixed  100  HAMD 17  23.30  6  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      placebo  No  39  49 (*)  *  0‐0  Fixed  0  HAMD 17  23.55                 

Bjerkenstedt  
2005   

2005  2  3  fluoxetine  No  57  50.4 
(11.6) 

*  20‐20  Fixed  20  HAMD 21  23.80  6  DSM‐IV  Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  58  51.4 
(11.8) 

*  0‐0  Fixed  0  HAMD 21  25.20                 

Blacker 1988  1988  2  4  amitriptyline  No  44  42 
(12.5) 

*  100‐100  Fixed  100  HAMD 21  26.70  6  DSM‐III  Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

Unclear  Unclear 

      trazodone  Unclear  112  45 
(12.8) 

*  150‐150  Fixed  150  HAMD 21  26.30                 

Bosc 1997a 
(Study 014 ‐ 
Andreoli2002) 

1997  3  3  reboxetine  Yes  126  40 
(12) 

0.67  8‐10  Flexible  *  HAMD 21  26.80  8  DSM‐
III‐R 

Cross‐
Continental 

Multi‐
center 

Unclear  Outpatients 
only 

No  Yes 

      placebo  No  128  44.1 
(12.1) 

0.54  0‐0  Flexible  0  HAMD 21  27.40                 

      fluoxetine  No  127  40.2 
(11.5) 

0.65  20‐40  Flexible  *  HAMD 21  26.90                 

Bosc 1997b 
(Study 016 ‐ 
Massana 1999) 

1997  2  2  reboxetine  Yes  79  44 
(12.6) 

0.72  8‐10  Flexible  8  HAMD 21  28.60  8  DSM‐
III‐R 

Cross‐
Continental 

Multi‐
center 

Unclear  Both  Unclear  Yes 

      fluoxetine  No  89  43.6 
(11.8) 

0.72  20‐40  Flexible  23  HAMD 21  27.40                 

Bose 2008 
(SCT‐MD‐13) 

unpublis
hed 

2  2  escitalopram  Yes  132  68.1 
(6.7) 

*  10‐20  Flexible  *  HAMD 
unspecified 

24.90  12  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      placebo  No  135  68.5 
(7.1) 

*  0‐0  Flexible  0  HAMD 
unspecified 

24.30                 

Bougerol 1997 
(Study 91302 ‐ 
FDA) 

1997  2  2  fluoxetine  No  158  41 (*)  *  20‐20  Fixed  20  MADRS  31.80  8  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Other/Unclea
r 

No  Yes 

      citalopram  Yes  158  43 (*)  *  40‐40  Fixed  40  MADRS  31.20                 

Boulenger 2006 
(Study 10351) 

2006  2  2  escitalopram  Yes  232  43.8 
(12.5) 

*  20‐20  Fixed  20  MADRS  35.20  24  DSM‐IV  Europe  Multi‐
center 

Both  Outpatients 
only 

No  Unclear 

      paroxetine  Yes  227  44.7 
(13) 

*  40‐40  Fixed  40  MADRS  34.80                 

Boulenger 2014 
(13267A, 
NCT01140906) 

2014  4  4  placebo  No  158  48.1 
(13.1) 

0.70  0‐0  Fixed  0  MADRS  31.50  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Both  Unclear  Yes 

      vortioxetine  Yes  152  47 
(14.6) 

0.64  15‐15  Fixed  15  MADRS  31.80                 

      vortioxetine  Yes  151  46.2 
(13.4) 

0.60  20‐20  Fixed  20  MADRS  31.20                 

      duloxetine  No  147  45.6 
(13.6) 

0.69  60‐60  Fixed  60  MADRS  31.20                 

Boyer 2008 
(Study 333, 
NCT00300378)(
EUCTR2005‐

2008  3  3  desvenlafaxi
ne 

Yes  166  44 
(14) 

0.70  50‐50  Fixed  50  HAMD 17  24.26  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Both  Outpatients 
only 

Unclear  Unclear 

      desvenlafaxi
ne 

Yes  158  46 
(13) 

0.71  100‐100  Fixed  100  HAMD 17  24.44                 
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005463‐28, 
3151A1‐333‐
EU) 

      placebo  No  161  46 
(12) 

0.68  0‐0  Fixed  0  HAMD 17  24.29                 

Bremner 
1995(MIR 003‐
022 ‐ FDA) 

1995  3  3  amitriptyline  No  50  39 (*)  *  40‐280  Flexible  187  HAMD 21  32  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  50  37 (*)  *  0‐0  Flexible  0  HAMD 21  31.2                 

      mirtazapine  Yes  50  39 (*)  *  5‐35  Flexible  31  HAMD 21  33                 

Brown 1986  1986  2  3  fluvoxamine  Unclear  33  33.4 
(*) 

*  200‐300  Flexible  214  HAMD 21  *  6  DSM‐III  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Unclear 

      placebo  No  31  *  *  0‐0  Flexible  0  HAMD 21  *                 

Brunoni 2012  2012  2  4  sertraline  No  30  41 
(12) 

*  50‐50  Fixed  50  MADRS  30.5  6  DSM‐IV  South 
America 

Single 
center 

Secondary
/ 

Tertiary 
care 

Outpatients 
only 

No  Yes 

      placebo  No  30  46.4 
(14) 

*  0‐0  Fixed  0  MADRS  30.76                 

Buchsbaum 
1997 

1997  2  2  sertraline  Yes  7  38.5 
(12.3) 

0.59  *  Other/U
nclear 

*  HAMD 24  32.00  10  DSM‐
III‐R 

North 
America 

Unclear  Secondary
/Tertiary 
care 

Unclear  Yes  Unclear 

      placebo  No  10  38.5 
(12.3) 

0.59  0‐0  Other/U
nclear 

0  HAMD 24  29.45                 

Bueno 1997  1997  2  2  nefazodone  Unclear  19  46.7 
(10.5) 

0.79  200‐500  Flexible  *  HAMD 
unspecified 

*  8  DSM‐
III‐R 

South 
America 

Unclear  Unclear  Outpatients 
only 

Yes  Unclear 

      amitriptyline  Unclear  18  45.2 
(12.2) 

0.89  50‐125  Flexible  *  HAMD 
unspecified 

*                 

Burke 2002 
(SCT‐MD‐01) 

2002  4  4  escitalopram  Yes  124  40.6 
(12.3) 

*  10‐10  Fixed  10  HAMD 
unspecified 

24.30  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      escitalopram  Yes  128  39.6 
(12.1) 

*  20‐20  Fixed  20  HAMD 
unspecified 

25.80                 

      citalopram  Yes  127  40 
(11.5) 

*  40‐40  Fixed  40  HAMD 
unspecified 

25.90                 

      placebo  No  127  40.3 
(10.6) 

*  0‐0  Fixed  0  HAMD 
unspecified 

25.80                 

Byerley 1988  1988  2  3  placebo  No  29  37.5 
(9.1) 

*  0‐0  Flexible  0  HAMD 21  27.40  6  DSM‐III  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      fluoxetine  Yes  32  38.9 
(10.7) 

*  40‐80  Flexible  *  HAMD 21  27.10           
 
 

     

CAGO178A230
3 
(NCT00463242) 

unpublis
hed 

3  3  agomelatine  Yes  169  42.1 
(13.1) 

0.62  25‐50  Flexible  *  HAMD 17  27.20  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Unclear  Unclear  Unclear 

      paroxetine  No  168  43.7 
(12.7) 

0.59  20‐40  Flexible  *  HAMD 17  27.00                 

      placebo  No  166  42.9 
(11.8) 

0.67  0‐0  Flexible  0  HAMD 17  26.90                 

Caligiuri 2003  2003  2  3  bupropion  No  7  42 
(9.8) 

*  *  Flexible  400  HAMD 17  18.40  9  DSM‐IV  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Unclear 

      sertraline  No  9  42 
(9.8) 

*  50‐*  Flexible  165  HAMD 17  18.40  8               
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Carman 1991  1991  2  3  amitriptyline  No  50  *  *  60‐300  Flexible  *  HAMD 17  27.6  6  DSM‐III  North 
America 

Unclear  Unclear  Outpatients 
only 

Yes  Unclear 

      placebo  No  50  *  *  0‐0  Flexible  0  HAMD 17  26.7                 

Casabona 2002 
(0600B 428) 

2002  2  2  paroxetine  No  56  *  *  20‐20  Fixed  20  *  *  8  DSM‐IV  Europe  Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      venlafaxine  Yes  58  *  *  75‐75  Fixed  75  *  *                 

Cassano 1986  1986  2  3  fluvoxamine  Yes  161  42.7 
(13.7) 

*  50‐300  Flexible  145  HAMD 17  25.61  4  DSM‐III  Cross‐
Continental 

Multi‐
center 

Unclear  Both  Yes  Yes 

      placebo  No  149  42.1 
(11.8) 

*  0‐0  Flexible  0  HAMD 17  25.60                 

Cassano 2002 
(29060/421) 

2002  2  2  paroxetine  Yes  123  75.61 
(6.99) 

*  20‐40  Flexible  *  HAMD 
unspecified 

22.95  6  ICD‐10  Europe  Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      fluoxetine  No  119  74.85 
(6.67) 

*  20‐60  Flexible  *  HAMD 
unspecified 

23.41                 

Chang 2015  2015  2  2  fluoxetine  No  58  41.7 
(12) 

0.76  20‐80  Flexible  21  HAMD 21  24.30  6  DSM‐IV  Asia  Unclear  Other/Unc
lear 

Outpatients 
only 

Unclear  Yes 

      venlafaxine  No  54  37.5 
(12.5) 

0.70  75‐225  Flexible  80  HAMD 21  25.90                 

Chouinard 
1983a 

1983  2  2  amitriptyline  Unclear  41  35.1 
(*) 

*  75‐150  Flexible  119  HAMD 21  26.10  13  Other 
operati
onalize

d 

North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Yes 

      bupropion  Unclear  77  38.9 
(*) 

*  300‐450  Flexible  374  HAMD 21  26.50                 

Chouinard 1985  1985  2  2  fluoxetine  Unclear  25  41 (*)  *  40‐80  Flexible  69  HAMD 21  27.60  5  RDC  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      amitriptyline  Unclear  28  39 (*)  *  150‐300  Flexible  163  HAMD 21  25.90                 

Chouinard 1999 
(29060/131) 

1999  2  2  paroxetine  Yes  102  40.6 
(10.7) 

*  20‐50  Flexible  26  HAMD 21  25.91  12  DSM‐
III‐R 

North 
America 

Multi‐
center 

Unclear  Unclear  Yes  Unclear 

      fluoxetine  No  101  41.2 
(10.7) 

*  20‐80  Flexible  28  HAMD 21  25.45                 

Christiansen 
1996 

1996  2  2  paroxetine  Unclear  71  *  *  20‐40  Flexible  *  HAMD 17  23.8  8  *  Europe  Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      amitriptyline  Unclear  73  *  *  100‐150  Flexible  *  HAMD 17  24.2                 

CL3‐20098‐022  2001  3  3  agomelatine  Yes  133  41 
(9.7) 

0.67  25‐25  Fixed  25  HAMD 17  27.60  24  DSM‐IV  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Both  Yes  No 

      fluoxetine  no  137  42.9 
(11.3) 

0.67  20‐20  Fixed  20  HAMD 17  27.50                 

      placebo  No  149  43 
(9.5) 

0.67  0‐0  Fixed  0  HAMD 17  28.00                 

CL3‐20098‐023  2001  3  3  agomelatine  Yes  142  40.6 
(10.8) 

0.75  25‐25  Fixed  25  HAMD 17  25.70  24  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Both  No  No 

      paroxetine  No  138  40.9 
(11) 

0.75  20‐20  Fixed  20  HAMD 17  26.10                 

      placebo  No  137  41.2 
(10.1) 

0.75  0‐0  Fixed  0  HAMD 17  26.00                 
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CL3‐20098‐024  2002  3  4  agomelatine  Yes  301  40.4 
(11.1) 

0.73  25‐50  Fixed  38  HAMD 17  26.40  24  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Both  No  Unclear 

      fluoxetine  No  148  41.3 
(10) 

0.73  20‐20  Fixed  20  HAMD 17  26.50                 

      placebo  No  158  41.6 
(11.2) 

0.73  0‐0  Fixed  0  HAMD  17  26.90                 

CL3‐20098‐026  2001  2  2  agomelatine  Yes  109  66.8 
(5.3) 

*  25‐25  Fixed  25  HAMD 17  23.40  24  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Both  No  No 

      placebo  No  109  67.8 
(5.1) 

*  0‐0  Fixed  0  HAMD 17  23.00                 

CL3‐20098‐036  2004  2  2  agomelatine  Yes  137  39.6 
(10.3) 

0.72  50‐50  Fixed  50  MADRS  27.90  24  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Primary 
care 

Outpatients 
only 

No  No 

      venlafaxine  No  140  42.1 
(10) 

0.72  75‐150  Flexible  *  MADRS  27.90                 

CL3‐20098‐048  2008  2  2  agomelatine  Yes  213  68.6 
(6.2) 

*  25‐50  Flexible  *  HAMD 17  26.30  24  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Primary 
care 

Outpatients 
only 

No  No 

      paroxetine  No  199  68.3 
(6.2) 

*  20‐30  Flexible  *  HAMD 17  26.20                 

CL3‐20098‐062  2010  2  2  agomelatine  Yes  202  43 
(12.3) 

*  25‐50  Flexible  *  HAMD 17   26.20  25  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Primary 
care 

Outpatients 
only 

No  No 

      duloxetine  No  216  42.5 
(11.9) 

*  60‐60  Fixed  60  HAMD 17  26.30                 

CL3‐20098‐070  2011  2  2  agomelatine  Yes  151  71.9 
(5.1) 

*  25‐50  Flexible  *  HAMD 17  26.80  24  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Primary 
care 

Outpatients 
only 

No  No 

      placebo  No  71  71.7 
(4.8) 

*  0‐0  Flexible  0  HAMD 17  26.70                 

Claghorn 1983  1983  2  3  amitriptyline  No  85  39 
(12.7) 

*  75‐300  Flexible  180  HAMD 21  26.51  4  RDC  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  87  39.1 
(12.5) 

*  0‐0  Flexible  0  HAMD 21  27.11                 

Claghorn 1995 
(MIR 003‐002 
(FDA) 

1995  2  2  mirtazapine  Yes  45  39 (*)  *  *‐35  Flexible  17  HAMD 21  24.20  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  45  40 (*)  *  0‐0  Flexible  0  HAMD 21  24.70                 

Claghorn 1996  1996  2  3  fluvoxamine  Yes  50  39 
(10.9) 

*  50‐150  Flexible  93  HAMD 21  26.09  6  DSM‐
III‐R 

North 
America 

Single 
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      placebo  No  50  39 
(10.9) 

*  0‐0  Flexible  0  HAMD 21  26.42  7               

Clayton 2003 
(Study 050) 

2003  3  3  reboxetine  Yes  150  39.8 
(11.4) 

0.63  8‐10  Flexible  10  HAMD 21  25.60  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Yes 

      placebo  No  150  39.8 
(11.1) 

0.60  0‐0  Flexible  0  HAMD 21  25.50                 

      fluoxetine  No  150  40.7 
(10.6) 

0.66  20‐40  Flexible  36  HAMD 21  26.00                 

Clayton 2006a 
(WELL 
AK130926) 

2006  3  3  bupropion  Yes  138  37 
(12.5) 

*  300‐450  Flexible  309  HAMD 17  *  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Yes 

      escitalopram  Unclear  149  35.7 
(12.1) 

*  10‐20  Flexible  13  HAMD 17  *                 

      placebo  No  137  37 
(10.7) 

*  0‐0  Flexible  0  HAMD 17  *                 
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Clayton 2006b 
(WELL 
AK130927) 

2006  3  3  escitalopram  Unclear  138  35.4 
(10.4) 

*  10‐20  Flexible  13  HAMD 17  23.80  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Yes 

      bupropion  Yes  141  36.5 
(12.2) 

*  300‐450  Flexible  323  HAMD 17  24.50                 

      placebo  No  141  35.1 
(11.8) 

*  0‐0  Flexible  0  HAMD 17  24.40                 

Clayton 2013 
(NCT01121484) 

2013  2  2  desvenlafaxi
ne 

Yes  218  53.2 
(6.8) 

1.00  50‐50  Fixed  50  HAMD 17  22.8  8  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

No  Yes 

      placebo  No  221  52.8 
(6.6) 

1.00  0‐0  Fixed  0  HAMD 17  22.4                 

Clayton 2015  2015  3  3  placebo  No  306  41.7 
(12.4) 

0.58  0‐0  Fixed  0  HAMD 17  23.6  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      desvenlafaxi
ne 

Yes  306  41.8 
(13.6) 

0.57  50‐50  Fixed  50  HAMD 17  23.4                 

      desvenlafaxi
ne 

Yes  312  41.3 
(12.8) 

0.53  100‐100  Fixed  100  HAMD 17  23.5                 

Clerc 1994  1994  2  2  fluoxetine  No  34  53.6 
(*) 

*  40‐40  Fixed  40  HAMD 21  29.70  6  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Unclear 

      venlafaxine  Yes  34  49 (*)  *  200‐200  Fixed  200  HAMD 21  29.10                 

Clerc 2001  2001  2  2  fluvoxamine  No  56  52.2 
(12.6) 

*  200‐200  Fixed  200  HAMD 24  31.40  6  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Both  Yes  Yes 

      milnacipran  Yes  57  48.7 
(15.1) 

*  100‐100  Fixed  100  HAMD 24  32.80                 

CN104‐002 
(FDA) 

unpublis
hed 

2  3  nefazodone  Yes  60  38.2 
(*) 

0.57  50‐300  Flexible  263  HAMD 17  23.30  6  DSM‐
III‐R 

North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Yes 

      placebo  No  60  38.6 
(*) 

0.65  0‐0  Flexible  0  HAMD 17  23.10                 

CN104‐045  
(FDA) 

unpublis
hed 

2  2  nefazodone  Yes  *  *  0.63  100‐400  Other/U
nclear 

*  *  *  6  Unclear  North 
America 

Multi‐
center 

Unclear  Outpatients  Unclear  Unclear 

      placebo  No  *  *  0.63  0‐0  Other/U
nclear 

0  *  *                 

CN104‐054  
(FDA) 

unpublis
hed 

3  3  nefazodone  Yes  *  *  0.68  100‐600  Fixed  *  *  *  8  Unclear  North 
America 

Multi‐
center 

Unclear  Outpatients  Unclear  Unclear 

      fluoxetine  No  *  *  0.68  20‐20  Fixed  20  *  *                 

      placebo  No  *  *  0.68  0‐0  Fixed  0  *  *                 

Cohn 1985a  1985  2  3  fluoxetine  Yes  54  41 (*)  0.72  20‐80  Flexible  *  HAMD 
unspecified 

25.75  6  DSM‐III  North 
America 

Single 
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      placebo  No  58  44 (*)  0.48  0‐0  Flexible  0  HAMD 
unspecified 

25.14                 

Cohn 1990  1990  2  2  sertraline  Unclear  161  70.2 
(*) 

0.50  50‐200  Flexible  116  HAMD 17  23.7  8  DSM‐III  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      amitriptyline  No  80  70.6 
(*) 

0.46  50‐150  Flexible  88  HAMD 17  25.2                 

Cohn 1996 
(FDA CN104‐
006‐2) 

1996  2  3  nefazodone  Yes  43  39.4 
(13.1) 

0.77  200‐600  Flexible  321  HAMD 17  22.80  8  DSM‐
III‐R 

North 
America 

Single 
center 

Unclear  Outpatients 
only 

Unclear  No 

      placebo  No  43  38.8 
(12.5) 

0.64  0‐0  Flexible  0  HAMD 17  23.40                 
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Coleman 1999 
(AK1A4002) 

1999  3  3  sertraline  No  118  38.3 
(11.7) 

*  50‐200  Flexible  106  HAMD 31  34.80  8  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  No 

      placebo  No  124  38.5 
(10.6) 

*  0‐0  Flexible  0  HAMD 31  34.00                 

      bupropion  Yes  122  38.1 
(10.4) 

*  150‐400  Flexible  290  HAMD 31  34.50                 

Coleman 2001 
(AK1A4007) 

2001  3  3  fluoxetine  No  154  37.1 
(10.6) 

*  20‐60  Flexible  26  HAMD 21  24.50  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

No  Unclear 

      bupropion  Yes  150  36.6 
(10.5) 

*  150‐400  Flexible  319  HAMD 21  24.60                 

      placebo  No  152  36.7 
(10.7) 

*  0‐0  Flexible  0  HAMD 21  24.40                 

Colonna 2005 
(Study 99022) 

2005  2  2  escitalopram  Yes  175  46 
(12) 

*  10‐10  Fixed  10  MADRS  29.50  8  DSM‐IV  Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

Yes  Unclear 

      citalopram  No  182  46 
(11) 

*  20‐20  Fixed  20  MADRS  30.20                 

Corrigan 2000    2000  2  5  fluoxetine  No  35  42 (*)  *  20‐20  Fixed  20  HAMD 17  22.00  8  DSM‐
III‐R 

North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Unclear  Yes  Unclear 

      placebo  No  35  42 (*)  *  0‐0  Fixed  0  HAMD 17  20.80                 

Corruble 2013 
(CL3‐20098‐
063) 

2008  2  2  agomelatine  Yes  164  43.6 
(12.9) 

0.73  25‐50  Flexible  *  HAMD 17  26.80  25  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Primary 
care 

Outpatients 
only 

No  No 

      escitalopram  No  160  42.8 
(11.8) 

0.69  10‐20  Flexible  *  HAMD 17  26.60                 

Costaesilva 
1998 

1998  2  2  fluoxetine  No  186  39.8 
(10.3) 

*  20‐40  Flexible  *  HAMD 17  29.70  8  DSM‐
III‐R 

South 
America 

Multi‐
center 

Unclear  Outpatients 
only 

No  Unclear 

      venlafaxine  Yes  196  40.5 
(10.7) 

*  75‐150  Flexible  *  HAMD 17  30.40                 

Croft 1999 
(AK1A4001) 

1999  3  3  sertraline  No  119  36 
(9.8) 

*  50‐200  Flexible  121  HAMD 29  33.10  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Unclear  No  No 

      bupropion  Yes  120  35.9 
(10.8) 

*  150‐400  Flexible  293  HAMD 29  32.90                 

      placebo  No  121  37.4 
(10.9) 

*  0‐0  Flexible  0  HAMD 29  32.20                 

Croft 2014 
(NCT01473394) 

2014  2  2  vilazodone  Yes  260  39.3 
(12.8) 

0.51  40‐40  Fixed  40  MADRS  30.60  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

No  Yes 

      placebo  No  258  41.1 
(13.2) 

0.56  0‐0  Fixed  0  MADRS  30.90                 

Cunningham 
1994 (VEN 
600A‐302 FDA) 

1994  3  3  venlafaxine  Yes  76  42 (*)  0.63  75‐200  Flexible  160  HAMD 21  25.02  6  DSM‐
III‐R 

North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Yes 

      trazodone  No  77  39 (*)  0.69  150‐400  Flexible  300  HAMD 21  24.66                 

      placebo  No  76  41 (*)  0.67  0‐0  Flexible  0  HAMD 21  24.41                 

Cunningham 
1997 (VEN XR 
208 ‐ FDA) 

1997  3  3  venlafaxine  Yes  97  39.7 
(11) 

0.63  75‐150  Flexible  139  HAMD 21  24.40  12  DSM‐
III‐R 

North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Yes 

      venlafaxine  Yes  96  42.8 
(11.4) 

0.67  75‐150  Flexible  123  HAMD 21  23.98                 

      placebo  No  100  39.9 
(10.1) 

0.59  0‐0  Flexible  0  HAMD 21  24.56                 
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Cutler 2009  2009  2  3  duloxetine  No  151  40.2 
(12.5) 

*  60‐60  Fixed  60  HAMD 17  25.20  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Yes 

      placebo  No  157  42.3 
(11.5) 

*  0‐0  Fixed  0  HAMD 17  25.20                 

Dalery 2003  2003  2  2  fluvoxamine  Yes  90  42 (*)  *  100‐100  Fixed  100  HAMD 17  22.30  6  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      fluoxetine  No  94  42.1 
(*) 

*  20‐20  Fixed  20  HAMD 17  22.20                 

D'Amico 1990 
(FDA 030‐A2‐
0007) 

1990  3  5  nefazodone  Yes  47  *  *  200‐200  Fixed  200  HAMD 17  26.10  6  RDC  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      nefazodone  Yes  47  *  *  300‐300  Fixed  300  HAMD 17  25.40                 

      placebo  No  47  *  *  0‐0  Fixed  0  HAMD 17  26.40                 

Davidson 2002 
(HDTSG) 
(NCT00005013) 

2002  2  3  sertraline  Unclear  111  43.9 
(13.9) 

0.67  50‐100  Flexible  75  HAMD 17  22.50  8  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  116  40.1 
(12.2) 

0.66  0‐0  Flexible  0  HAMD 17  22.70                 

Debonnel 2000 
(Blier 2009, 
iQWIG E‐1639) 

2009  2  3  mirtazapine  Yes  21  45.9 
(9.1) 

0.29  30‐45  Flexible  *  HAMD 17  24.00  6  DSM‐IV  North 
America 

Single 
center 

Unclear  Unclear  Yes  Yes 

      paroxetine  No  21  39.7 
(11.8) 

0.48  20‐30  Flexible  *  HAMD 17  24.20                 

Debus 1988  1988  2  2  fluoxetine  Yes  22  35.4 
(8.6) 

*  20‐60  Flexible  31  HAMD 21  23.40  6  DSM‐III  North 
America 

Multi‐
center 

Both  Outpatients 
only 

Yes  No 

      trazodone  No  21  39.3 
(8.3) 

*  50‐400  Flexible  305  HAMD 21  25.20                 

DeMartinis 
2007 (Study 
306, 
NCT00072774) 

2007  2  4  placebo  No  120  40 
(12.8) 

0.68  0‐0  Fixed  0  HAMD 17  23.1  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      desvenlafaxi
ne 

Yes  118  40.4 
(12.1) 

0.65  100‐100  Fixed  100  HAMD 17  23.2                 

Demyttenaere 
1998   

1998  2  2  amitriptyline  No  31  42.1 
(8.1) 

*  150‐150  Fixed  150  HAMD 
unspecified 

23.90  9  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Unclear 

      fluoxetine  Yes  35  41.4 
(8.9) 

*  20‐20  Fixed  20  HAMD 
unspecified 

24.90                 

DeRonchi 1998  1988  2  2  fluoxetine  Unclear  32  69.1 
(5.92) 

*  20‐20  Fixed  20  HAMD 17  25.60  10  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      amitriptyline  Unclear  33  68.6 
(7.64) 

*  50‐100  Fixed  100  HAMD 17  26.50                 

Detke 2002a 
(HMBH ‐  Study 
Group A) 

2002  2  2  duloxetine  Yes  123  42.44 
(13.7) 

*  60‐60  Fixed  60  HAMD 17  21.50  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      placebo  No  122  42.34 
(12.6) 

*  0‐0  Fixed  0  HAMD 17  21.09                 

Detke 2002b 
(HMBH ‐ Study 
Group B) 

2002  2  2  duloxetine  Yes  128  40.83 
(12.6) 

*  60‐60  Fixed  60  HAMD 17  20.28  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      placebo  No  139  41.04 
(14.7) 

*  0‐0  Fixed  0  HAMD 17  20.49                 

Detke 2004 
(HMAY Study 
Group A) 

2004  4  4  duloxetine  Yes  95  43.09 
(11.1) 

*  80‐80  Fixed  80  HAMD 17  19.88  8  DSM‐IV  Unspecified  Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      duloxetine  Yes  93  44.72 
(10.7) 

*  120‐120  Fixed  120  HAMD 17  20.17                 
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      paroxetine  No  86  42 
(10.6) 

*  20‐20  Fixed  20  HAMD 17  20.26                 

      placebo  No  93  43.67 
(12.2) 

*  0‐0  Fixed  0  HAMD 17  19.86                 

Deushle 2003 
(NCT01049347) 

2003  2  2  amitriptyline  No  14  49.5 
(17.5) 

0.64  150‐150  Fixed  150  HAMD 
unspecified 

21.64  5  DSM‐IV  Europe  Unclear  nclear  Inpatients 
only 

Unclear  Yes 

      paroxetine  No  21  61.2 
(13) 

0.67  40‐40  Fixed  40  HAMD 
unspecified 

23.62                 

DeWilde 1983a  1983  2  2  fluvoxamine  Yes  22  *  *  100‐300  Flexible  300  HAMD 17  23.40  6  Feighne
r 

Europe  Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Yes 

      clomipramin
e 

No  21  *  *  50‐150  Flexible  144  HAMD 17  24.20                 

DeWilde 1993  1993  2  2  paroxetine  Yes  49  43.9 
(13.2) 

*  20‐40  Flexible  *  HAMD 21  27.00  6  DSM‐III  Europe  Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      fluoxetine  No  50  44.3 
(12) 

*  20‐60  Flexible  *  HAMD 21  28.20                 

Dierick 1996  1996  2  2  fluoxetine  No  161  43.2 
(13) 

0.64  20‐20  Fixed  20  HAMD 17  26.60  8  DSM‐
III‐R 

Europe  Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      venlafaxine  Yes  153  43.7 
(12.5) 

0.65  75‐150  Flexible  112  HAMD 17  27.00                 

Dimidjian 2006  2006  2  4  paroxetine  No  100  39.9 
(*) 

0.68  *‐50  Flexible  32  HAMD 17  20.87  16  DSM‐IV  North 
America 

Unclear  Secondary
/Tertiary 
care 

Outpatients 
only 

No  Unclear 

      placebo  No  53  39.9 
(*) 

0.72  0‐0  Flexible  0  HAMD 17  21.15                 

Dominguez 
1985 

1985  2  3  fluvoxamine  Unclear  35  *  *  100‐300  Flexible  *  HAMD 17  20.40  4  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  31  *  *  0‐0  Flexible  0  HAMD 17  20.90                 

Doogan 1994  1994  2  3  sertraline  Yes  99  46 (*)  0.71  50‐100  Flexible  62  MADRS  27.9  6  DSM‐
III‐R 

Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  101  45.4 
(*) 

0.64  0‐0  Flexible  0  MADRS  27.4                 

DUAG 1990  1990  2  2  paroxetine  Unclear  62  *  *  30‐30  Fixed  30  HAMD 17  23.12  6  DSM‐III  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Yes 

      clomipramin
e 

Unclear  58  *  *  150‐150  Fixed  150  HAMD 17  23.36                 

Dube 2010 
(NCT00420004) 

2010  2  3  escitalopram  No  62  34.3 
(9.7) 

0.36  10‐20  Flexible  15  HAMD21  *  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Yes 

      placebo  No  138  37.5 
(11) 

0.47  0‐0  Flexible  0  HAMD 21  *                 

Dunbar 1993a 
(Claghorn 1992, 
Rickels 1989, 
Rickels 1992, 
PAR 02‐001 ‐ 
FDA) 

1993  2  2  paroxetine  Yes  55  43.4 
(*) 

0.69  20‐50  Flexible  *  HAMD 21  26.80  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  56  46 (*)  0.59  0‐0  Flexible  0  HAMD 21  25.90                 

Dunbar 1993b  
(Claghorn 1992, 

1993  2  2  paroxetine  Yes  36  34.5 
(*) 

0.41  20‐50  Flexible  *  HAMD 21  25.00  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 
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PAR 02‐002 ‐ 
FDA) 

      placebo  No  36  35.7 
(*) 

0.39  0‐0  Flexible  0  HAMD 21  24.60                 

Dunbar 1993c  
(Smith 1992, 
PAR 02‐003 ‐ 
FDA) 

1993  2  2  paroxetine  Yes  39  44.9 
(*) 

0.46  20‐50  Flexible  *  HAMD 21  28.60  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  38  44.6 
(*) 

0.55  0‐0  Flexible  0  HAMD 21  28.90                 

Dunbar 1993d 
(Kiev 1992, PAR 
02‐004 ‐ FDA) 

1993  2  2  paroxetine  Yes  40  34.9 
(*) 

0.41  20‐50  Flexible  *  HAMD 21  28.80  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  41  40.3 
(*) 

0.50  0‐0  Flexible  0  HAMD 21  27.50                 

Dunlop 2011 
(NCT00824291) 

2011  2  2  desvenlafaxi
ne 

Yes  291  43.2 
(11.7) 

0.66  50‐50  Fixed  50  HAMD 17  22  12  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Yes 

      placebo  No  146  41.6 
(12.6) 

0.66  0‐0  Fixed  0  HAMD 17  21.8                 

Dunner 1992 
(PAR 29060.09) 

1992  4  5  paroxetine  Yes  106  41.6 
(*) 

*  20‐20  Fixed  20  HAMD 21  25.19  6  DSM‐III  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      paroxetine  Yes  104  41.6 
(*) 

*  30‐30  Fixed  30  HAMD 21  25.18                 

      paroxetine  Yes  106  41.4 
(*) 

*  40‐40  Fixed  40  HAMD 21  25.03                 

      placebo  No  53  40.9 
(*) 

*  0‐0  Fixed  0  HAMD 21  24.50                 

E‐1569  unpublis
hed 

2  2  mirtazapine  Yes  73  46.5 
(12.5) 

0.68  30‐45  Flexible  *  HAMD 17  24.60  6  DSM‐IV  Europe  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      paroxetine  No  75  43 
(12.5) 

0.69  20‐40  Flexible  *  HAMD 17  25.70                 

Edwards 1989 
(MD/PAR/009 
PAR‐276) 

1989  2  2  paroxetine  Yes  21  45.1 
(*) 

0.55  30‐30  Fixed  30  HAMD 17  26.80  6  DSM‐III  Europe  Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Yes 

      placebo  No  21  43.3 
(*) 

0.57  0‐0  Fixed  0  HAMD 17  25.50                 

Ekselius 1997  1997  2  2  citalopram  No  200  48.1 
(12) 

*  20‐60  Flexible  34  MADRS  28.30  12  DSM‐
III‐R 

Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

Yes  No 

      sertraline  Yes  200  47.3 
(13.3) 

*  50‐150  Flexible  82  MADRS  28.30                 

Faber 1995 
(SER 103 FDA) 

1995  4  4  sertraline  Yes  95  37 (*)  0.51  50‐50  Fixed  50  HAMD17  24.80  6  DSM‐III  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      sertraline  Yes  92  37 (*)  0.57  100‐100  Fixed  100  HAMD 17  24.90                 

      sertraline  Yes  91  38 (*)  0.63  200‐200  Fixed  200  HAMD 17  25.70                 

      placebo  No  91  37 (*)  0.44  0‐0  Fixed  0  HAMD 17  25.30                 

Fabre 1979  1979  2  3  trazodone  Yes  13  *  *  200‐300  Flexible  287  HAMD 
unspecified 

*  4  Other 
operati
onalize

d 

North 
America 

Unclear  Secondary
/Tertiary 
care 

Unclear  Yes  Yes 

      placebo  No  11  *  *  0‐0  Flexible  0  HAMD 
unspecified 

*                 
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Fabre 1996  1996  2  3  fluvoxamine  Yes  50  45 (*)  *  50‐150  Flexible  119  HAMD 21  27.70  6  DSM‐
III‐R 

North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  50  41 (*)  *  0‐0  Flexible  0  HAMD 21  26.00                 

Falk 1989  1989  2  2  trazodone  No  13  67.5 
(4) 

*  50‐400  Flexible  350  HAMD 21  26.17  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      fluoxetine  Yes  14  69.1 
(6.2) 

*  20‐60  Flexible  48  HAMD 21  23.77                 

Fang 1997 (Yu 
1997) 

1997  2  2  fluoxetine  Unclear  11  36 (8)  0.55  20‐20  Fixed  20  HAMD17  33  6  Other 
operati
onalize

d 

Asia  Single 
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

No  Unclear 

      amitriptyline  Unclear  12  34 
(13) 

0.58  25‐75  Other  *  HAMD 17  34                 

Fava 1998  1998  3  3  paroxetine  Yes  55  41.3 
(12.6) 

*  20‐50  Flexible  *  HAMD 21  23.10  12  DSM‐
III‐R 

North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      fluoxetine  No  54  41.3 
(12.6) 

*  20‐80  Flexible  *  HAMD 21  23.90                 

      placebo  No  19  41.3 
(12.6) 

*  0‐0  Flexible  0  HAMD 21  23.70                 

Fava 2002  2002  3  3  sertraline  No  96  44 
(14.7) 

*  50‐200  Flexible  108  HAMD 17  21.00  10  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      fluoxetine  Yes  92  42.1 
(13.5) 

*  20‐60  Flexible  42  HAMD 17  20.50                 

      paroxetine  No  96  42.5 
(14.7) 

*  20‐60  Flexible  37  HAMD 17  20.60                 

Fava 2005  2005  2  3  placebo  No  43  37.8 
(12) 

*  0‐0  Fixed  0  HAMD 17  19.90  12  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      fluoxetine  No  47  36.7 
(9.6) 

*  20‐20  Fixed  20  HAMD 17  19.60                 

Fawcett 1989  1989  2  2  amitriptyline  No  20  44.5 
(10.3) 

*  50‐200  Flexible  *  HAMD 21  23.50  6  DSM‐III  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      fluoxetine  Yes  20  39.9 
(10.6) 

*  20‐60  Flexible  *  HAMD 21  23.60                 

Feiger 1996  1996  2  2  nefazodone  Yes  78  44.5 
(11.5) 

0.55  100‐600  Flexible  456  HAMD 17  23.30  6  DSM‐
III‐R 

North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Yes 

      sertraline  No  82  43.1 
(10) 

0.48  50‐200  Flexible  148  HAMD 17  23.30                 

Feighner 1979  1979  2  4  amitriptyline  No  93  40.9 
(*) 

*  100‐150  Flexible  115  HAMD 24  36  4  Feighne
r 

North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  50  40.9 
(*) 

*  0‐0  Flexible  0  HAMD 24  34.7                 

Feighner 1980  1980  2  3  trazodone  Yes  19  *  0.65  200‐600  Flexible  313  HAMD 
unspecified 

35.40  4  Feighne
r 

North 
America 

Unclear  Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Unclear 

      placebo  No  10  *  0.60  0‐0  Flexible  0  HAMD 
unspecified 

36.00                 
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Feighner 1984  1984  2  2  bupropion  Yes  45  43.9 
(*) 

*  300‐600  Flexible  392  HAMD 21  31.00  4  Feighne
r 

North 
America 

Unclear  Secondary
/Tertiary 
care 

Inpatients 
only 

No  Yes 

      placebo  No  22  49 (*)  *  0‐0  Flexible  0  HAMD 21  28.00                 

Feighner 1989a  1989  2  3  placebo  No  59  39.7 
(*) 

*  0‐0  Flexible  0  HAMD 21  25.90  6  DSM‐III  North 
America 

Single 
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      fluoxetine  Unclear  62  45 (*)  *  *‐80  Flexible  *  HAMD 21  25.60                 

Feighner 1989b  1989  2  3  fluvoxamine  Unclear  31  41 (*)  *  150‐300  Flexible  145  HAMD 
unspecified 

25.00  6  DSM‐III  North 
America 

Unclear  Secondary
/Tertiary 
care 

Inpatients 
only 

No  Unclear 

      placebo  No  19  41 (*)  *  0‐0  Flexible  0  HAMD 
unspecified 

25.00                 

Feighner 1991  1991  2  2  fluoxetine  No  62  42.9 
(*) 

*  20‐80  Flexible  38  HAMD 17  26.10  6  DSM‐
III‐R 

North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      bupropion  Yes  61  40.9 
(*) 

*  225‐450  Flexible  382  HAMD 17  25.30                 

Feighner 1993a 
(Feighner 
1989c PAR 03 
001 ‐ FDA) 

1993  2  3  paroxetine  Yes  40  42.6 
(*) 

0.56  10‐50  Flexible  26  HAMD 21  24.80  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  40  42.3 
(*) 

0.55  0‐0  Flexible  0  HAMD 21  24.70                 

Feighner 1993b 
(Cohn 1990 
Cohn 1992 PAR 
03 002 ‐ FDA) 

1993  2  3  paroxetine  Yes  40  42.3 
(*) 

0.69  10‐50  Flexible  31  HAMD 21  25.60  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  40  41.3 
(*) 

0.47  0‐0  Flexible  0  HAMD 21  26.70                 

Feighner 1993c 
(PAR 03 003 ‐ 
FDA) 

1993  2  3  paroxetine  Yes  41  39.8 
(*) 

0.61  10‐50  Flexible  *  HAMD 21  25.60  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  42  41.3 
(*) 

0.65  0‐0  Flexible  0  HAMD 21  26.70                 

Feighner 1993d 
(Shrivastava 
1992 PAR 03 
004 ‐ FDA) 

1993  2  3  paroxetine  Yes  40  38 (*)  0.33  10‐50  Flexible  40  HAMD 21  27.60  6  DSM‐III  North 
America 

Single 
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      placebo  No  40  34.6 
(*) 

0.39  0‐0  Flexible  0  HAMD 21  26.70                 

Feighner 1993e 
(Peselow 1989 
PAR 03 005 ‐ 
FDA) 

1993  2  3  paroxetine  Yes  40  43.5 
(*) 

0.41  10‐50  Flexible  38  HAMD 21  25.60  6  DSM‐III  North 
America 

Single 
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      placebo  No  42  44.7 
(*) 

0.24  0‐0  Flexible  0  HAMD 21  26.70                 

Feighner 1993f 
(Fabre 1992 
PAR 03 006 ‐ 
FDA) 

1993  2  3  paroxetine  Yes  40  35.6 
(*) 

0.55  10‐50  Flexible  35  HAMD 21  29.70  6  DSM‐III  North 
America 

Single 
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      placebo  No  40  35.9 
(*) 

0.64  0‐0  Flexible  0  HAMD 21  28.80                 

Feighner 1998  1998  2  2  nefazodone  Yes  61  37.2 
(11.7) 

0.61  400‐600  Flexible  503  HAMD 17  27.50  6  DSM‐
III‐R 

North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Yes 

      placebo  No  59  39.5 
(12.3) 

0.63  0‐0  Flexible  0  HAMD 17  27.90                 

Feighner 1999 
(Study 91206 
FDA) 

1999  4  5  citalopram  Yes  130  39 (*)  0.66  20‐20  Fixed  20  HAMD 21  24.24  6  DSM‐
III‐R 

North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Yes 

      citalopram  Yes  131  39 (*)  0.60  40‐40  Fixed  40  HAMD 21  24.44                 

      citalopram  Yes  129  38 (*)  0.53  60‐60  Fixed  60  HAMD 21  24.52                 
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      placebo  No  129  38 (*)  0.55  0‐0  Fixed  0  HAMD 21  24.62                 

Fontaine 1994 
(FDA 03A0A‐
003) 

1994  3  4  nefazodone  Yes  46  39.9 
(10.9) 

0.61  50‐250  Flexible  242  HAMD 17  25.20  6  RDC  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      nefazodone  Yes  44  43.3 
(10.6) 

0.73  100‐500  Flexible  460  HAMD 17  25.60                 

      placebo  No  45  42.2 
(10.7) 

0.67  0‐0  Flexible  0  HAMD 17  25.90                 

Frank 2004  2004  2  2  citalopram  Yes  8  39.12 
(6.7) 

0.25  20‐20  Fixed  20  *  *  4  DSM‐IV  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

No  Unclear 

      placebo  No  8  41.5 
(7.1) 

0.75  0‐0  Fixed  0  *  *                 

Fudge 1990  1990  2  2  fluoxetine  Unclear  21  *  *  20‐60  Flexible  *  HAMD 
unspecified 

23.20  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      trazodone  Unclear  17  *  *  50‐400  Flexible  *  HAMD 
unspecified 

23.60                 

Gagiano 1993  1993  2  2  paroxetine  Yes  45  37.8 
(12.5) 

*  20‐40  Flexible  *  HAMD 21  25.00  6  DSM‐III  Africa  Single 
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      fluoxetine  No  45  39.6 
(11.7) 

*  20‐60  Flexible  *  HAMD 21  24.50                 

Gastpar 2006  2006  2  3  citalopram  No  127  49.3 
(10.7) 

0.65  20‐20  Fixed  20  HAMD 
unspecified 

21.80  6  DSM‐IV  Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

Unclear  Unclear 

      placebo  No  130  49.4 
(12.7) 

0.73  0‐0  Fixed  0  HAMD 
unspecified 

22.00                 

Gelenberg 1990  1990  2  3  amitriptyline  No  19  *  *  50‐350  Flexible  114  HAMD 21  24.84  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  22  *  *  0‐0  Flexible  0  HAMD 21  23.6                 

Gentil 2000  2000  2  2  venlafaxine  Yes  57  37.9 
(10.1) 

*  75‐150  Flexible  103  HAMD 21  23.90  8  DSM‐IV  South 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Yes 

      amitriptyline  No  59  39.1 
(8.7) 

*  75‐150  Flexible  103  HAMD 21  24.50                 

Georgotas 1982  1981  2  3  amitriptyline  No  15  36.1 
(2.84) 

*  150‐300  Flexible  206  HAMD 21  28.5  4  RDC  North 
America 

Unclear  Unclear  Other/Unclea
r 

Unclear  Unclear 

      placebo  No  18  39.5 
(3.11) 

*  0‐0  Flexible  0  HAMD 21  28.6                 

Geretsegger 
1995 (MY‐
060/BRL‐
029060/1) 

1995  2  2  paroxetine  Yes  44  71 (*)  *  20‐30  Flexible  *  HAMD 21  26.80  6  DSM‐III  Europe  Multi‐
center 

Unclear  Inpatients 
only 

No  Unclear 

      amitriptyline  No  47  71.3 
(*) 

*  100‐150  Flexible  *  HAMD 21  28.30                 

Gerner 1980  1980  2  3  trazodone  Yes  19  68.4 
(*) 

0.62  100‐400  Flexible  305  HAMD 
unspecified 

27.38  4  RDC  North 
America 

Unclear  Unclear  Outpatients 
only 

Unclear  Unclear 

      placebo  No  20  68.4 
(*) 

0.62  0‐0  Flexible  0  HAMD 
unspecified 

25.00                 

Gillin 1997  1997  2  2  nefazodone  Yes  24  35.3 
(8.8) 

0.67  400‐500  Flexible  435  HAMD 17  22.90  8  DSM‐
III‐R 

North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      fluoxetine  No  20  36.7 
(8.5) 

0.70  20‐40  Flexible  34  HAMD 17  23.20                 

Ginestet 1989  1989  2  2  fluoxetine  Unclear  28  46.5 
(10.8) 

0.71  20‐80  Flexible  58  HAMD 21  33.10  8  DSM‐III  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Yes 
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      clomipramin
e 

No  26  51.6 
(11) 

0.73  50‐200  Flexible  148  HAMD 21  33.70                 

Golden 2002a 
(29060/448) 

2002  3  3  paroxetine  Yes  106  38.9 
(10.6) 

*  25‐62.5  Flexible  *  HAMD 17  23.00  12  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      paroxetine  Yes  106  39.4 
(10.7) 

*  20‐50  Flexible  *  HAMD 17  23.30                 

      placebo  No  103  38.7 
(9.91) 

*  0‐0  Flexible  0  HAMD 17  23.40                 

Golden 2002b 
(29060/449) 

2002  3  3  paroxetine  Yes  108  42.38 
(10.8) 

*  25‐62.5  Flexible  *  HAMD 17  23.80  12  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      paroxetine  Yes  112  40.55 
(12.1) 

*  20‐50  Flexible  *  HAMD 17  23.70                 

      placebo  No  110  40.71 
(11.6) 

*  0‐0  Flexible  0  HAMD 17  23.50                 

Goldstein 2002 
(HMAQ ‐ Study 
Group A) 

2002  3  3  duloxetine  Yes  70  42.33 
(10.8) 

*  40‐120  Flexible  *  HAMD 17  18.47  10  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      placebo  No  70  41.35 
(13.2) 

*  0‐0  Flexible  0  HAMD 17  19.44                 

      fluoxetine  No  33  39.69 
(10.5) 

*  20‐20  Flexible  *  HAMD 17  17.88                 

Goldstein 
2004a (HMAT ‐ 
Study Group A, 
ID#4091) 

2004  4  4  duloxetine  Yes  91  43.36 
(15.3) 

*  40‐40  Fixed  40  HAMD 17  17.47  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      duloxetine  Yes  84  43.68 
(14.1) 

*  80‐80  Fixed  80  HAMD 17  17.44                 

      placebo  No  90  43.18 
(14.5) 

*  0‐0  Fixed  0  HAMD 17  17.79                 

      paroxetine  Yes  89  44.43 
(14.7) 

*  20‐20  Fixed  20  HAMD 17  17.97                 

Goldstein 
2004b (HMAT  ‐ 
Study Group B, 
ID#4091) 

2004  4  4  duloxetine  Yes  86  40.69 
(10.0) 

*  40‐40  Fixed  40  HAMD 17  18.63  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      duloxetine  Yes  91  40.89 
(11.9) 

*  80‐80  Fixed  80  HAMD 17  18.06                 

      placebo  No  89  40.14 
(12.9) 

*  0‐0  Fixed  0  HAMD 17  17.19                 

      paroxetine  No  87  40.25 
(11.0) 

*  20‐20  Fixed  20  HAMD 17  17.65                 

Gommoll 2014 
(LVM‐MD‐02, 
NCT00969150) 

2014  2  2  placebo  No  182  43.7 
(13.3) 

0.64  0‐0  Flexible  0  HAMD 17  24.40  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      levomilnacip
ran 

Yes  175  42.8 
(12.9) 

0.57  40‐120  Flexible  93  HAMD 17  24.90                 

Goodarzi 
2015(IRCT2012
101811155N1) 

2015  2  2  mirtazapine  Unclear  24  38 
(5.47) 

0.79  30‐30  Fixed  30  HAMD 
unspecified 

30.58  8  DSM‐IV  Asia  Multi‐
center 

Secondary
/Tertiary 
care 

Both  Unclear  Unclear 

      citalopram  Unclear  28  40.35 
(10.2) 

0.89  40‐40  Fixed  40  HAMD 
unspecified 

28.85                 

Gorman 2002 
(SCT‐MD‐02) 

2002  3  3  escitalopram  Yes  129  41.4 
(11.9) 

*  10‐20  Flexible  *  HAMD 
unspecified 

24.80  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      citalopram  Yes  128  42.1 
(12.7) 

*  20‐40  Flexible  *  HAMD 
unspecified 

25.00                 

      placebo  No  129  42.2 
(12.5) 

*  0‐0  Flexible  0  HAMD 
unspecified 

25.00                 

Griebel 2012 
(Study 
DF15878) 
(NCT00358631) 

2012  2  4  escitalopram  No  84  40.8 
(10.7) 

0.62  10‐10  Fixed  10  HAMD 17  23.40  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      placebo  No  76  41.2 
(12.4) 

0.63  0‐0  Fixed  0  HAMD 17  23.00                 
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Griebel 2012b 
(Study 
DF15879) 
(NCT00361491) 

2012  2  4  paroxetine  No  80  40 
(13.2) 

0.70  20‐20  Fixed  20  HAMD 17  24.90  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      placebo  No  79  40.1 
(10.6) 

0.73  0‐0  Fixed  0  HAMD 17  24.80                 

Grunebaum 
2011 
(NCT00429169) 

2011  2  2  bupropion  Yes  40  37.9 
(11.9) 

*  300‐450  Flexible  275  HAMD 17  17.60  24  DSM‐IV  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Both  No  Yes 

      paroxetine  Yes  38  35.2 
(12.8) 

*  37.5‐50  Flexible  34  HAMD 17  16.90                 

GSK14  unpublis
hed 

2  2  bupropion  Yes  77  45.9 
(*) 

*  300‐600  Flexible  *  HAMD 21  31.20  4  DSM‐III  North 
America 

Multi‐
center 

Unclear  Inpatients 
only 

No  Unclear 

      placebo  No  40  48.2 
(*) 

*  0‐0  Flexible  0  HAMD 21  30.30                 

Guelfi 1995 
(VEN 600A‐206 
FDA) 

1995  2  2  venlafaxine  Yes  46  56 
(14) 

*  150‐375  Flexible  350  HAMD 21  28.20  4  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Yes 

      placebo  No  47  56 
(13) 

*  0‐0  Flexible  0  HAMD 21  28.60                 

Guelfi 1998  1998  3  3  milnacipran  Yes  100  45.6 
(12.4) 

*  100‐100  Fixed  100  HAMD 17  27.90  12  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Yes 

      milnacipran  Yes  100  45.2 
(12.5) 

*  200‐200  Fixed  200  HAMD 17  27.70                 

      fluoxetine  No  100  45.8 
(12.8) 

*  20‐20  Fixed  20  HAMD 17  27.40                 

Guillibert 1989 
(PAR 290 MDF 
29060 1727 M) 

1989  2  2  clomipramin
e 

No  39  68.1 
(6.1) 

*  75‐75  Fixed  75  HAMD 21  27.50  6  DSM‐III  Europe  Multi‐
center 

Unclear  Unclear  Yes  Yes 

      paroxetine  Yes  40  69.3 
(5.3) 

*  30‐30  Fixed  30  HAMD 21  27.90                 

Hackett 1998  1998  2  2  fluvoxamine  No  34  *  *  200‐200  Fixed  200  MADRS  31.60  6  DSM‐
III‐R 

Europe  Multi‐
center 

Unclear  Outpatients 
only 

No  Unclear 

      venlafaxine  Yes  77  *  *  150‐150  Fixed  150  MADRS  32.20                 

Hale 2010 (CL3‐
20098‐045) 

2008  2  2  agomelatine  Yes  252  41.8 
(11.2) 

0.77  25‐50  Flexible  *  HAMD 17  28.50  24  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Primary 
care 

Outpatients 
only 

No  No 

      fluoxetine  No  263  42.7 
(11.9) 

0.78  20‐40  Flexible  *  HAMD 17  28.70                 

Halikas 1995 
(MIR 003‐023 ‐ 
FDA) 

1995  3  3  mirtazapine  Yes  50  63 (*)  0.43  5‐35  Flexible  29  HAMD 21  24.60  6  DSM‐III  North 
America 

Unclear  Unclear  Outpatients 
only 

Yes  Yes 

      trazodone  No  50  61 (*)  0.60  40‐280  Flexible  220  HAMD 21  24.60                 

      placebo  No  50  62 (*)  0.59  0‐0  Flexible  0  HAMD 21  23.50                 

Hao 2014  2014  2  2  duloxetine  Yes  140  38.4 
(13) 

0.56  60‐60  Fixed  60  HAMD 17  23.70  6  DSM‐IV  Asia  Multi‐
center 

Both  Both  No  Yes 

      paroxetine  No  141  38.5 
(1.6) 

0.62  20‐20  Fixed  20  HAMD 17  23.70                 

Harris 1991  1991  2  2  fluvoxamine  Unclear  35  38.6 
(12.1) 

0.63  50‐150  Flexible  115  HAMD 17  22.70  6  DSM‐III  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      amitriptyline  Unclear  34  48.1 
(12.3) 

0.82  50‐150  Flexible  99  HAMD 17  22.80                 

Heiligenstein 
1994 

1994  2  2  fluoxetine  Yes  46  41.6 
(10.9) 

*  20‐20  Fixed  20  HAMD 17  21.10  8  DSM‐
III‐R 

North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 
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      placebo  No  43  39.2 
(9.8) 

*  0‐0  Fixed  0  HAMD 17  21.60                 

Heller 2009 
(NCT00909155) 

2009  2  2  venlafaxine  Yes  15  30.74 
(11.5) 

0.53  75‐300  Flexible  118  HAMD 21  20.07  24  DSM‐IV  North 
America 

Unclear  /Unclear  Other/Unclea
r 

Unclear  Unclear 

      fluoxetine  No  14  33.14 
(10.7) 

0.57  20‐80  Flexible  37  HAMD 21  21.36                 

Henigsberg 
2012 (305, 
NCT00735709) 

2012  3  4  placebo  No  140  46.4 
(12.3) 

0.61  0‐0  Fixed  0  HAMD 24  32.70  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Unclear  Unclear  Unclear  Unclear 

      vortioxetine  Yes  140  47.3 
(11.9) 

0.62  5‐5  Fixed  5  HAMD 24  32.10                 

      vortioxetine  Yes  140  46.4 
(12.3) 

0.61  10‐10  Fixed  10  HAMD 24  33.10                 

Heun 2013 
(lSRCTl\l575073
6O) 

2013  2  2  agomelatine  Yes  151  71.9 
(5.1) 

0.70  25‐50  Flexible  *  HAMD 17  26.80  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Both  Outpatients 
only 

Unclear  Yes 

      placebo  No  71  71.7 
(4.8) 

0.65  0‐0  Flexible  0  HAMD 17  26.70                 

Hewett 2009 
(WXL101497) 

2009  3  3  bupropion  Yes  188  41.8 
(11.7) 

*  150‐300  Flexible  *  MADRS  30.40  12  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      venlafaxine  No  189  42.7 
(11.48

) 

*  75‐150  Flexible  *  MADRS  30.00                 

      placebo  No  199  41.8 
(11.6) 

*  0‐0  Flexible  0  MADRS  30.40                 

Hewett 2010a 
(AK130940) 
(NCT00093288) 

2010  2  2  bupropion  Yes  212  70.9 
(5.55) 

*  150‐300  Flexible  *  MADRS  29.50  10  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      placebo  No  208  71.3 
(5.88) 

*  0‐0  Flexible  0  MADRS  29.80                 

Hewett 2010b 
(AK130939) 

2010  2  3  venlafaxine  No  198  44.1 
(11.5) 

*  75‐150  Flexible  85  MADRS  30.10  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Unclear  Outpatients 
only 

No  Unclear 

      placebo  No  189  44.5 
(10.8) 

*  0‐0  Flexible  0  MADRS  30.60                 

Hicks 1988  1988  2  3  amitriptyline  No  16  42.2 
(*) 

*  25‐300  Flexible  142  HAMD 17  30.8  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Unclear 

      placebo  No  15  40.8 
(*) 

*  0‐0  Flexible  0  HAMD 17  29.4                 

Hicks 2002  2002  2  2  nefazodone  Yes  20  42.8 
(11.9) 

0.40  400‐600  Flexible  495  HAMD 
unspecified 

21.60  24  DSM‐IV  Europe  Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  No 

      paroxetine  No  20  43 
(10.1) 

0.45  20‐40  Flexible  30  HAMD 
unspecified 

22.30                 

Higuchi 2014 
(NCT01441440) 

2016  3  3  venlafaxine  Yes  174  38.4 
(11.9) 

0.52  75‐75  Fixed  75  HAMD 17  *  8  DSM‐IV  Asia  Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      venlafaxine  Yes  180  38.3 
(10.2) 

0.48  75‐225  Flexible  *  HAMD 17  *                 

      placebo  No  184  38.6 
(11.1) 

0.51  0‐0  Flexible  0  HAMD 17  *                 

Higuchi 2009  2009  4  4  duloxetine  Yes  75  37.9 
(9.3) 

*  40‐40  Flexible  40  HAMD 17  20.60  6  DSM‐IV  Asia  Multi‐
center 

Both  Both  Yes  Yes 

      duloxetine  Yes  75  39 
(10.1) 

*  60‐60  Fixed  60  HAMD 17  20.40                 

      paroxetine  No  148  37.9 
(9.6) 

*  20‐40  Flexible  *  HAMD 17  20.40                 
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      placebo  No  146  38.7 
(10.5) 

*  0‐0  Fixed  0  HAMD 17  20.40                 

Higuchi 2011 
(PCR112810, 
NCT00866294) 

2011  3  3  paroxetine  Yes  83  35.5 
(10.4) 

*  20‐40  Flexible  *  HAMD 17  22.70  8  DSM‐IV  Asia  Multi‐
center 

Unclear  Unclear  Yes  Unclear 

      paroxetine  Yes  161  36.4 
(11.5) 

*  25‐50  Flexible  *  HAMD 17  22.70                 

      placebo  No  172  36.8 
(10.1) 

*  0‐0  Flexible  0  HAMD 17  22.60                 

Hirayasu 2011a  2011  3  3  escitalopram  Yes  105  35.9 
(11.2) 

*  20‐20  Fixed  20  HAMD 17  22.20  8  DSM‐IV  Asia  Multi‐
center 

Both  Outpatients 
only 

No  Yes 

      escitalopram  Yes  100  33.1 
(9) 

*  10‐10  Fixed  10  HAMD 17  22.30                 

      placebo  No  105  34.7 
(8.6) 

*  0‐0  Fixed  0  HAMD 17  22.50                 

Hirayasu 2011b  2011  4  4  placebo  No  124  36.4 
(10.8) 

*  0‐0  Fixed  0  MADRS  29.00  8  DSM‐IV  Asia  Multi‐
center 

Both  Outpatients 
only 

Yes  Yes 

      escitalopram  Yes  121  36.3 
(9.7) 

*  10‐10  Fixed  10  MADRS  29.40                 

      escitalopram  Yes  119  35.7 
(9.8) 

*  20‐20  Fixed  20  MADRS  29.80                 

      paroxetine  No  121  36.3 
(8.4) 

*  20‐40  Flexible  *  MADRS  29.80                 

Hong 2003 
(22521) 

2003  2  2  mirtazapine  Yes  66  47.2 
(14.7) 

*  30‐45  Flexible  34  HAMD 17  23.10  6  DSM‐IV  Asia  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      fluoxetine  No  66  47.1 
(15.5) 

*  20‐40  Flexible  31  HAMD 17  24.30                 

Hormazabal 
1985 

1985  2  3  amitriptyline  No  20  43.9 
(15.3) 

*  50‐150  Flexible  86  HAMD 21  36.7  4  DSM‐III  South 
America 

Unclear  Unclear  Both  Unclear  Unclear 

      placebo  No  20  42.3 
(14.5) 

*  0‐0  Flexible  0  HAMD 21  35.8                 

Hosseini 2015 
(IRCT20120304
8513N1.) 

2015  2  2  venlafaxine  No  28  37.12 
(10.9) 

0.75  37.5‐
150 

Other/U
nclear 

*  HAMD 
unspecified 

19.88  8  DSM‐IV  Asia  Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Unclear 

      citalopram  No  25  35.6 
(8.72) 

0.91  10‐40  Other/U
nclear 

*  HAMD 
unspecified 

17.63                 

Hoyberg 1996 
(Organon 
88013, 
FDA88013) 

1996  2  2  mirtazapine  Yes  56  70.3 
(5.4) 

*  15‐45  Flexible  37  HAMD 17  26.70  6  DSM‐III  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

No  Yes 

      amitriptyline  No  59  71.3 
(5.6) 

*  30‐90  Flexible  74  HAMD 17  25.70                 

Hsu 2011  2011  2  2  citalopram  No  25  43.4 
(11.4) 

*  20‐*  Flexible  23  MADRS  36.60  6  DSM‐IV  Asia  Single 
center 

Secondary
/Tertiary 
care 

Other/Unclea
r 

No  Yes 

      sertraline  No  26  38 
(13.8) 

*  50‐*  Flexible  57  MADRS  38.20                 

Hu 2009  2009  2  2  escitalopram  Unclear  25  30.92 
(8.04) 

0.52  10‐20  Flexible  *  HAMD 17  21.30  6  Other 
operati
onalize

d 

Asia  Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      citalopram  Unclear  23  30.61 
(8.61) 

0.57  20‐40  Flexible  *  HAMD 17  20.78                 
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Hunter 2010 
(Study 1) 

2010  2  2  fluoxetine  Yes  14  42.4 
(12.6) 

0.68  20‐20  Fixed  20  HAMD 17  22.10  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  No 

      placebo  No  14  42.4 
(12.6) 

0.68  0‐0  Fixed  0  HAMD 17  22.10                 

Hunter 2010 
(Study 2) 

2010  2  2  venlafaxine  Yes  17  44.7 
(14) 

0.64  150‐150  Fixed  150  HAMD 17  22.30  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  No 

      placebo  No  16  44.7 
(14) 

0.64  0‐0  Fixed  0  HAMD 17  22.30                 

Hunter 2010 
(Study 3) 

2010  2  2  venlafaxine  Yes  18  38.1 
(12.5) 

0.55  150‐150  Fixed  150  HAMD 17  21.50  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  No 

      placebo  No  15  38.1 
(12.5) 

0.55  0‐0  Fixed  0  HAMD 17  21.50                 

Hutchinson 
1992 

1992  2  2  amitriptyline  No  32  71.5 
(9.5) 

*  100‐100  Fixed  100  HAMD 21  20.28  6  DSM‐III  Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

Yes  Yes 

      paroxetine  Yes  58  72 
(5.6) 

*  30‐30  Fixed  30  HAMD 21   21.56                 

Itil 1983  1983  2  3  fluvoxamine  Yes  22  41.3 
(*) 

0.43  50‐300  Flexible  101  HAMD 17  20.30  4  RDC  North 
America 

Unclear  Unclear  Outpatients 
only 

Yes  Yes 

      placebo  No  22  41.3 
(*) 

0.43  0‐0  Flexible  0  HAMD 17  19.70                 

Iwata 2013 
(NCT00798707) 

2013  2  3  desvenlafaxi
ne 

Yes  237  39 
(12) 

0.56  50‐50  Fixed  50  HAMD 17  23  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Unclear  Outpatients 
only 

Yes  Unclear 

      placebo  No  235  40 
(12) 

0.55  0‐0  Fixed  0  HAMD 17  23                 

Jacobsen 2015 
(316, 
NCT01163266) 

2015  3  3  placebo  No  157  42.3 
(11.6) 

0.70  0‐0  Fixed  0  MADRS  32.00  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Unclear  Unclear  Unclear 

      vortioxetine  Yes  155  43.1 
(12.0) 

0.76  10‐10  Fixed  10  MADRS  32.30                 

      vortioxetine  Yes  150  43.1 
(13.1) 

0.71  20‐20  Fixed  20  MADRS  32.40                 

Jain 2013 (303, 
NCT00672958) 

2013  2  2  placebo  No  300  42.4 
(12.7) 

0.55  0‐0  Fixed  0  HAMD 24  32.20  6  DSM‐IV  North 
America 

Multi‐
center 

Both  Outpatients 
only 

Unclear  No 

      vortioxetine  Yes  300  42.5 
(13.0) 

0.62  5‐5  Fixed  5  HAMD 24  32.70                 

Jefferson 2000 
(29060/785) 

2000  4  5  placebo  No  105  40.2 
(11.5) 

*  0‐0  Fixed  0  MADRS  31.70  6  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

No  Unclear 

      paroxetine  Yes  103  41.5 
(12.1) 

*  25‐25  Fixed  25  MADRS  31.40                 

      citalopram  Yes  107  38.4 
(11.3) 

*  20‐20  Fixed  20  MADRS  31.40                 

      citalopram  Yes  100  39.6 
(11.1) 

*  40‐40  Fixed  40  MADRS  31.00                 

Jefferson 2006  2006  2  2  placebo  No  139  39.8 
(*) 

*  0‐0  Flexible  0  IDS‐IVR‐30  46.00  8  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Yes 

      bupropion  Yes  135  40 (*)  *  300‐450  Flexible  384  IDS‐IVR‐30  45.90                 

Jiang 2009  2009  2  2  escitalopram  Unclear  32  38.62 
(11.54

) 

0.56  10‐20  Flexible  *  HAMD 17  23.82  6  Other 
operati
onalize

d 

Asia  Single 
center 

Secondary
/Tertiary 
care 

Both  Unclear  Yes 

      citalopram  Unclear  32  39.23 
(11.9) 

0.53  20‐60  Flexible  *  HAMD 17  23.46                 
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Judd 1993  1993  2  2  fluoxetine  Yes  30  41.7 
(9.8) 

0.66  20‐20  Fixed  20  HAMD 17  24.40  6  DSM‐
III‐R 

Australia  Multi‐
center 

Unclear  Unclear  Yes  Yes 

      amitriptyline  No  28  41.7 
(9.8) 

0.66  150‐200  Flexible  171  HAMD 17  23.70                 

Kamijima 2013 
(japicCTI‐
090733) 

2013  3  3  milnacipran  Yes  303  35.9 
(10.4) 

0.53  100‐100  Fixed  100  HAMD 17  22.10  9  DSM‐IV  Asia  Multi‐
center 

Unclear  Both  Yes  Yes 

      milnacipran  Yes  301  36.7 
(10.5) 

0.51  200‐200  Fixed  200  HAMD 17  22.30                 

      paroxetine  No  301  36.6 
(11.1) 

0.55  30‐40  Flexible  *  HAMD 17  22.10                 

Kane 1983  1983  2  4  bupropion  Unclear  13  63.9 
(6.98) 

*  100‐450  Flexible  323  HAMD 
unspecified 

24.10  4  Other 
operati
onalize

d 

North 
America 

Multi‐
center 

Unclear  Unclear  Yes  Unclear 

      placebo  No  7  63.9 
(6.98) 

*  0‐0  Flexible  0  HAMD  
unspecified 

25.60                 

Kasper 2005a 
(Study 99024) 

2005  3  3  escitalopram  Yes  174  75 (7)  *  10‐10  Fixed  10  MADRS  28.20  8  DSM‐IV  Europe  Multi‐
center 

Both  Both  Yes  Unclear 

      fluoxetine  No  164  75 (7)  *  20‐20  Fixed  20  MADRS  28.50                 

      placebo  No  180  75 (7)  *  0‐0  Fixed  0  MADRS  28.60                 

Kasper 2005b  2005  2  2  paroxetine  Unclear  53  44.3 
(11.3) 

0.68  20‐40  Flexible  22  HAMD 17  20.90  6  DSM‐IV  Europe  Multi‐
center 

Unclear  Outpatients 
only 

Yes  Yes 

      trazodone  Unclear  55  43.5 
(12.2) 

0.58  150‐450  Flexible  305  HAMD 17  21.00                 

Kasper 2012 
(NCT00807248) 

2012  2  4  escitalopram  Yes  140  41.6 
(12.6) 

0.69  20‐20  Fixed  20  MADRS  35.40  8  DSM‐IV  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Both  Unclear  No 

      placebo  No  71  42.6 
(11.6) 

0.75  0‐0  Fixed  0  MADRS  34.70                 

Katona 2012 
(12541A, 
NCT00811252) 

2012  3  3  placebo  No  145  70.3 
(4.4) 

0.62  0‐0  Fixed  0  HAMD 24  29.40  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Both  Unclear  Unclear 

      vortioxetine  Yes  156  70.5 
(4.8) 

0.69  5‐5  Fixed  5  HAMD 24  29.20                 

      duloxetine  No  151  70.9 
(5.5) 

0.66  60‐60  Fixed  60  HAMD 24  28.50                 

Katz 1993a  1993  2  3  amitriptyline  No  95  42.6 
(*) 

*  75‐150  Flexible  *  HAMD 17  24.3  4  DSM‐III  Cross‐
Continental 

Unclear  Unclear  Unclear  Yes  Yes 

      placebo  No  94  44.7 
(*) 

*  0‐0  Flexible  0  HAMD 17  24.5                 

Katz 1993b  1993  2  3  amitriptyline  No  93  43.2 
(*) 

*  75‐225  Flexible  *  HAMD 17  23.6  4  DSM‐
III‐R 

Cross‐
Continental 

Unclear  Unclear  Unclear  Yes  Yes 

      placebo  No  104  44 (*)  *  0‐0  Flexible  0  HAMD 17  22.2                 

Katz 2004  2004  2  3  paroxetine  Unclear  28  46 (*)  *  20‐60  Flexible  *  HAMD 21  24.00  6  DSM‐
III‐R 

North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Unclear 

      placebo  No  25  46 (*)  *  0‐0  Flexible  0  HAMD 21  25.90                 

Kavoussi 1997  1997  2  2  bupropion  Yes  122  39.2 
(10.3) 

0.48  100‐300  Flexible  238  HAMD 
unspecified  

*  16  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

No  Yes 

      sertraline  No  126  40 
(10.5) 

0.48  50‐200  Flexible  114  HAMD 
unspecified 

*                 
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Keegan 1991  1991  2  2  fluoxetine  Yes  20  39.5 
(13.6) 

0.67  20‐80  Flexible  53  HAMD 21  *  6  DSM‐III  North 
America 

Multi‐
center 

Unclear  Unclear  Yes  Yes 

      amitriptyline  No  22  47.8 
(14.2) 

0.67  100‐250  Flexible  171  HAMD 21  *                 

Kellams 1979  1979  2  3  trazodone  Unclear  9  *  *  200‐600  Flexible  515  HAMD 
unspecified 

23.50  4  Other 
operati
onalize

d 

North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Yes 

      placebo  No  9  *  *  0‐0  Flexible  0  HAMD 
unspecified 

26.90                 

Keller 2006a 
(Study 059, 
NCT00035009) 

2006  2  3  paroxetine  No  154  39 (*)  0.68  20‐20  Fixed  20  HAMD 17  27.50  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      placebo  No  155  41.4 
(*) 

0.61  0‐0  Fixed  0  HAMD 17  27.70                 

Keller 2006b 
(Study 061) 
(NCT00035295) 

2006  2  4  paroxetine  No  143  42.2 
(*) 

0.75  20‐20  Fixed  20  HAMD 17  27.60  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      placebo  No  145  41.1 
(*) 

0.74  0‐0  Fixed  0  HAMD 17  27.30                 

Keller 2006c 
(Study 062) 
(NCT00048607) 

2006  2  4  paroxetine  No  164  40.6 
(*) 

0.64  20‐20  Fixed  20  HAMD 17  28.30  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      placebo  No  161  41.3 
(*) 

0.71  0‐0  Fixed  0  HAMD 17  28.30                 

Keller 2007 
(NCT00046020) 

2007  2  2  fluoxetine  Unclear  275  40 
(11.6) 

*  20‐60  Flexible  50  HAMD 17  23.00  10  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  No 

      venlafaxine  Yes  821  39.6 
(11.2) 

*  75‐300  Flexible  208  HAMD 17  22.60                 

Kennedy 2005 
(SCT‐MD‐16) 

unpublis
hed 

2  2  escitalopram  Yes  102  37.1 
(11.4) 

*  10‐20  Flexible  *  HAMD 
unspecified 

25.90  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      fluoxetine  No  103  37 
(11.8) 

*  20‐40  Flexible  *  HAMD 
unspecified 

26.50                 

Kennedy 2008 
(CL3‐20098‐
043) 

2003  2  2  agomelatine  Yes  107  42.3 
(12.7) 

0.65  25‐50  Flexible  *  HAMD 17  26.50  6  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Both  No  No 

      placebo  No  105  42.7 
(12) 

0.55  0‐0  Flexible  0  HAMD 17  26.70                 

Kennedy 2014 
(EudraCT 2009‐
011238‐84, 
CL3‐20098‐069) 

2014  3  4  agomelatine  Yes  138  46.5 
(11.9) 

0.65  25‐25  Fixed  25  HAMD 17  26.70  6  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  No 

      agomelatine  Yes  137  43.1 
(12.6) 

0.72  25‐50  Flexible  *  HAMD 17  26.70                 

      placebo  No  141  45 
(13.1) 

0.77  0‐0  Flexible  0  HAMD 17  26.60                 

Kerkhofs 1990  1990  2  2  fluoxetine  Yes  16  45.3 
(12.7) 

0.69  60‐60  Fixed  60  HAMD 
unspecified 

21.90  6  RDC  Europe  Unclear  Unclear  Other/Unclea
r 

Yes  Yes 

      amitriptyline  No  18  46.2 
(11.4) 

0.61  150‐150  Fixed  150  HAMD 
unspecified 

21.80                 

Kerr 1984  1984  2  2  amitriptyline  No  38  62.5(
media
n) (*) 

0.62  75‐225  Flexible  *  HAMD 17  19.00  6  Other 
operati
onalize

d 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Both  Unclear  Unclear 

      trazodone  Yes  36  59 
(medi
an) (*) 

0.76  150‐300  Flexible  *  HAMD 17  20.00                 

Khan 1998  1998  4  4  venlafaxine  Yes  85  43.3 
(*) 

0.68  75‐75  Fixed  75  HAMD 21  24.30  12  DSM‐
III‐R 

North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

yes  unclear 
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      venlafaxine  Yes  90  40 (*)  0.64  150‐150  Fixed  150  HAMD 21  24.50                 

      venlafaxine  Yes  83  43.6 
(*) 

0.60  200‐200  Fixed  200  HAMD 21  24.80                 

      placebo  No  95  40.2 
(*) 

0.61  0‐0  Fixed  0  HAMD 21  25.10                 

Khan 2007 
(SCT‐MD‐23, 
NCT00108979) 

2007  2  2  escitalopram  Yes  140  41.8 
(12.7) 

*  10‐20  Flexible  *  HAMD 24  26.60  8  DSM‐IV  North 
America 

Multi‐
center 

Unclear  Outpatients 
only 

Unclear  Unclear 

      duloxetine  No  138  43 
(13.4) 

*  60‐60  Fixed  60  HAMD 24  26.90                 

Khan 2011 
(CLDA‐07‐DP‐
02, 
NCT00683592) 

2011  2  2  vilazodone  Yes  240  41.1 
(12.2) 

*  40‐40  Fixed  40  HAMD 17  25.00  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      placebo  No  241  42.4 
(12.5) 

*  0‐0  Fixed  0  HAMD 17  25.30                 

Kiev 1997  1997  2  2  fluvoxamine  Yes  30  42.7 
(*) 

*  50‐150  Flexible  102  HAMD  21  24.40  7  DSM‐
III‐R 

North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      paroxetine  No  30  39.9 
(*) 

*  20‐50  Flexible  36  HAMD 21  24.40                 

Kinoshita 2009  2009  4  4  mirtazapine  Yes  70  39.4 
(10.9) 

*  15‐15  Fixed  15  HAMD 17  23.20  6  DSM‐IV  Asia  Multi‐
center 

Both  Both  No  No 

      mirtazapine  Yes  70  37.7 
(10.8) 

*  30‐30  Fixed  30  HAMD 17  22.50                 

      mirtazapine  Yes  71  41.6 
(12.5) 

*  45‐45  Fixed  45  HAMD 17  22.10                 

      placebo  No  70  39.9 
(12.8) 

*  0‐0  Fixed  0  HAMD 17  22.50                 

Koshino 2013 
(NCT01138007) 

2013  2  3  bupropion  Yes  192  37.5 
(10.9) 

0.56  300‐300  Fixed  300  MADRS  32.10  8  DSM‐IV  Asia  Multi‐
center 

Secondary
/Tertiary 
care 

Other/Unclea
r 

Unclear  Unclear 

      placebo  No  187  37.9 
(11.1) 

0.54  0‐0  Fixed  0  MADRS  31.90                 

Kramer 1998  1998  2  3  paroxetine  Unclear  72  *  *  20‐20  Fixed  20  HAMD 21  *  6  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      placebo  No  70  *  *  0‐0  Fixed  0  HAMD 24  *                 

Kuhs 1989 
(MDUK_29060_
III_85_043) 

1989  2  2  paroxetine  Yes  12  39.2 
(11.8) 

0.9  30‐30  Fixed  30  HAMD 21  24.60  6  DSM‐III  Europe  Single 
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      amitriptyline  No  12  39.1 
(11.5) 

1.0  150‐150  Fixed  150  HAMD 21  25.00                 

Kusalic 1993  1993  2  3  amitriptyline  No  13  41.3 
(10.1) 

*  *‐*  Flexible  110  HAMD 17  *  6  DSM‐
III‐R 

North 
America 

Unclear  Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  15  41.3 
(10.1) 

*  0‐0  Flexible  0  HAMD 17  *                 

Kyle 1998 
(Study 92032 ‐ 
FDA) 

1998  2  2  citalopram  Yes  179  73.4 
(*) 

0.73  20‐40  Flexible  24  MADRS  27.8  8  DSM‐
III‐R 

Europe  Multi‐
center 

Primary 
care 

Other/Unclea
r 

Yes  Unclear 

      amitriptyline  No  186  74.1 
(*) 

0.74  50‐100  Flexible  57  MADRS  29.4                 

Laakman 1988    1988  2  2  fluoxetine  Unclear  63  *  *  20‐60  Flexible  *  HAMD 
unspecified 

26.7  5  Other 
operati
onalize

d 

Europe  Unclear  Other/Unc
lear 

Outpatients 
only 

Yes  Yes 
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      amitriptyline  Unclear  65  *  *  50‐150  Flexible  *  HAMD 
unspecified 

23.8                 

Lalit 2004  2004  3  3  escitalopram  Yes  69  33 (8)  *  10‐20  Flexible  *  HAMD 17  26.00  4  ICD‐10  Asia  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

No  Yes 

      citalopram  Yes  74  33 (9)  *  20‐40  Flexible  *  HAMD 17  25.00                 

      sertraline  No  71  37 
(11) 

*  100‐150  Flexible  *  HAMD 17  25.00                 

Lam 1995  1995  2  2  fluoxetine  Yes  36  40.9 
(8.6) 

*  20‐20  Fixed  20  HAMD 21  18.70  5  DSM‐
III‐R 

North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  No 

      placebo  No  32  38.1 
(9.7) 

*  0‐0  Fixed  0  HAMD 21  18.30                 

Langlois 1985  1985  2  3  amitriptyline  No  15  *  *  150‐225  Flexible  *  HAMD 17  *  4  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

No  Unclear 

      placebo  No  15  *  *  0‐0  Flexible  0  HAMD 17  *                 

Lapierre 1980  1980  2  2  amitriptyline  Unclear  20  *  *  150‐150  Fixed  150  *  *  4  Feighne
r 

North 
America 

Unclear  Secondary
/Tertiary 
care 

Both  Yes  Unclear 

      trazodone  Unclear  20  *  *  150‐150  Fixed  150  *  *                 

Lapierre 1987  1987  2  3  fluvoxamine  Yes  22  43.3 
(*) 

*  150‐300  Flexible  207  HAMD 17  24.84  6  DSM‐III  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Unclear 

      placebo  No  20  45.8 
(*) 

*  0‐0  Flexible  0  HAMD 17  21.98                 

Larsen 1989  1989  2  3  clomipramin
e 

Unclear  20  48 (*)  0.65  75‐150  Fixed  150  HAMD 17  17.80  6  DSM‐III  Europe  Unclear  Other/Unc
lear 

Both  Unclear  Yes 

      placebo  No  18  57 (*)  0.67  0‐0  Fixed  0  HAMD 17  18.30                 

Learned 2012a 
Study1 
(EUCTR2005‐
003401‐87, 
SND103285, 
NCT00448058) 

2012  2  3  venlafaxine  No  134  43 
(11.19

) 

0.61  150‐225  Flexible  *  HAMD 17  *  10  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      Placebo  No  126  41.9 
(11.8) 

0.64  0‐0  Flexible  0  HAMD 17  *                 

Learned 2012b 
Study2 
(NCT00420641) 

2012  2  3  paroxetine  Yes  166  44.4 
(10.9) 

0.33  30‐30  Fixed  30  MADRS  30.30  10  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      placebo  No  156  41.8 
(10.9) 

0.25  0‐0  Fixed  0  MADRS  31.80                 

Lecrubier 1997  1997  2  3  venlafaxine  Unclear  78  38.3 
(*) 

0.71  75‐150  Flexible  128  MADRS  24.90  13  RDC  Europe  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      placebo  No  76  40.5 
(*) 

0.63  0‐0  Flexible  0  MADRS  24.20                 

Lee 2007 (F1J‐
AA‐HMCV) 
(NCT00489775) 

2007  2  2  duloxetine  Yes  238  39 
(13.9) 

*  60‐60  Fixed  60  HAMD 17  21.10  8  DSM‐IV  *  Multi‐
center 

Secondary
/Tertiary 
care 

Both  No  Unclear 

      paroxetine  No  240  38 
(15.3) 

*  20‐20  Fixed  20  HAMD 17  21.20                 

Leinonen 1997  1997  2  2  milnacipran  Yes  52  49.2 
(9.8) 

*  100‐200  Flexible  *  HAMD 17  23.70  26  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Both  Unclear  Yes 

      clomipramin
e 

No  55  47.1 
(10.6) 

*  75‐150  Flexible  *  HAMD 17  23.10                 
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Leinonen 1999 
(Agren1995) 

1999  2  2  mirtazapine  Yes  137  42.1 
(12.3) 

*  15‐60  Flexible  35  MADRS  29.60  8  DSM‐IV  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Both  Yes  Yes 

      citalopram  No  133  41.1 
(10.8) 

*  20‐60  Flexible  37  MADRS  29.10                 

Lemoine 2007 
(CL3‐20098‐
035) 

2004  2  4  agomelatine  Yes  165  40.7 
(10.7) 

0.75  25‐50  Fixed  50  HAMD 17  25.90  24  DSM‐IV  Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

No  No 

      venlafaxine  No  167  39.6 
(10.3) 

0.67  75‐150  Fixed  150  HAMD 17  26.00                 

Lepine 2000  2000  2  2  sertraline  Yes  82  42.3 
(*) 

0.71  50‐200  Flexible  114  HAMD 17  29.8  8  DSM‐
III‐R 

Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      clomipramin
e 

No  84  41.8 
(*) 

0.69  50‐150  Flexible  98  HAMD 17  29.6                 

Lepola 2003 
(ESC 99003) 

2001  3  3  escitalopram  Yes  156  43 
(11) 

*  10‐20  Flexible  *  MADRS  29.00  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Primary 
care 

Outpatients 
only 

Yes  Unclear 

      citalopram  No  161  44 
(11) 

*  20‐40  Flexible  *  MADRS  29.20                 

      placebo  No  154  43 
(12) 

*  0‐0  Flexible  0  MADRS  28.70                 

Li 2006  2006  2  2  escitalopram  Unclear  28  36.5 
(12.8) 

0.55  10‐20  Flexible  *  HAMD 17  23.70  6  Other 
operati
onalize

d 

Asia  Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Yes 

      citalopram  Unclear  28  34.4 
(11.9) 

0.53  20‐40  Flexible  *  HAMD 17  23.80                 

Li 2010  2010  2  2  escitalopram  Yes  24  *  *  10‐20  Flexible  *  HAMD 
unspecified 

*  6  Other 
operati
onalize

d 

Asia  Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      citalopram  Yes  24  *  *  20‐40  Flexible  *  HAMD 
unspecified 

*                 

Lieberman 
2008a (Study 
309, 
EUCTR2004‐
000562‐13, 
3151A1‐309‐
EU, 
NCT00090649) 

2008  2  3  placebo  No  120  45.4 
(12) 

0.67  0‐0  Flexible  0  HAMD 17  *  8  DSM‐IV  Europe  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      venlafaxine  Yes  127  45.9 
(12) 

0.72  75‐150  Flexible  *  HAMD 17  25.8                 

Lieberman 
2008b (Study 
317) 

2008  2  3  placebo  No  125  39.5 
(11.4) 

0.64  0‐0  Flexible  0  HAMD 17  *  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      venlafaxine  Yes  117  41.5 
(11.6) 

0.70  150‐225  Flexible  *  HAMD 17  25.1                 

Liebowitz 2008 
(Study 332, 
NCT00277823) 

2008  3  3  desvenlafaxi
ne 

Yes  151  43 
(15) 

0.62  50‐50  Fixed  50  HAMD 17  23.37  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Yes 

      desvenlafaxi
ne 

Yes  148  43 
(13) 

0.53  100‐100  Fixed  100  HAMD 17  23.35                 

      placebo  No  152  42 
(14) 

0.63  0‐0  Fixed  0  HAMD 17  23.02                 

Liebowitz 2013 
(NCT00863798) 

2013  2  3  desvenlafaxi
ne 

Yes  227  43 
(14) 

0.60  50‐50  Fixed  50  HAMD 17  23  8  DSM‐IV  North 
America 

Multi‐
center 

Both  Outpatients 
only 

Yes  Unclear 
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      placebo  No  227  42 
(13) 

0.62  0‐0  Fixed  0  HAMD 17  23                 

Lineberry 1990 
(WELL 84A) 

1990  2  2  bupropion  Yes  112  41.9 
(*) 

*  300‐300  Fixed  300  HAMD 21  26.54  6  DSM‐
III‐R 

North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  112  40.8 
(*) 

*  0‐0  Fixed  0  HAMD 21  27.02                 

Loo 2002  
(CL2‐014) 

2002  3  5  agomelatine  Yes  137  42.3 
(*) 

0.67  25‐25  Fixed  25  HAMD 17  27.40  8  DSM‐IV  Europe  Multi‐
center 

Both  Other/Unclea
r 

Yes  Yes 

      placebo  No  139  42.3 
(*) 

0.67  0‐0  Fixed  0  HAMD 17  27.40                 

      paroxetine  No  147  42.3 
(*) 

0.67  20‐20  Fixed  20  HAMD 17  27.30                 

LopezRodriguez
2004 

2004  2  4  fluoxetine  Unclear  10  31.9 
(*) 

*  20‐20  Fixed  20  HAMD 21  17.27  20  DSM‐IV  South 
America 

Single 
center 

Primary 
care 

Outpatients 
only 

No  Unclear 

      placebo  No  10  31.9 
(*) 

*  0‐0  Fixed  0  HAMD 21  17.27                 

Lv 2013  2013  2  2  escitalopram  Unclear  20  32.1 
(7.64) 

0.50  10‐20  Flexible  *  HAMD 17  23.06  6  Other 
operati
onalize

d 

Asia  Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Yes 

      citalopram  Unclear  22  31.61 
(8.61) 

0.50  20‐40  Flexible  *  HAMD 17  22.78                 

Lydiard 1989  1989  2  3  fluvoxamine  Yes  18  47.2 
(*) 

*  100‐300  Flexible  240  HAMD 
unspecified 

24.50  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  18  47.2 
(*) 

*  0‐0  Flexible  0  HAMD 
unspecified 

26.00                 

Lydiard 1997  1997  3  3  amitriptyline  No  131  39 (*)  *  50‐150  Flexible  103  HAMD 17  22.1  8  DSM‐
III‐R 

North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      placebo  No  129  40.2 
(*) 

*  0‐0  Flexible  0  HAMD 17  22.1                 

      sertraline  No  132  41.2 
(*) 

*  50‐200  Flexible  139  HAMD 17  21.5                 

M/2020/0046 
(Study 046) 

unpublis
hed 

3  3  reboxetine  Yes  265  39.9 
(11.1) 

0.71  8‐10  Flexible  9  HAMD 21  23.00  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

No  Yes 

      placebo  No  257  39 
(11.6) 

0.70  0‐0  Flexible  0  HAMD 21  23.00                 

      paroxetine  No  265  39.8 
(11.8) 

0.69  20‐40  Flexible  29  HAMD 21  22.80                 

M/2020/0047 
(Study 047) 

unpublis
hed 

3  3  reboxetine  Yes  258  39.3 
(11.6) 

0.74  8‐10  Flexible  9  HAMD 21  24.20  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

No  Yes 

      placebo  No  254  37.1 
(11) 

0.82  0‐0  Flexible  0  HAMD 21  23.70                 

      paroxetine  No  262  39.8 
(10.8) 

0.72  20‐40  Flexible  33  HAMD 21  23.90                 

Mahableshwark
ar 2013 (304, 
NCT00672620) 

2013  3  4  placebo  No  153  42.6 
(13.7) 

0.61  0‐0  Fixed  0  HAMD 24  29.50  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      vortioxetine  Yes  153  43.1 
(13.9) 

0.69  5‐5  Fixed  5  HAMD 24  29.80                 

      duloxetine  No  152  42.7 
(14.4) 

0.60  60‐60  Fixed  60  HAMD 24  28.70                 

2015  4  4  placebo  No  161  42.4 
(12.6) 

0.72  0‐0  Fixed  0  MADRS  31.60  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  No 
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Mahableshwark
ar 2015a (315, 
NCT01153009) 

      vortioxetine  Yes  147  43.1 
(12.3) 

0.71  15‐15  Fixed  15  MADRS  31.90                 

      vortioxetine  Yes  154  42.8 
(12.4) 

0.74  20‐20  Fixed  20  MADRS  32.00                 

      duloxetine  No  152  43.4 
(12.2) 

0.78  60‐60  Fixed  60  MADRS  32.90                 

Mahableshwark
ar 2015b (317, 
NCT01179516) 

2015  3  3  placebo  No  160  46.2 
(11.8) 

0.68  0‐0  Fixed  0  MADRS  33.40  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      vortioxetine  Yes  157  45.2 
(11.9) 

0.72  10‐10  Fixed  10  MADRS  34.10                 

      vortioxetine  Yes  152  43.8 
(13.5) 

0.71  15‐15  Fixed  15  MADRS  33.70                 

Mahableshwark
ar 2015c 
(NCT01564862) 

2015  3  3  vortioxetine  Yes  198  44.2 
(12.2) 

0.68  10‐20  Flexible  16  MADRS  31.40  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Both  Unclear  Unclear 

      duloxetine  No  210  45.7 
(11.5) 

0.66  60‐60  Fixed  60  MADRS  31.70                 

      placebo  No  194  45 
(12.1) 

0.61  0‐0  Fixed  0  MADRS  31.90                 

Mann 1981  1981  2  3  trazodone  Yes  10  44.5 
(3.9) 

0.10  200‐600  Flexible  418  HAMD 
unspecified 

26.30  4  Feighne
r 

North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  10  47.2 
(4.1) 

0.11  0‐0  Flexible  0  HAMD 
unspecified 

22.90                 

Manna 1989  1989  2  2  fluoxetine  Unclear  15  47.7 
(10) 

0.63  20‐20  Fixed  20  HAMD 17  25.7  5  DSM‐III  Europe  Unclear  Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Unclear 

      clomipramin
e 

Unclear  15  48.5 
(8.36) 

0.63  75‐75  Fixed  75  HAMD 17  25                 

Mao 2008  2008  2  2  fluoxetine  No  117  40.7 
(13.9) 

0.74  20‐20  Fixed  20  HAMD 17  24.10  8  DSM‐IV  Asia  Multi‐
center 

Secondary
/Tertiary 
care 

Both  No  Yes 

      escitalopram  Yes  123  37.1 
(14.1) 

0.61  10‐10  Fixed  10  HAMD 17  24.70                 

Mao 2015 
(NCT01098318) 

2015  2  3  sertraline  No  19  41.4 
(14.6) 

0.53  50‐200  Flexible  *  HAMD 17  15.40  12  DSM‐IV  North 
America 

Single 
center 

Primary 
care 

Outpatients 
only 

Unclear  Unclear 

      placebo  No  18  46.7 
(15.2) 

0.44  0‐0  Fixed  0  HAMD 17  14.40                 

March 1990  1990  2  3  fluvoxamine  Yes  18  39.4 
(*) 

*  100‐300  Flexible  *  HAMD 
unspecified 

25.10  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  18  39.4 
(*) 

*  0‐0  Flexible  0  HAMD 
unspecified 

27.30                 

Marchesi 1998    1998  2  2  fluoxetine  Yes  67  43.6 
(11.9) 

0.73  20‐20  Fixed  20  HAMD 17  25.50  10  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      amitriptyline  No  75  43.6 
(11.9) 

0.75  75‐225  Flexible  115  HAMD 17  25.30                 

Masco 1985  1985  2  2  fluoxetine  Yes  21  51 (*)  0.65  40‐80  Flexible  *  HAMD 
unspecified 

*  6  *  North 
America 

Unclear  Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Unclear 

      amitriptyline  No  21  51 (*)  0.81  150‐300  Flexible  *  HAMD 
unspecified 

*                 

Mathews 2015 
(NCT01473381) 

2015  4  4  vilazodone  Yes  292  41.7 
(12.7) 

0.58  20‐20  Fixed  17  MADRS  31.00  10  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Yes 
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      vilazodone  Yes  291  40.8 
(13.2) 

0.57  40‐40  Fixed  30  MADRS  30.80                 

      placebo  No  290  42 
(13) 

0.56  0‐0  Fixed  0  MADRS  31.30                 

      citalopram  No  289  42.6 
(12.6) 

0.59  40‐40  Fixed  40  MADRS  31.10                 

McGrath 2000  2000  2  2  fluoxetine  Yes  49  41.6 
(11) 

*  20‐60  Flexible  51  HAMD 17  *  10  DSM‐IV  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  52  41.6 
(11) 

*  0‐0  Flexible  0  HAMD 17  *                 

McIntyre 2014 
(NCT01422213) 

2014  3  3  placebo  No  198  45.6 
(12.1) 

0.66  0‐0  Fixed  0  MADRS  31.34  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Both  Unclear  No 

      vortioxetine  Yes  197  45.4 
(12.2) 

0.69  10‐10  Fixed  10  MADRS  31.62                 

      vortioxetine  Yes  207  46.1 
(11.8) 

0.64  20‐20  Fixed  20  MADRS  31.74                 

McPartlin 1998  1998  2  2  paroxetine  No  178  44 
(14) 

*  20‐20  Fixed  20  HAMD 17  23.00  12  DSM‐IV  Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

Unclear  Yes 

      venlafaxine  Yes  183  45 
(15) 

*  75‐75  Fixed  75  HAMD 17  23.00                 

MDF/29060/III/
070/88/MC 

unpublis
hed 

2  2  paroxetine  Yes  32  73 (*)    20‐30  Flexible  *  MADRS  30.88  5  Feighne
r 

Europe  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      clomipramin
e 

No  30  73 (*)    60‐75  Flexible  *  MADRS  29.00                 

MDUK/26090/II
I/83/007  

unpublis
hed 

2  3  paroxetine  Yes  4  *  0.50  15‐30  Flexible  *  *  *  4  Feighne
r 

Europe  Single 
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Unclear 

      placebo  No  3  *  0.67  0‐0  Flexible  0  *  *                 

Mehtonen 
2000 

2000  2  2  sertraline  No  72  41 
(10.7) 

*  50‐100  Flexible  *  HAMD 21  25.80  8  DSM‐IV  Europe  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

No  Unclear 

      venlafaxine  Yes  75  44.1 
(11.4) 

*  75‐150  Flexible  *  HAMD 21  25.50                 

Mendels 1995 
(FDA 03A0A‐
004B) 

1995  3  3  nefazodone  Yes  80  38.4 
(*) 

0.64  50‐300  Flexible  247  HAMD 17  25.10  6  DSM‐III  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      nefazodone  Yes  80  39.1 
(*) 

0.60  100‐600  Flexible  397  HAMD 17  25.40                 

      placebo  No  80  40.1 
(*) 

0.61  0‐0  Flexible  0  HAMD 17  25.00                 

Mendels 1999 
(Study 85A ‐ 
FDA) 

1999  2  2  citalopram  No  89  43.3 
(*) 

*  20‐80  Flexible  52  HAMD 24  33.52  4  DSM‐III  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  91  42.7 
(*) 

*  0‐0  Flexible  0  HAMD   24  33.72                 

Miller 1989 
(MDUK/29060/I
II/82/006 (PAR‐
274) PAR UK 06 
‐ FDA) 

1989  2  2  paroxetine  Yes  22  41.6 
(13.2) 

*  30‐30  Fixed  30  HAMD 21  23.70  4  Feighne
r 

Europe  Single 
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      placebo  No  25  43.3 
(11.8) 

*  0‐0  Fixed  0  HAMD 21  24.20                 

MIR 003‐003 
(FDA) 

unpublis
hed 

2  2  mirtazapine  Yes  45  43 (*)  0.47  *‐35  Flexible  27  HAMD 21  25.40  6  *  North 
America 

Unclear  Other/Unc
lear 

Other/Unclea
r 

Yes  Yes 

      placebo  No  45  43 (*)  0.67  0‐0  Flexible  0  HAMD 21  25.50                 
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MIR 003‐020 
(FDA) 

unpublis
hed 

3  3  mirtazapine  Yes  44  44 (*)  0.46  5‐35  Flexible  24  HAMD 21  27.80  6  *  North 
America 

Unclear  Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      amitriptyline  No  43  43 (*)  0.45  40‐280  Flexible  137  HAMD 21  29.20                 

      placebo  No  43  45 (*)  0.62  0‐0  Flexible  0  HAMD 21  29.50                 

MIR 003‐021 
(FDA) 

unpublis
hed 

3  3  mirtazapine  Yes  50  45 (*)  0.56  5‐35  Flexible  21  HAMD 21  24.20  6  *  North 
America 

Unclear  Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      amitriptyline  No  50  44 (*)  0.54  40‐280  Flexible  116  HAMD 21  25.00                 

      placebo  No  50  48 (*)  0.56  0‐0  Flexible  0  HAMD 21  24.40                 

MIR 84062 
(FDA) 

unpublis
hed 

3  3  mirtazapine  Yes  15  *  *  *  Flexible  *  HAMD 17  *  6  DSM‐III  Europe  Single 
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      amitriptyline  No  15  *  *  *  Flexible  *  HAMD 17  *                 

      placebo  No  15  *  *  0‐0  Flexible  0  HAMD 17  *                 

Mischoulon 
2014 
(NCT00101452) 

2014  2  3  escitalopram  No  69  45 
(15) 

0.50  10‐20  Flexible  *  HAMD 17  19.25  12  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      placebo  No  65  45 
(15) 

0.50  *  Flexible  *  HAMD 17  19.43                 

Miura 2000  2000  2  2  paroxetine  Yes  109  45.9 
(13.9) 

*  20‐40  Flexible  32  HAMD 17  23.80  6  DSM‐IV  Asia  Multi‐
center 

Secondary
/Tertiary 
care 

Both  No  Yes 

      amitriptyline  No  119  47.1 
(13.8) 

*  50‐150  Flexible  109  HAMD 17  23.90                 

Moises 1981  1981  2  2  amitriptyline  Unclear  22  48.7 
(*) 

0.86  150‐200  Flexible  164  HAMD 
unspecified 

24.9  4  Other 
operati
onalize

d 

Europe  Single 
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Yes 

      trazodone  Unclear  21  48.7 
(*) 

0.86  450‐600  Flexible  512  HAMD 
unspecified 

25.3                 

Moller 1993 
(Stuppaeck 
1994, MY‐
059.073/29060
/1) 

1993  2  2  paroxetine  Yes  78  47.5 
(11.6) 

*  30‐50  Flexible  33  HAMD 21  28.60  6  DSM‐III  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Yes 

      amitriptyline  No  75  46.6 
(11.4) 

*  150‐250  Flexible  166  HAMD 21  28.90                 

Moller 1998 
(Hegerl 1997) 

1998  2  2  amitriptyline  No  79  49.5 
(12.9) 

0.71  75‐225  Flexible  141  HAMD 21  29.1  6  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

No  Yes 

      sertraline  Yes  81  47.7 
(13) 

0.69  50‐150  Flexible  105  HAMD 21  28.3                 

Moller 2000  2000  2  2  sertraline  Yes  116  47.7 
(13.2) 

*  50‐100  Flexible  55  HAMD 21  27.10  6  DSM‐
III‐R 

Europe  Multi‐
center 

Both  Outpatients 
only 

No  Yes 

      amitriptyline  No  124  48.1 
(14) 

*  75‐150  Flexible  87  HAMD 21  27.50                 

Montgomery 
1992 (Study 
89303 FDA) 

unpublis
hed 

3  3  citalopram  Yes  70  *  *  20‐20  Fixed  20  HAMD 17  24.29  6  DSM‐
III‐R 

*  Multi‐
center 

Other/Unc
lear 

Both  Yes  Yes 

      citalopram  Yes  64  *  *  40‐40  Fixed  40  HAMD 17   22.98                 

      placebo  No  66  *  *  0‐0  Fixed  0  HAMD 17  23.72                 

Montgomery 
2004a (Study 
99067) 

2004  2  2  escitalopram  Yes  148  49 
(15) 

*  10‐20  Flexible  12  HAMD 17  19.99  8  DSM‐IV  Europe  Multi‐
center 

Primary 
care 

Other/Unclea
r 

No  Unclear 

      venlafaxine  No  145  47 
(14) 

*  75‐150  Flexible  95  HAMD 17  20.44                 
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Montgomery 
2004b (CL3‐
20098‐030) 

2001  2  2  agomelatine  Yes  167  42.8 
(13.5) 

*  25‐25  Fixed  25  MADRS  23.10  12  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Primary 
care 

Outpatients 
only 

No  No 

      paroxetine  No  168  42.1 
(13.4) 

*  20‐20  Fixed  20  MADRS  23.00                 

Montgomery 
2013 
(F02695LP202, 
EudraCT2006‐
002404‐34) 

2013  2  2  placebo  No  281  45 (*)  0.66  0‐0  Flexible  0  HAMD 17  25.80  10  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Yes 

      levomilnacip
ran 

Yes  282  44 (*)  0.67  75‐100  Flexible  65  HAMD 17  26.20                 

Moon 1994  1994  2  2  sertraline  Yes  51  42 (*)  0.41  50‐150  Flexible  64  HAMD 17  23.9  6  DSM‐III  Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

Yes  Yes 

      clomipramin
e 

No  55  45 (*)  0.60  50‐150  Flexible  61  HAMD 17  22.7                 

Moore 2005  2005  2  2  escitalopram  Yes  142  44.1 
(10.9) 

*  20‐20  Fixed  20  MADRS  36.30  8  DSM‐IV  Europe  Multi‐
center 

Both  Outpatients 
only 

No  Unclear 

      citalopram  No  152  46.2 
(11.1) 

*  40‐40  Fixed  40  MADRS  35.70                 

Moreno 2005  2005  2  3  fluoxetine  No  20  37.7 
(9.9) 

0.83  20‐20  Fixed  20  HAMD 21   15.41  8  DSM‐IV  South 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  26  45.9 
(10.8) 

0.83  0‐0  Fixed  0  HAMD 21  16.49                 

Moscovitch 
2004 

2004  2  2  sertraline  Yes  93  39.6 
(11.6) 

*  50‐200  Flexible  111  HAMD 17  18.62  8  DSM‐
III‐R 

Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  94  40 
(11.2) 

*  0‐0  Flexible  0  HAMD 17  17.76                 

Mullin 1996  1996  2  2  mirtazapine  Yes  79  45.4 
(11.8) 

*  20‐60  Flexible  *  HAMD 17  22.50  5  DSM‐III  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      amitriptyline  No  77  44.2 
(10.3) 

*  75‐225  Flexible  *  HAMD 17  22.60                 

Mundt 2012 
(NCT00406952) 

2012  2  2  sertraline  Yes  80  37.8 
(12.5) 

0.63  50‐100  Flexible  *  HAMD 17  24.90  4  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      placebo  No  85  37.8 
(12.5) 

0.63  0‐0  Flexible  0  HAMD 17  24.60                 

Munizza 2006  2006  2  2  sertraline  No  60  46.9 
(10.6) 

0.70  50‐100  Flexible  59  HAMD 17  21.9  6  DSM‐IV  Europe  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Yes 

      trazodone  Yes  62  45 
(11.5) 

0.60  150‐450  Flexible  297  HAMD 17  21.7                 

Murasaki 1998  1998  2  2  fluvoxamine  Yes  113  40.5 
(*) 

*  50‐150  Flexible  87  HAMD 21  22.90  4  DSM‐
III‐R 

Asia  Multi‐
center 

Both  Both  No  Yes 

      amitriptyline  No  122  45.3 
(*) 

*  50‐150  Flexible  76  HAMD 21  23.60                 

Murasaki 2010a 
(iQWIG22532, 
Schoemaker 
2002) 

2002  2  2  mirtazapine  Yes  104  42 
(12.1) 

0.68  15‐45  Flexible  23  HAMD 17  25.10  6  DSM‐IV  Europe  Multi‐
center 

Both  Outpatients 
only 

No  Yes 

      fluvoxamine  No  105  39.4 
(12.7) 

0.64  50‐150  Flexible  78  HAMD  17  25.10                 

Murasaki 
2010b 
(iQWIG9902, 
Schoemaker 
2002) 

2002  2  2  mirtazapine  Yes  101  40.7 
(11.8) 

0.50  15‐45  Flexible  *  HAMD 17  22.90  6  DSM‐IV  Asia  Multi‐
center 

Both  Outpatients 
only 

No  Yes 

      fluvoxamine  No  102  42.2 
(12.9) 

0.39  50‐150  Flexible  *  HAMD 17  22.50                 

unpublis
hed 

2  3  paroxetine  Yes  4  49.3 
(*) 

1.00  30‐30  Fixed  30  HAMD 21  *  4  DSM‐IV  Europe  Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 



 96 

MY‐1008/BRL‐
029060/2/CPM
S‐076  

      placebo  No  4  46.5 
(*) 

0.50  0‐0  Fixed  0  HAMD 21  *                 

MY‐1042/BRL‐
029060/CPMS‐
251 

unpublis
hed 

2  2  paroxetine  Yes  125  41.7 
(11.3) 

*  20‐50  Flexible  *  HAMD 
unspecified 

24.47  8  DSM‐
III‐R 

North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      placebo  No  129  42 
(10.5) 

*  0‐0  Flexible  0  HAMD 
unspecified 

24.35                 

MY‐1043/BRL‐
029060/115 

unpublis
hed 

3  3  paroxetine  Yes  284  42.3 
(12.5) 

*  20‐50  Flexible  *  HAMD 21  *  12  DSM‐
III‐R 

North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      fluoxetine  No  289  41.7 
(11.3) 

*  20‐80  Flexible  *  HAMD 21  *                 

      placebo  No  118  42.1 
(11.6) 

*  0‐0  Flexible  0  HAMD 21  *                 

MY‐1045/BRL‐
029060/1 (PAR 
128) 

unpublis
hed 

3  3  paroxetine  Yes  357  42.3 
(12.6) 

*  20‐50  Flexible  *  HAMD 21  25.60  12  DSM‐
III‐R 

North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      fluoxetine  No  351  40.6 
(11.6) 

*  20‐80  Flexible  *  HAMD 21  25.60                 

      placebo  No  140  43.3 
(12.2) 

*  0‐0  Flexible  0  HAMD 21  25.70                 

Mynors‐Wallis 
1995 

1995  2  3  amitriptyline  No  31  37.2 
(11.4) 

*  150‐150  Fixed  139  HAMD 17  19.1  12  RDC  Europe  Single 
center 

Primary 
care 

Outpatients 
only 

Unclear  Unclear 

      placebo  No  30  37 
(10.4) 

*  0‐0  Fixed  0  HAMD 17  18.4                 

NCT00822744 
(EudraCT 
Number2008‐
001718‐26) 

unpublis
hed 

2  5  escitalopram  Unclear  103  *  *  10‐10  Fixed  10  HAMD 17  *  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      placebo  No  106  *  *  0‐0  Fixed  0  HAMD 17  *                 

NCT01020799  unpublis
hed 

2  3  escitalopram  No  50  36.22 
(11.3) 

0.44  20‐20  Fixed  20  HAMD 
unspecified 

24.40  4  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      placebo  No  99  41.77 
(10.0) 

0.49  0‐0  Fixed  0  HAMD 
unspecified 

24.60                 

NCT01145755  unpublis
hed 

2  3  duloxetine  No  47  39.9 
(*) 

0.51  60‐60  Fixed  60  MADRS  *  6  *  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      placebo  No  44  38.4 
(*) 

0.68  0‐0  Fixed  0  MADRS  *                 

NCT01254305  Unpubli
shed 

2  3  placebo  No  93  41.4 
(12) 

0.65  0‐0  Flexible  0  *  *  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      levomilnacip
ran 

Yes  90  42.9 
(12.6) 

0.58  40‐120  Flexible  *  *  *                 

NCT01255787 
(EUCTR2010‐
022257‐41, Lu 
AA21004/CCT‐
002, U1111‐
1117‐6595, 
JapicCTI‐
101344, 
CTRI/2011/08/
001963) 

Unpubli
shed 

4  4  placebo  No  152  43.6 
(11.6) 

0.60  0‐0  Fixed  0  MADRS  31.60  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      vortioxetine  Yes  144  44.2 
(11.9) 

0.68  5‐5  Fixed  5  MADRS  31.60                 

      vortioxetine  Yes  150  45.7 
(10.9) 

0.62  10‐10  Fixed  10  MADRS  31.80                 

      vortioxetine  Yes  154  44 
(11.8) 

0.60  20‐20  Fixed  20  MADRS  31.70                 

NCT01355081(j
apicCTI‐
111492, U1111‐
1120‐9277) 

Unpubli
shed 

3  3  vortioxetine  Yes  119  38.8 
(10.8) 

0.42  5‐5  Fixed  5  HAMD 17  20.90  8  DSM‐IV  Asia  Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      vortioxetine  Yes  123  38.8 
(11) 

0.44  10‐10  Fixed  10  HAMD 17  21.20                 

      placebo  No  124  37.6 
(10.7) 

0.54  0‐0  Fixed  0  HAMD 17  21.50                 
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NCT01808612  unpublis
hed 

3  3  fluoxetine  Yes  169  40.5 
(11.2) 

0.49  20‐20  Fixed  20  HAMD 21  *  6  *  Asia  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      fluoxetine  Yes  84  39.58 
(10.6) 

0.40  40‐40  Fixed  40  HAMD 21  *                 

      placebo  No  260  38.54 
(11.6) 

0.50  0‐0  Fixed  0  HAMD 21  *                 

Nemeroff 1995  1995  2  2  fluvoxamine  Yes  49  38.5 
(*) 

*  50‐150  Flexible  124  HAMD 21  24.57  7  DSM‐
III‐R 

North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      sertraline  No  48  41.2 
(*) 

*  50‐200  Flexible  137  HAMD 21  23.15                 

Nemeroff 2007  2007  3  3  fluoxetine  Unclear  104  37.9 
(11.5) 

*  20‐60  Flexible  41  HAMD 21  23.70  6  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      venlafaxine  Yes  102  40.1 
(11.1) 

*  75‐225  Flexible  142  HAMD 21  23.50                 

      placebo  No  102  40.4 
(11.7) 

*  0‐0  Flexible  0  HAMD 21  23.70                 

Newhouse 
2000 

2000  2  2  sertraline  Yes  117  68 
(5.3) 

*  50‐100  Flexible  72  HAMD 24  25.10  12  DSM‐
III‐R 

North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      fluoxetine  No  119  67 
(5.9) 

*  20‐40  Flexible  29  HAMD 24  25.00                 

Nierenberg 
2007 (F1J‐MC‐
HMCR, 
NCT00073411, 
Pigott 2007) 

2007  3  3  escitalopram  No  274  43.3 
(13) 

*  10‐10  Fixed  10  HAMD 17  17.80  8  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      duloxetine  Yes  273  41.1 
(11.6) 

*  60‐60  Fixed  60  HAMD 17  17.60                 

      placebo  No  137  42.5 
(12.3) 

*  0‐0  Fixed  0  HAMD 17  17.70                 

Ninan 2003 
(poster SCT‐
MD‐26) 

unpublis
hed 

2  2  escitalopram  Yes  154  37.8 
(11.6) 

*  10‐20  Flexible  *  MADRS  30.40  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      placebo  No  155  39 
(11.6) 

*  0‐0  Flexible  0  MADRS  30.50                 

NKD20006 
(NCT00048204) 

unpublis
hed 

2  3  paroxetine  Yes  125  37.9 
(11.9) 

0.63  20‐20  Fixed  20  HAMD 17  24.70  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  No 

      placebo  No  125  38 
(11.3) 

0.56  0‐0  Fixed  0  HAMD 17  24.50                 

Noguera 1991  1991  2  2  clomipramin
e 

No  60  46 (*)  *  100‐100  Fixed  100  HAMD 
unspecified 

24.60  6  DSM‐III  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Other/Unclea
r 

Yes  Yes 

      fluoxetine  Yes  60  46.3 
(*) 

*  20‐40  Flexible  *  HAMD 
unspecified 

24.30                 

Norton 1984  1984  2  3  fluvoxamine  Yes  35  39.2 
(*) 

*  100‐*  Flexible  133  HAMD 17  19.50  4  RDC  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

No  Yes 

      placebo  No  25  38.8 
(*) 

*  0‐0  Flexible  0  HAMD 17  19.90                 

Oakes 2012a 
(NCT00536471) 

2012  2  2  duloxetine  Yes  257  42.2 
(12.2) 

0.60  60‐60  Fixed  60  HAMD 17  22.90  36  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      placebo  No  127  43.7 
(12.5) 

0.61  0‐0  Fixed  0  HAMD 17  22.80                 

Oakes 2012b 
(NCT00536471) 

2012  2  2  duloxetine  Yes  261  44.7 
(12.2) 

0.65  60‐60  Fixed  60  HAMD 17  22.80  36  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 
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      placebo  No  131  43.9 
(11.9) 

0.66  0‐0  Fixed  0  HAMD 17  22.90                 

Olie 1997  1997  2  2  sertraline  Yes  129  43.6 
(11.4) 

0.61  50‐200  Flexible  *  HAMD 17  25.4  6  DSM‐
III‐R 

Europe  Unclear  Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      placebo  No  129  43.9 
(12.1) 

0.65  0‐0  Flexible  0  HAMD 17  25.5                 

Olie 2007 (CL3‐
20098‐042) 

2004  2  2  agomelatine  Yes  118  44.3 
(11.5) 

0.72  25‐50  Flexible  *  HAMD 17  27.40  6  DSM‐IV  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Both  No  No 

      placebo  No  120  45.6 
(11.1) 

0.75  0‐0  Flexible  0  HAMD 17  27.20                 

Ontiveros 1994 
(MY‐0144/BRL 
29060/1/CPMS‐
135, PAR135) 

1994  2  2  paroxetine  No  60  43.1 
(11) 

*  20‐20  Fixed  20  HAMD 21  26.20  6  DSM‐
III‐R 

North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  No 

      fluoxetine  No  62  38.7 
(10.7) 

*  20‐20  Fixed  20  HAMD 21  26.40                 

OntiverosSanch
ez 1998   

1998  2  2  fluoxetine  Yes  21  38.6 
(11.5) 

0.43  20‐20  Fixed  20  HAMD 17  23.50  6  DSM‐
III‐R 

South 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      amitriptyline  No  21  36.5 
(9.34) 

0.62  150‐250  Flexible  160  HAMD 17  23.10                 

Ottevanger 
1995 

1995  2  2  fluvoxamine  Yes  20  51.3 
(15.39

) 

*  100‐300  Flexible  204  HAMD 17  26.40  4  Feighne
r 

Europe  Multi‐
center 

Other/Unc
lear 

Inpatients 
only 

Unclear  Yes 

      clomipramin
e 

No  20  47.05 
(12.4) 

*  50‐150  Flexible  106  HAMD 17  25.70                 

Ou 2010  2010  2  2  citalopram  Unclear  120  36.4 
(12.3) 

0.54  20‐40  Flexible  28  HAMD 17  22.9  6  DSM‐IV  Asia  Multi‐
center 

Secondary
/Tertiary 
care 

Both  Unclear  Yes 

      escitalopram  Unclear  120  36.7 
(12.5) 

0.58  10‐20  Flexible  14  HAMD 17  23.4                 

PAR 01 001 
(GSK & FDA) 

1989  2  2  paroxetine  Yes  25  42.1 
(*) 

0.35  10‐50  Flexible  27  HAMD 21  27.90  6  DSM‐III  North 
America 

Single 
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      placebo  No  25  44.1 
(*) 

0.35  0‐0  Flexible  0  HAMD 21  27.50                 

PAR 279 MDUK  unpublis
hed 

2  3  paroxetine  Yes  19  39.7 
(18.2) 

0.68  30‐30  Fixed  30  HAMD 
unspecified 

22.80  6  *  Europe  Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      placebo  No  10  51.6 
(17.3) 

0.70  0‐0  Fixed  0  HAMD 
unspecified 

22.30                 

PAR 29060.308 
(HP/81/74A) 

unpublis
hed 

2  2  paroxetine  Yes  10  43.3 
(12.6) 

0.60  30‐30  Fixed  30  *  *  6  *  Europe  Single 
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Unclear 

      amitriptyline  No  12  45.3 
(12.5) 

0.58  150‐150  Fixed  150  *  *                 

PAR 29060.310 
(HP 81/85A) 

unpublis
hed 

2  2  paroxetine  Yes  10  39.1 
(11.9) 

0.67  30‐30  Fixed  30  *  *  7  *  Europe  Single 
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      amitriptyline  No  13  43.7 
(10.2) 

0.50  150‐150  Fixed  150  *  *                 

PAR 29060.314 
(HP 82/134) 

unpublis
hed 

2  2  paroxetine  Yes  10  46.8 
(13.1) 

0.30  30‐30  Fixed  30  *  *  6  *  Europe  Single 
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      amitriptyline  No  8  41.8 
(11.7) 

0.75  150‐150  Fixed  150  *  *                 

PAR 29060.316 
(HP/82/47A) 

unpublis
hed 

2  2  paroxetine  Yes  9  47.2 
(14.8) 

0.78  30‐30  Fixed  30  *  *  7  RDC  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Unclear 
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      amitriptyline  No  8  41 
(11.7) 

1.00  150‐150  Fixed  150  *  *                 

PAR 29060.318 
(HP/82/64A) 

unpublis
hed 

2  2  paroxetine  Yes  9  47.3 
(10.1) 

1.00  30‐30  Fixed  30  *  *  7  *  Europe  Single 
center 

Secondary
Tertiary 
care 

Inpatients 
only 

Yes  Unclear 

      amitriptyline  No  12  50.1 
(8.2) 

1.00  150‐150  Fixed  150  *  *                 

PAR 29060/281   unpublis
hed 

2  2  paroxetine  Yes  82  39.5 
(13.1) 

0.78  30‐30  Fixed  30  HAMD 21  27.80  6  Feighne
r 

Europe  Single 
center 

Primary 
care 

Other/Unclea
r 

Yes  Unclear 

      amitriptyline  No  80  38.1 
(13.1) 

0.75  75‐150  Flexible  *  HAMD 21  26.60                 

PAR MDUK 032  unpublis
hed 

2  2  paroxetine  Yes  29  42.6 
(11.7) 

*  20‐30  Flexible  *  HAMD 17  24.00  6  DSM‐III  *  Multi‐
center 

Primary 
care 

Outpatients 
only 

Unclear  Unclear 

      amitriptyline  No  30  46.2 
(11.8) 

*  100‐150  Flexible  *  HAMD 17  23.20                 

Patris 1996 
(Study 91301 ‐ 
FDA) 

1996  2  2  fluoxetine  No  184  43 (*)  *  20‐20  Fixed  20  MADRS  29.40  8  DSM‐
III‐R 

Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

Yes  Unclear 

      citalopram  Yes  173  44 (*)  *  20‐20  Fixed  20  MADRS  29.70                 

Paykel 1988  1988  2  2  amitriptyline  No  45  *  *  125‐175  Flexible  111  HAMD 17  16.2  6  RDC  Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

Unclear  Yes 

      placebo  No  55  *  *  0‐0  Flexible  0  HAMD 17  15.8                 

Pelicier 1993 
(PAR 
MDED/29060/II
I/86/1728M291
) 

1993  2  2  clomipramin
e 

No  42  70.2 
(8.9) 

  60‐60  Fixed  60  MADRS  30.00  5  Feighne
r 

Europe  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      paroxetine  Yes  41  71.1 
(8) 

  20‐20  Fixed  20  MADRS  29.50                 

Perahia 2006 
(HMAY ‐ Study 
Group B) 

2006  4  4  duloxetine  Yes  93  46.47 
(12.7) 

*  80‐80  Fixed  80  HAMD 17  21.30  8  DSM‐IV  Unspecified  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      duloxetine  Yes  103  43.99 
(10.8) 

*  120‐120  Fixed  120  HAMD 17  21.38                 

      paroxetine  No  97  45.81 
(10.6) 

*  20‐20  Fixed  20  HAMD  17  21.03                 

      placebo  No  99  44.67 
(10.1) 

*  0‐0  Fixed  0  HAMD 17  20.58                 

Perahia 2008a 
(HMBU) 
(NCT00071695) 

2008  2  2  duloxetine  Yes  166  45.42 
(13) 

0.72  60‐60  Fixed  60  HAMD 17  23.10  6  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      venlafaxine  No  166  42.62 
(13.1) 

0.69  150‐150  Fixed  150  HAMD 17  23.10                 

Perahia 2008b 
(HMCQ, 
NCT00067912) 

2008  3  3  duloxetine  Yes  164  43.07 
(12.6) 

0.67  60‐60  Fixed  60  HAMD 17  22.21  6  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      venlafaxine  No  169  42.46 
(12.4) 

0.68  75‐75  Fixed  75  HAMD 17  22.51                 

      venlafaxine  No  171  40.64 
(11.4) 

0.62  150‐150  Fixed  150  HAMD 17  22.24                 

Pomara 2013  2013  2  2  vilazodone  Unclear  255  *  *  40‐40  Fixed  40  MADRS  *  9  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      placebo  No  253  *  *  0‐0  Fixed  0  MADRS  *                 

Preskorn 1991  1991  2  2  fluoxetine  Yes  30  *  *  20‐60  Flexible  *  HAMD 
unspecified 

23.8  6  DSM‐III  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      amitriptyline  No  31  *  *  50‐200  Flexible  *  HAMD 
unspecified 

23.5                 
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PZ/109  unpublis
hed 

2  2  sertraline  Yes  104  *  0.60  *  Flexible  *  HAMD 17  22.00  8  *  *  *  *  *  *  * 

      placebo  No  103  *  0.66  *  Flexible  *  HAMD 17  21.50                 

PZ/111  unpublis
hed 

3  3  fluoxetine  No  108  *  0.67  *  Flexible  *  HAMD 17  24.40  8  *  *  *  *  *  *  * 

      sertraline  Yes  106  *  0.75  *  Flexible  *  HAMD 17  24.1                 

      placebo  No  105  *  0.65  *  Flexible  *  HAMD 17  24.2                 

Quera‐Salva 
2010 (CL3‐
20098‐056) 

2010  2  2  agomelatine  Yes  71  41.3 
(12.4) 

*  25‐50  Flexible  *  HAMD 17  26.10  25  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Primary 
care 

Outpatients 
only 

No  No 

      escitalopram  No  67  41.4 
(10.7) 

*  10‐20  Flexible  *  HAMD 17  26.10                 

Raft 1981  1981  2  3  amitriptyline  No  12  *  *  100‐300  Flexible  235  HAMD17  29.66  5  Feighne
r 

North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Unclear 

      placebo  No  7  *  *  0‐0  Flexible  0  HAMD 17  27.2                 

Rapaport 1996  1996  2  2  fluvoxamine  Yes  51  40 (*)  *  100‐150  Flexible  102  HAMD 21  25.20  7  DSM‐
III‐R 

North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      fluoxetine  No  49  38.6 
(*) 

*  20‐80  Flexible  34  HAMD 21  25.60                 

Rapaport 2003 
(PAR487) 

2003  3  3  paroxetine  Yes  104  70.39 
(5.93) 

*  12.5‐50  Flexible  30  HAMD 17  22.10  12  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      paroxetine  Yes  106  70.05 
(6.59) 

*  10‐40  Flexible  26  HAMD 17  22.30                 

      placebo  No  109  69.39 
(5.4) 

*  0‐0  Flexible  0  HAMD 17  22.10                 

Rapaport 2009 
(BRL‐
29060/874) 
(NCT00067444) 

2009  2  3  paroxetine  Yes  177  67 
(6.56) 

*  25‐25  Fixed  25  HAMD 17  22.74  10  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      placebo  No  180  68 
(6.7) 

*  0‐0  Fixed  0  HAMD 17  22.41                 

Raskin 2007 
(HMBV, 
NCT00062673) 

2007  2  2  duloxetine  Yes  207  72.63 
(5.65) 

0.60  60‐60  Fixed  60  HAMD 17  18.76  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      placebo  No  104  73.33 
(5.73) 

0.58  0‐0  Fixed  0  HAMD 17  18.94                 

Ravindran 1995  1995  2  3  sertraline  Yes  40  38.8 
(10.9) 

0.65  50‐200  Flexible  *  HAMD 17  20.7  8  DSM‐
III‐R 

North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  26  39 
(9.7) 

0.58  0‐0  Flexible  0  HAMD 17  21                 

Ravindran 1997 
(MY‐1055/BRL‐
029060/1/CPM
S‐245 PAR 245) 

1997  2  2  paroxetine  Yes  513  43.3 
(13) 

0.73  20‐40  Flexible  *  MADRS  29.7  12  Other 
operati
onalize

d 

Cross‐
Continental 

Multi‐
center 

Primary 
care 

Other/Unclea
r 

Yes  Yes 

      clomipramin
e 

No  506  42 
(12.5) 

0.73  75‐150  Flexible  *  MADRS  29.1                 

Reimherr 1990 
(SER 104 ‐ FDA) 

1990  3  3  amitriptyline  No  149  37.9 
(*) 

*  50‐150  Flexible  104  HAMD 17  23.18  8  DSM‐III  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  No 

      placebo  No  150  40.1 
(*) 

*  0‐0  Flexible  0  HAMD 17  23.43                 

      sertraline  Unclear  149  39 (*)  *  50‐200  Flexible  145  HAMD 17  23.28                 
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Reimherr 1998 
(WELL203, 
FDA203) 

1998  2  3  placebo  No  121  40.2 
(12.2) 

*  0‐0  Fixed  0  HAMD 17  23.21  8  DSM‐
III‐R 

North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      bupropion  Yes  120  38.6 
(10.7) 

*  300‐300  Fixed  300  HAMD 17  23.41                 

Remick 1994  1994  2  2  amitriptyline  No  17  41 (*)  *  50‐300  Flexible  135  HAMD 17  23.50  7  DSM‐III  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      fluvoxamine  Yes  16  41.7 
(*) 

*  50‐300  Flexible  175  HAMD 17  23.80                 

Rickels 1982  1982  3  3  amitriptyline  No  68  40 
(13) 

*  75‐200  Flexible  140  HAMD 21  26.46  6  DSM‐III  North 
America 

Single 
center 

Both  Outpatients 
only 

Unclear  Unclear 

      placebo  No  68  40 
(13) 

*  0‐0  Flexible  0  HAMD 21  26.46                 

      trazodone  Unclear  66  40 
(13) 

*  150‐400  Flexible  275  HAMD 21  26.46                 

Rickels 1985  1985  2  4  amitriptyline  No  124  39 
(11.7) 

*  50‐225  Flexible  148  HAMD 21  25.48  6  DSM‐III  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  No 

      placebo  No  130  39 
(11.7) 

*  0‐0  Flexible  0  HAMD 21  26.38                 

Rickels 1994 
( FDA CN104‐
005) 

1994  2  3  nefazodone  Yes  96  44.7 
(13.5) 

0.68  100‐600  Flexible  375  HAMD 17  24.40  8  DSM‐
III‐R 

North 
America 

Multi‐
center 

Both  Outpatients 
only 

Unclear  Yes 

      placebo  No  95  42.6 
(13.5) 

0.60  0‐0  Flexible  0  HAMD 17  23.50                 

Rickels 1995 
(FDA CN104‐
006‐1) 

1995  2  3  nefazodone  Yes  45  *  *  200‐600  Flexible  419  HAMD 17  24.20  8  DSM‐
III‐R 

North 
America 

Single 
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  No 

      placebo  No  44  *  *  0‐0  Flexible  0  HAMD 17  24.20                 

Rickels 2009 
(GNSC‐04‐DP‐
02, 
NCT00285376) 

2009  2  2  vilazodone  Yes  205  40 
(12.1) 

*  40‐40  Fixed  40  HAMD 17  24.80  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      placebo  No  205  39.8 
(12.7) 

*  0‐0  Fixed  0  HAMD 17  24.90                 

Robinson 2014 
(NCT00406848) 

2014  2  2  duloxetine  Yes  249  73.01 
(6.26) 

0.66  60‐60  Fixed  60  HAMD 17  19.40  24  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      placebo  No  121  73.1 
(5.64) 

0.59  0‐0  Fixed  0  HAMD 17  19.30                 

Roffman 1982  1982  2  3  amitriptyline  No  95  42.55 
(12.3) 

*  75‐225  Fixed  225  HAMD 21  24.2  4  DSM‐III  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      placebo  No  94  44.66 
(12.1) 

*  0‐0  Fixed  0  HAMD 21  24.5                 

Roose 2004 
(CIT‐MD‐03) 

2004  2  2  citalopram  Yes  87  79.9 
(4) 

0.54  10‐40  Flexible  *  HAMD 24  24.40  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      placebo  No  91  79.3 
(4.7) 

0.62  0‐0  Flexible  0  HAMD 24  24.20                 

Ropert 1989    1989  2  2  fluoxetine  Unclear  71  42.7 
(11) 

0.60  20‐20  Fixed  20  HAMD 21  23.00  6  DSM‐III  Europe  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      clomipramin
e 

No  72  44.8 
(12.6) 

0.69  75‐75  Fixed  75  HAMD 21  23.00                 

Rossini 2005  2005  2  2  fluvoxamine  Unclear  40  67.8 
(*) 

*  200‐200  Fixed  200  HAMD 21  31.23  7  DSM‐IV  Europe  Single 
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Yes 

      sertraline  Unclear  48  68.2 
(*) 

*  150‐150  Fixed  150  HAMD 21  29.23                 
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Roth 1990  1990  2  3  fluvoxamine  Yes  30  42.8 
(11.1) 

0.67  100‐300  Flexible  218  HAMD 
unspecified 

28.3  6  DSM‐III  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  30  43.9 
(11.3) 

0.52  0‐0  Flexible  0  HAMD 
unspecified 

28.9                 

Rouillon 1991 
(Limosin 2006, 
029060/1/CPM
S 069 1991) 

1991  2  2  paroxetine  Yes  45  71.8 
(7.4) 

0.87  20‐50  Other/U
nclear 

*  HAMD 21  27  6  DSM‐III  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Unclear 

      clomipramin
e 

No  47  70.8 
(6.5) 

0.91  50‐150  Other/U
nclear 

*  HAMD 21  27.6                 

Rowan 1980  1980  2  3  amitriptyline  No  44  *  *  75‐
187.5 

Flexible  *  HAMD 17  *  6  RDC  Europe  Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  45  *  *  0‐0  Flexible  0  HAMD 17  *                 

Rudolph 1998 
(VEN 600A‐203 
(FDA) 

1998  4  4  venlafaxine  Yes  89  43.6 
(10.9) 

0.40  75‐75  Fixed  75  HAMD 21  26.00  6  DSM‐III  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      venlafaxine  Yes  89  43.1 
(9.61) 

0.43  225‐225  Fixed  225  HAMD 21  26.00                 

      venlafaxine  Yes  88  43.8 
(10.3) 

0.33  375‐375  Fixed  375  HAMD 21  24.90                 

      placebo  No  92  41.5 
(11.3) 

0.32  0‐0  Fixed  0  HAMD 21  25.30                 

Rudolph 1999  1999  3  3  fluoxetine  No  103  40 (*)  *  20‐60  Flexible  47  HAMD 21  26.00  8  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      venlafaxine  Yes  100  40 (*)  *  75‐225  Flexible  175  HAMD 21  25.00                 

      placebo  No  98  40 (*)  *  0‐0  Flexible  0  HAMD 21  25.00                 

Rush 1998 
(excluding 
Armitage 1997 
and Gillin 1997) 

1998  2  2  nefazodone  Yes  *  *  *  200‐500  Flexible  *  HAMD 17  *  8  DSM‐
III‐R 

North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      fluoxetine  No  *  *  *  20‐40  Flexible  *  HAMD 17  *                 

Rush 2001  2001  2  2  bupropion  Yes  122  39 (*)  0.48  100‐300  Flexible  259  HAMD 21  24.8  16  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      sertraline  No  126  40 (*)  0.48  50‐200  Flexible  123  HAMD 21  24.8                 

Sacchetti 2002 
(BRL‐
29060/109) 

2002  2  2  paroxetine  Yes  64  48.7 
(*) 

0.64  20‐50  Flexible  *  HAMD 21  25.4  12  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      amitriptyline  No  65  50.5 
(*) 

0.66  100‐250  Flexible  *  HAMD 21  26.2                 

Sambunaris 
2014 (LVM‐MD‐
03, 
NCT01034462) 

2014  2  2  placebo  No  220  44.6 
(13.9) 

0.66  0‐0  Flexible  0  HAMD 17  22.90  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      levomilnacip
ran 

Yes  222  45 
(13.2) 

0.65  40‐120  Flexible  73  HAMD 17  23.30                 

Samuelian 1998  1998  2  2  venlafaxine  Yes  52  47 
(12) 

*  100‐150  Flexible  105  HAMD 21  27.80  6  DSM‐
III‐R 

Europe  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      clomipramin
e 

No  50  47 
(11) 

*  100‐150  Flexible  105  HAMD 21  27.80                 

Sauer 2003  2003  2  2  venlafaxine  Yes  79  48.5 
(10.8) 

*  75‐150  Flexible  85  HAMD 21  23.60  6  ICD‐10  Europe  Multi‐
center 

Both  Outpatients 
only 

Unclear  No 

      amitriptyline  No  77  46 
(10.9) 

*  75‐150  Flexible  84  HAMD 21  23.64                 
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Schatzberg 
2002 (003‐901) 

2002  2  2  mirtazapine  Yes  128  71.7 
(5.7) 

*  15‐45  Flexible  34  HAMD 17  22.20  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Yes 

      paroxetine  No  126  72 
(5.1) 

*  20‐40  Flexible  34  HAMD 17  22.40                 

Schatzberg 
2006a 

2006  3  3  fluoxetine  No  100  71 (*)  *  20‐60  Flexible  *  HAMD  21  24.00  8  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      venlafaxine  Yes  104  71 (*)  *  75‐225  Flexible  *  HAMD 21  24.00                 

    3  placebo  No  96  71 (*)  *  0‐0  Flexible  0  HAMD 21  23.00                 

Schneider 2003  2003  2  2  sertraline  Yes  371  70 
(6.8) 

0.54  50‐100  Flexible  82  HAMD 17  21.40  8  DSM‐IV  North 
America 

Multi‐
center 

Both  Outpatients 
only 

Yes  Yes 

      placebo  No  376  69.6 
(6.5) 

0.58  0‐0  Flexible  0  HAMD 17  21.40                 

Schoene 1993 
(Geretsegger 
1994 
MY1021/BRC) 

1993  2  2  paroxetine  Yes  54  74.3 
(6) 

*  20‐50  Flexible  *  HAMD 21  29.00  6  DSM‐
III‐R 

Europe  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      fluoxetine  No  52  73.7 
(6.4) 

*  20‐80  Flexible  *  HAMD 21  27.90                 

Schwartz 2002 
(iQWIG) 

2002  2  2  reboxetine  Unclear  80  41.9 
(*) 

0.71  8‐10  Flexible  *  HAMD 17  28.60  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      venlafaxine  Unclear  87  42.2 
(*) 

0.67  225‐375  Flexible  *  HAMD 17  28.80                 

Schweizer 1994 
(VEN 600A‐301 
FDA) 

1994  2  3  venlafaxine  Yes  76  41 
(13) 

0.71  150‐225  Flexible  179  HAMD 21  25.39  6  DSM‐
III‐R 

North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      placebo  No  78  42 
(12) 

0.67  0‐0  Flexible  0  HAMD 21  24.56                 

SCT‐MD‐09  unpublis
hed 

2  2  escitalopram  Yes  16  35.9 
(10.6) 

*  10‐20  Fixed  *  *  *  5  DSM‐IV  North 
America 

Single 
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      fluoxetine  No  14  41.4 
(9.8) 

*  20‐40  Fixed  *  *  *                 

SCT‐MD‐49 
(NCT00668525) 

unpublis
hed 

3  3  escitalopram  Yes  325  41.4 
(12.3) 

0.64  10‐10  Fixed  10  HAMD 24  29.30  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      escitalopram  Yes  332  40.4 
(11.9) 

0.69  28‐28  Fixed  28  HAMD 24  29.30                 

      placebo  No  220  42.3 
(12.7) 

0.63  *  Fixed  *  HAMD 24  28.90                 

Sechter 1999  1999  2  2  sertraline  Yes  118  43.4 
(12.3) 

*  50‐150  Flexible  77  HAMD 17  24.50  8  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

No  Unclear 

      fluoxetine  No  120  42.5 
(11.1) 

*  20‐60  Flexible  34  HAMD 17  24.90                 

Sechter 2004  2004  2  2  milnacipran  Yes  149  44.8 
(11.6) 

*  100‐100  Fixed  100  HAMD 17  23.70  6  DSM‐IV  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Unclear 

      paroxetine  No  153  42.8 
(11.2) 

*  20‐20  Fixed  20  HAMD 17  23.40                 

SER 101 (FDA)  unpublis
hed 

4  5  sertraline  Yes  26  *  *  50‐50  Fixed  50  HAMD 17  *  4  DSM‐III  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Unclear 

      sertraline  Yes  24  *  *  100‐100  Fixed  100  HAMD 17  *                 

      sertraline  Yes  23  *  *  200‐200  Fixed  200  HAMD 17  *                 
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      placebo  No  26  *  *  0‐0  Fixed  0  HAMD 17  *                 

SER 310 (FDA)  unpublis
hed 

4  4  sertraline  Yes  33  *  *  50‐50  Fixed  50  *  *  4  DSM‐III  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Yes 

      sertraline  Yes  35  *  *  100‐100  Fixed  100  *  *                 

      sertraline  Yes  37  *  *  200‐200  Fixed  200  *  *                 

      placebo  No  34  *  *  0‐0  Fixed  0  *  *                 

SER 315 (FDA)  unpublis
hed 

3  3  sertraline  Yes  85  41 (*)  0.66  50‐200  Flexible  105  HAMD 17  23.10  8  DSM‐III  Europe  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      amitriptyline  No  77  44 (*)  0.71  50‐200  Flexible  82  HAMD 17  23.50                 

      placebo  No  80  43 (*)  0.78  0‐0  Flexible  0  HAMD 17  22.20                 

SER‐CHN‐1  unpublis
hed 

2  2  paroxetine  Yes  113  40.14 
(13.2) 

0.55  20‐30  Flexible  *  HAMD 
unspecified 

27.10  6  DSM‐
III‐R 

Asia  Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      amitriptyline  No  118  40.54 
(13.45

) 

0.53  150‐150  Fixed  150  HAMD 
unspecified 

26.60                 

Settle 1999 
(WELL212) 

1999  2  3  bupropion  Yes  150  37.2 
(11.3) 

*  100‐300  Flexible  *  HAMD 21  24.40  8  DSM‐
III‐R 

North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  No 

      placebo  No  154  38.2 
(11.4) 

*  0‐0  Flexible  0  HAMD 21  23.88                 

Shaw 1986  1986  2  2  citalopram  Unclear  24  *  *  30‐60  Flexible  46  HAMD 17  25.67  6  DSM‐III  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Both  Unclear  Yes 

      amitriptyline  Unclear  20  *  *  112.5‐
225 

Flexible  148  HAMD 17  26.48                 

Sheehan 2009a  2009  3  3  fluoxetine  No  99  37.8 
(11.1) 

0.69  60‐80  Flexible  61  HAMD 21  29.50  6  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Yes 

      venlafaxine  Yes  95  41.7 
(12.8) 

0.48  225‐375  Flexible  298  HAMD 21  29.90                 

      placebo  No  95  39.9 
(13) 

0.64  0‐0  Flexible  0  HAMD 21  29.40                 

Sheehan 2009b 
(NCT00775203) 

2009  2  2  trazodone  Yes  206  43.8 
(12.8) 

0.64  150‐375  Flexible  310  HAMD 17  23.20  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

No  No 

      placebo  No  206  44 
(13.5) 

0.64  0‐0  Flexible  0  HAMD 17  22.40                 

Shelton 2006 
(NCT00179283) 

2006  2  2  venlafaxine  Unclear  78  37.2 
(11.6) 

*  75‐225  Flexible  *  HAMD 17  22.40  8  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  No 

      sertraline  Yes  82  41.2 
(12) 

*  50‐150  Flexible  *  HAMD 17  22.10                 

Shipley 1981  1981  2  2  amitriptyline  No  53  39 
(13.1) 

*  200‐200  Fixed  200  HAMD 17  38.5  4  RDC  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Unclear 

      placebo  No  23  40.3 
(13.9) 

*  0‐0  Fixed  0  HAMD 17  44.2                 

Shu 2014 (CL3‐
20098‐052, 
ChiCTR‐TRC‐
11001668)  

2014  2  2  agomelatine  Yes  314  39.2 
(12.8) 

0.68  25‐50  Flexible  *  HAMD 17  26.80  8  DSM‐IV  Asia  Multi‐
center 

Primary 
care 

Outpatients 
only 

No  No 

      fluoxetine  No  314  38.9 
(12.6) 

0.71  20‐40  Flexible  *  HAMD 17  26.80                 
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Silverstone 
1999 

1999  3  3  fluoxetine  No  121  43.2 
(10.9) 

*  20‐60  Flexible  40  HAMD 21  27.20  12  DSM‐IV  *  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      venlafaxine  Yes  128  41.1 
(12) 

*  75‐225  Flexible  141  HAMD 21  27.20                 

      placebo  No  119  41.6 
(10.8) 

*  0‐0  Flexible  0  HAMD 21  27.20                 

Sir 2005  2005  2  2  venlafaxine  No  84  36.8 
(12.4) 

*  75‐225  Flexible  161  HAMD 17  23.50  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Unclear 

      sertraline  Yes  79  37.3 
(13.5) 

*  50‐150  Flexible  105  HAMD 17  23.40                 

Smeraldi 1998  1998  3  3  venlafaxine  Unclear  55  71 (6)  *  75‐150  Flexible  *  *  *  6  DSM‐
III‐R 

Europe  Multi‐
center 

Other/Unc
lear 

Both  Yes  Unclear 

      clomipramin
e 

Unclear  58  71 (6)  *  50‐100  Flexible  *  *  *                 

      trazodone  Unclear  57  71 (6)  *  150‐300  Flexible  *  *  *                 

Smith 1990 
(MIR 003‐024 
FDA) 

1990  3  3  mirtazapine  Yes  50  *  *  10‐35  Flexible  18  HAMD 21  27.50  6  DSM‐III  North 
America 

Unclear  Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      amitriptyline  No  50  *  *  80‐280  Flexible  111  HAMD 21  27.60                 

      placebo  No  50  *  *  0‐0  Flexible  0  HAMD 21  27.70                 

Sramek 1995  1995  2  3  fluoxetine  No  72  33.9 
(*) 

0.60  20‐20  Fixed  20  HAMD 24  28.20  9  DSM‐
III‐R 

North 
America 

Single 
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      placebo  No  72  33.9 
(*) 

0.60  0‐0  Fixed  0  HAMD 24  27.50                 

Stahl 2000  2000  3  3  citalopram  Yes  107  39.1 
(*) 

*  20‐60  Flexible  57  HAMD 21  26.50  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      sertraline  Unclear  108  39.5 
(*) 

*  50‐150  Flexible  143  HAMD 21  26.60                 

      placebo  No  108  37.3 
(*) 

*  0‐0  Flexible  0  HAMD 21  26.40                 

Stahl 2010 
(CAGO178A230
2) 

2010  3  3  agomelatine  Yes  168  43.2 
(11.82

) 

0.68  25‐25  Fixed  25  HAMD 17  26.80  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  No 

      agomelatine  Yes  169  43.8 
(11.96

) 

0.64  50‐50  Fixed  50  HAMD17  26.80                 

      placebo  No  166  43 
(13.11

) 

0.65  0‐0  Fixed  0  HAMD 17  26.40                 

Staner 1995 
(063) 

1995  2  2  paroxetine  Yes  21  41.7 
(10.8) 

*  30‐30  Fixed  30  HAMD 21  26.00  5  RDC  Europe  Single 
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Yes 

      amitriptyline  No  19  42.5 
(11.7) 

*  150‐150  Fixed  150  HAMD 21  24.00                 

Stark 1985 
(Study 27 ‐ 
FDA) 

1985  2  3  fluoxetine  Yes  185  40 (*)  0.68  20‐80  Flexible  69  HAMD 21  27.50  6  DSM‐III  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      placebo  No  169  41 (*)  0.67  0‐0  Flexible  0  HAMD 21  28.10                 
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Stratas 1984  1984  2  3  amitriptyline  No  12  *  *  50‐300  Flexible  179  HAMD 21  *  6  RDC  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      placebo  No  10  *  *  0‐0  Flexible  0  HAMD 21  *                 

Studie009 
(CTN009‐
FCE20124) 

unpublis
hed 

2  2  reboxetine  Yes  26  45.81 
(11.3) 

0.65  8‐8  Fixed  8  HAMD 17  25.33  4  DSM‐III  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Yes 

      placebo  No  24  47.04 
(13.5) 

0.67  0‐0  Fixed  0  HAMD 17  25.27                 

Studie032 
(M2020/0032) 

unpublis
hed 

2  2  reboxetine  Yes  43  40.65 
(14.6) 

0.63  8‐10  Flexible  8  HAMD 21  27.23  8  DSM‐IV  Asia  Multi‐
center 

Secondary
/Tertiary 
care 

Both  Yes  Yes 

      fluoxetine  No  42  35.98 
(12.7) 

0.62  20‐40  Flexible  27  HAMD 21  28.33                 

Study 015  unpublis
hed 

2  3  reboxetine  Yes  112  45.9 
(12.7) 

0.63  8‐10  Flexible  9  HAMD 21  27.50  6  DSM‐
III‐R 

Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Both  Unclear  Yes 

      placebo  No  112  43.3 
(11.7) 

0.48  0‐0  Flexible  0  HAMD 21  27.10                 

Study 032a 
(CTN032‐
FCE20124) 

unpublis
hed 

2  2  reboxetine  Yes  24  79.75 
(7.11) 

0.79  4‐6  Flexible  *  HAMD 21  23.20  8  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Yes 

      placebo  No  26  80.15 
(4.51) 

0.77  0‐0  Flexible  0  HAMD 21  23.10                 

Study 043  2006  2  2  reboxetine  Yes  183  42.8 
(13.3) 

0.69  8‐10  Flexible  9  HAMD 21  27.40  24  DSM‐IV  Europe  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Yes 

      citalopram  No  176  41.5 
(12) 

0.60  20‐40  Flexible  28  HAMD 21  27.40                 

Study 045  unpublis
hed 

3  4  reboxetine  Yes  87  40.8 
(10) 

0.63  4‐4  Fixed  4  HAMD 21  26.20  6  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Both  Both  No  Yes 

      reboxetine  Yes  89  41.6 
(10.6) 

0.63  8‐8  Fixed  8  HAMD 21  26.40                 

      placebo  No  87  40.5 
(11.2) 

0.70  0‐0  Fixed  0  HAMD 21  26.40                 

Study 049  unpublis
hed 

2  2  reboxetine  Yes  107  39.9 
(11.6) 

0.55  8‐10  Flexible  10  HAMD 21  25.10  6  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  No 

      placebo  No  105  39.7 
(11.1) 

0.58  0‐0  Flexible  0  HAMD 21  25.30                 

Study 19 (FDA, 
Fabre 1985) 

unpublis
hed 

2  2  fluoxetine  Yes  22  34.1 
(*) 

0.75  40‐80  Flexible  *  HAMD 21  28.90  5  RDC  *  Single 
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      placebo  No  25  32 (*)  0.48  0‐0  Flexible  0  HAMD 21  27.40                 

Study 205 (FDA, 
WELL 205) 

unpublis
hed 

4  5  bupropion  Yes  120  39.6 
(10.4) 

0.57  200‐200  Fixed  200  HAMD 17  23.20  8  Other 
operati
onalize

d 

North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      bupropion  Yes  120  39.9 
(11.4) 

0.62  300‐300  Fixed  300  HAMD 17  23.60                 

      bupropion  Yes  119  38.8 
(11.7) 

0.58  400‐400  Fixed  400  HAMD 17  24.20                 

      placebo  No  124  40.7 
(11.6) 

0.68  0‐0  Fixed  0  HAMD 17  23.40                 

Study 25 (FDA, 
Rickels 1986) 

unpublis
hed 

2  2  fluoxetine  Yes  18  49.4 
(*) 

0.72  *‐80  Other/U
nclear 

*  HAMD 21  25.20  5  RDC  *  Unclear  Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 
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      placebo  No  24  45.7 
(*) 

0.83  0‐0  Other/U
nclear 

0  HAMD 21  25.80                 

Study 62a (FDA) 
‐ MILD 
depression 
(Dunlop 1990) 

unpublis
hed 

4  4  fluoxetine  Yes  104  38.31 
(*) 

0.59  60‐60  Fixed  60  HAMD 21  17.20  6  DSM‐III  *  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      fluoxetine  Yes  105  39.8 
(*) 

0.56  40‐40  Fixed  40  HAMD 21  16.83                 

      fluoxetine  Yes  107  39.97 
(*) 

0.62  20‐20  Fixed  20  HAMD 21  16.99                 

      placebo  No  56  38.96 
(*) 

0.50  0‐0  Fixed  0  HAMD 21  17.41                 

Study 62b 
(FDA) ‐ 
MODERATE 
depression 

unpublis
hed 

4  4  fluoxetine  Yes  105  39.93 
(*) 

0.58  60‐60  Fixed  60  HAMD 21  24.20  6  DSM‐III  *  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      fluoxetine  Yes  103  41.15 
(*) 

0.56  40‐40  Fixed  40  HAMD 21  24.19                 

      fluoxetine  Yes  100  39.4 
(*) 

0.60  20‐20  Fixed  20  HAMD 21  24.72                 

      placebo  No  48  38.56 
(*) 

0.50  0‐0  Fixed  0  HAMD 21  24.25                 

Study 89306 
(FDA) 

unpublis
hed 

3  3  citalopram  Yes  88  *  *  20‐20  Fixed  20  MADRS  32.70  6  DSM‐
III‐R 

*  Multi‐
center 

Both  Both  Yes  Yes 

      citalopram  Yes  97  *  *  40‐40  Fixed  40  MADRS  31.30                 

      placebo  No  89  *  *  0‐0  Fixed  0  MADRS  33.14                 

Study F1J‐MC‐
HMAQ ‐ Study 
Group B 

unpublis
hed 

3  3  duloxetine  Yes  82  39.86 
(9.8) 

*  40‐120  Flexible  *  HAMD 17  17.88  10  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      placebo  No  75  41.39 
(11.8) 

*  0‐0  Flexible  0  HAMD 17  18.32                 

      fluoxetine  No  37  39.65 
(12.7) 

*  20‐20  Fixed  20  HAMD 17  20.03                 

Szegedi 2006  2006  2  2  mirtazapine  Yes  130  *  *  45‐45  Fixed  45  HAMD 17  24.60  6  DSM‐IV  Europe  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

No  Unclear 

      venlafaxine  No  128  *  *  225‐225  Fixed  225  HAMD 17  24.90                 

Thase 1997 
(VEN XR 209 
FDA) 

1997  2  2  venlafaxine  Yes  95  40 
(11) 

0.63  75‐225  Flexible  177  HAMD 21  24.53  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      placebo  No  102  42 
(12) 

0.60  0‐0  Flexible  0  HAMD 21  23.63                 

Thase 2006 
(WELL 100368) 

2006  2  2  bupropion  Yes  171  37.1 
(12.3) 

*  150‐450  Flexible  300  HAMD 17  24.90  12  DSM‐IV  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Unclear 

      venlafaxine  No  177  37.4 
(11.6) 

*  75‐225  Flexible  150  HAMD 17  24.10                 

Thomson 1982  1982  2  4  amitriptyline  No  31  *  *  150‐150  Fixed  150  HAMD 
unspecified 

17.35  12  RDC  Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  28  *  *  0‐0  Fixed  0  HAMD 
unspecified 

19.43                 

Tignol 1993 
(29060/087) 

1993  2  2  paroxetine  Yes  89  43 
(11.6) 

*  20‐20  Fixed  20  MADRS  30.74  6  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Unclear 

      fluoxetine  No  87  45 
(13.2) 

*  20‐20  Fixed  20  MADRS  31.60                 

Timmerman 
1993 (Study 
89422 ‐ FDA 

1993  2  2  fluvoxamine  No  109  *  *  100‐200  Flexible  *  HAMD 17  24.50  6  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Yes 
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and Haffmans 
1996) 

      citalopram  Yes  108  *  *  20‐40  Flexible  *  HAMD 17  24.70                 

Tollefson 1995  1995  2  2  fluoxetine  Yes  335  67.4 
(5.4) 

0.54  *‐20  Flexible  *  HAMD 17  22.20  6  DSM‐
III‐R 

North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      placebo  No  336  68.1 
(5.9) 

0.55  0‐0  Flexible  0  HAMD 17  22.10                 

Tomarken 2004  2004  2  2  bupropion  Yes  10  39.4 
(9.8) 

*  200‐300  Flexible  *  HAMD 17  21.70  6  DSM‐IV  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

No  Unclear 

      placebo  No  9  37.5 
(7.8) 

*  0‐0  Flexible  0  HAMD 17  21.70                 

Tourian 2009 
(NCT00384033) 

2009  4  4  desvenlafaxi
ne 

Yes  155  41 
(13) 

  50‐50  Fixed  50  HAMD 17  23  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

No  Unclear 

      desvenlafaxi
ne 

Yes  160  39 
(12) 

  100‐100  Fixed  100  HAMD 17  23                 

      duloxetine  No  159  39 
(12) 

  60‐60  Fixed  60  HAMD 17  23                 

      placebo  No  164  39 
(13) 

  0‐0  Fixed  0  HAMD 17  24                 

Trivedi 2004 
(29060/810) 

2004  2  3  placebo  No  149  38.4 
(11.7) 

*  0‐0  Fixed  0  HAMD 17  23.80  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      paroxetine  Yes  154  39.4 
(10.8) 

*  25‐25  Fixed  25  HAMD 17  23.50                 

Tsutsui 2000  2000  2  2  paroxetine  Yes  116  39.1 
(13.9) 

*  10‐40  Flexible  32  HAMD 17  23.60  6  DSM‐IV  Asia  Multi‐
center 

Both  Both  No  Yes 

      trazodone  No  109  38.5 
(12.7) 

*  75‐200  Flexible  154  HAMD 17  24.40                 

Tylee 1997  1997  2  2  fluoxetine  No  170  45.5 
(14.3) 

0.75  20‐20  Fixed  20  HAMD 17  22.50  12  DSM‐IV  Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

Unclear  Unclear 

      venlafaxine  Yes  171  43.5 
(14) 

0.68  75‐75  Fixed  75  HAMD 17  22.40                 

Tzanakaki 2000  2000  2  2  fluoxetine  No  54  49 
(10) 

*  20‐60  Flexible  *  HAMD 21  27.10  6  DSM‐IV  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Both  Yes  Unclear 

      venlafaxine  Yes  55  47 
(11) 

*  75‐225  Flexible  *  HAMD 21  27.80                 

Upward 1988  1988  2  2  fluoxetine  Yes  13  40 
(10.6) 

0.55  60‐80  Flexible  75  *  *  4  *  Europe  Unclear  Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      amitriptyline  No  14  45 
(13.2) 

0.58  150‐200  Flexible  183  *  *                 

Van de Merwe 
1984 

1984  3  3  amitriptyline  No  5  *  *  100‐150  Flexible  *  HAMD 17  *  4  RDC  Europe  Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 

      placebo  No  3  *  *  0‐0  Flexible  0  HAMD 17  *                 

      trazodone  Yes  6  *  *  50‐300  Flexible  *  HAMD 17  *                 

VanMoffaert 
1995a 

1995  2  2  sertraline  Yes  83  46.1 
(*) 

*  50‐100  Flexible  *  HAMD 17  24.50  8  DSM‐
III‐R 

Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Other/Unclea
r 

Yes  Yes 

      fluoxetine  No  82  48.4 
(*) 

*  20‐40  Flexible  *  HAMD 17  23.20                 

VanMoffaert 
1995b 

1995  2  2  mirtazapine  Yes  100  46.1 
(10.8) 

0.69  24‐72  Flexible  *  HAMD 17  29.2  6  DSM‐III  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Yes 
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      trazodone  No  100  46.3 
(12.6) 

0.71  150‐450  Flexible  *  HAMD 17  27.5                 

Vartiainen 1994 
(MIR 84023 
FDA) 

1994  2  2  mirtazapine  Yes  60  46 (*)  0.58  15‐50  Flexible  33  HAMD 21  25.60  6  *  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Yes 

      placebo  No  57  46 (*)  0.48  0‐0  Flexible  0  HAMD 21  26.00                 

VEN 600A‐303 
(FDA) 

unpublis
hed 

2  3  venlafaxine  Yes  83  39 (*)  0.70  150‐225  Flexible  185  HAMD 21  23.63  6  DSM‐
III‐R 

North 
America 

Single 
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      placebo  No  82  38 (*)  0.68  0‐0  Flexible  0  HAMD 21  24.59                 

VEN 600A‐313 
(FDA) 

unpublis
hed 

3  4  venlafaxine  Yes  76  38 (*)  0.70  75‐75  Fixed  75  HAMD 21  25.57  6  DSM‐
III‐R 

North 
America 

Unclear  Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      venlafaxine  Yes  82  39 (*)  0.61  200‐200  Fixed  200  HAMD 21  25.57                 

      placebo  No  79  38 (*)  0.69  0‐0  Fixed  0  HAMD 21  25.39                 

VEN XR 367 
(FDA) 

unpublis
hed 

4  4  venlafaxine  Yes  83  *  0.70  75‐75  Fixed  75  HAMD 21  26.49  8  DSM‐
III‐R 

Europe  Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Yes 

      venlafaxine  Yes  82  *  0.61  150‐150  Fixed  150  HAMD 21  27.11                 

      paroxetine  No  81  *  0.54  20‐20  Fixed  20  HAMD 21  26.13                 

      placebo  No  83  *  0.67  0‐0  Fixed  0  HAMD 21  26.60                 

Ventura 2007 
(SCT‐MD‐18) 

2007  2  2  escitalopram  Yes  107  40.6 
(13.7) 

*  10‐10  Fixed  10  HAMD 24  26.80  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      sertraline  No  108  38.1 
(11.5) 

*  50‐200  Flexible  *  HAMD 24  26.80                 

Versiani 1999  1999  2  2  fluoxetine  Yes  77  41.3 
(*) 

0.76  20‐20  Fixed  20  HAMD 21  28.40  8  DSM‐IV  South 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  No 

      amitriptyline  No  80  41.3 
(*) 

0.76  50‐250  Flexible  138  HAMD 21  27.80                 

Versiani 2000 
(Study 091) 

2000  2  2  reboxetine  Yes  28  41.4 
(*) 

0.46  10‐10  Fixed  10  HAMD 21  35.70  6  DSM‐
III‐R 

Cross‐
Continental 

Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  No 

      placebo  No  28  39.9 
(*) 

0.50  0‐0  Fixed  0  HAMD 21  35.10                 

Versiani 2005  2005  2  2  mirtazapine  Yes  145  43 (*)  *  15‐60  Flexible  *  HAMD 17  29.00  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  No 

      fluoxetine  No  149  47 (*)  *  20‐40  Flexible  *  HAMD 17  28.00                 

Wade 2002 
(ESC Study 
99001 ‐ FDA) 

2002  2  2  placebo  No  189  40 
(12) 

0.78  0‐0  Fixed  0  MADRS  28.70  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Primary 
care 

Outpatients 
only 

Yes  Unclear 

      escitalopram  Yes  191  41 
(11) 

0.74  10‐10  Fixed  10  MADRS  29.20                 

Wade 2003 (E‐
1721) 

2003  2  2  mirtazapine  Yes  99  40 
(14.3) 

*  15‐45  Flexible  35  HAMD 17  23.80  12  DSM‐IV  Europe  Multi‐
center 

Primary 
care 

Outpatients 
only 

No  No 

      paroxetine  No  98  40 
(11.7) 

*  10‐30  Flexible  24  HAMD 17  24.40                 

Wade 2007 
(Study 10990) 

2007  2  2  escitalopram  Yes  144  43.3 
(11.6) 

*  20‐20  Fixed  20  HAMD 17  22.70  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Primary 
care 

Outpatients 
only 

No  Unclear 

      duloxetine  No  151  44.5 
(11) 

*  60‐60  Fixed  60  HAMD 
17 

22.70                 

Walczak 1996  1996  4  5  fluvoxamine  Yes  101  *  *  50‐50  Fixed  50  HAMD 21  *  6  DSM‐
III‐R 

North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  No 
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      fluvoxamine  Yes  100  *  *  100‐100  Fixed  100  HAMD 21  *                 

      fluvoxamine  Yes  99  *  *  150‐150  Fixed  150  HAMD 21  *                 

      placebo  No  200  *  *  0‐0  Fixed  0  HAMD 21  *                 

Wang 2014 
(EUCTR2005‐
005052‐40, 
NCT00351169, 
D1448C00004) 

2014  2  3  escitalopram  No  157  40.3 
(12.5) 

0.75  10‐20  Flexible  11  HAMD 
unspecified 

27.20  8  DSM‐IV  Cross‐
Continental 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Yes 

      placebo  No  157  39.7 
(11.1) 

0.67  0‐0  Flexible  0  HAMD 
unspecified 

26.60                 

Wang 2015 
(NCT01571453, 
KCT0000432, 
13926A) 

2015  2  2  vortioxetine  Yes  213  39.6 
(12.4) 

0.58  10‐10  Fixed  10  MADRS  32.30  8  DSM‐IV  Asia  Multi‐
center 

Secondary
/Tertiary 
care 

Both  Unclear  Yes 

      venlafaxine  No  230  40.7 
(12.3) 

0.62  150‐150  Fixed  150  MADRS  32.30                 

Weisler 1994  1994  2  2  bupropion  Yes  63  40.2 
(*) 

*  225‐450  Flexible  345  HAMD 21  25.80  6  DSM‐
III‐R 

North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Unclear 

      trazodone  No  61  40.8 
(*) 

*  150‐400  Flexible  207  HAMD 21  24.90                 

WELL 029  unpublis
hed 

2  3  bupropion  Yes  25  37.8 
(*) 

0.44  300‐300  Fixed  300  HAMD 21  26.60  4  *  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Unclear 

      placebo  No  24  41.5 
(*) 

0.50  0‐0  Fixed  0  HAMD 21  26.20                 

WELL 
AK140016 

unpublis
hed 

2  2  bupropion  Yes  69  37.6 
(10.6) 

*  300‐300  Fixed  300  HAMD 17  21.90  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      paroxetine  No  71  37 
(10.8) 

*  20‐20  Fixed  20  HAMD 17  22.30                 

WELL 
AK1A4006 

unpublis
hed 

3  3  fluoxetine  No  155  38.6 
(12) 

*  20‐60  Flexible  *  HAMD 21  25.30  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      bupropion  Yes  158  37.1 
(10.7) 

*  150‐400  Flexible  *  HAMD 21  25.60                 

      placebo  No  154  37.2 
(11.2) 

*  0‐0  Flexible  0  HAMD 21  25.20                 

Wellbutrin 06  unpublis
hed 

2  2  bupropion  Yes  56  42 (*)  0.19  300‐600  Flexible  *  HAMD 21  28.50  4  *  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Unclear 

      placebo  No  29  40.7 
(*) 

0.26  0‐0  Flexible  0  HAMD 21  29.30                 

Wellbutrin 25  unpublis
hed 

3  3  bupropion  Yes  45  52.4 
(*) 

0.49  300‐300  Fixed  300  HAMD 21  32.40  4  *  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Unclear 

      bupropion  Yes  40  47.5 
(*) 

0.50  450‐450  Fixed  450  HAMD 21  34.80                 

      placebo  No  43  51.9 
(*) 

0.51  0‐0  Fixed  0  HAMD 21  33.60                 

Wheatley 1998  1998  2  2  mirtazapine  Yes  66  47.2 
(15.3) 

*  15‐60  Flexible  40  HAMD 17  26.00  6  DSM‐III  Europe  Multi‐
center 

Other/Unc
lear 

Both  Yes  No 

      fluoxetine  No  67  47.5 
(14.8) 

*  20‐40  Flexible  24  HAMD 17  26.10                 

Wilcox 1994  1994  2  3  amitriptyline  No  50  40 (*)  *  60‐300  Flexible  122  HAMD 17  23.8  6  DSM‐III  North 
America 

Single 
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Yes  Yes 
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      placebo  No  49  40 (*)  *  0‐0  Flexible  0  HAMD 17  23.5                 

Winokur 2003  2003  2  2  mirtazapine  Yes  8  40.9 
(*) 

*  15‐45  Flexible  *  HAMD 21  25.60  8  DSM‐IV  North 
America 

Unclear  Other/Unc
lear 

Other/Unclea
r 

No  No 

      fluoxetine  No  12  43.5 
(*) 

*  20‐40  Flexible  *  HAMD 21  26.70                 

Yang 2003  2003  2  2  milnacipran  Yes  27  43.5 
(10.4) 

*  50‐100  Flexible  *  HAMD 17   25.20  6  DSM‐IV  Asia  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Unclear 

      sertraline  No  26  42 
(8.9) 

*  50‐100  Flexible  *  HAMD 17  23.20                 

Yevtushenko 
2007 

2007  2  3  escitalopram  Yes  109  35.2 
(6.5) 

0.61  10‐10  Fixed  10  MADRS  25.67  6  DSM‐IV  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Yes 

      citalopram  No  110  35.1 
(6.5) 

0.56  20‐20  Fixed  20  MADRS  35.70                 

Young 1987    1987  2  2  fluoxetine  Unclear  32  46.1 
(*) 

0.68  40‐80  Flexible  73  HAMD 
unspecified 

44.00  6  RDC  Europe  Unclear  Secondary
/Tertiary 
care 

Outpatients 
only 

Unclear  Yes 

      amitriptyline  Unclear  32  46.6 
(*) 

0.68  50‐150  Flexible  122  HAMD 
unspecified 

48.10                 

Zajecka 2010 
(CAGO178A230
1, 
NCT00411099) 

2010  3  3  agomelatine  Yes  170  44.2 
(12.3) 

0.69  25‐25  Fixed  25  HAMD 17  26.70  8  DSM‐IV  North 
America 

Multi‐
center 

Primary 
care 

Outpatients 
only 

No  No 

      agomelatine  Yes  168  44.2 
(12.3) 

0.63  50‐50  Fixed  50  HAMD 17  27.10                 

      placebo  No  173  43.1 
(12) 

0.68  0‐0  Fixed  0  HAMD 17  27.10                 

Zhang 2014  2013  2  2  trazodone  No  192  39.5 
(12.7) 

0.62  150‐450  Flexible  273  HAMD 17  21.60  6  DSM‐IV  Asia  Multi‐
center 

Secondary
/Tertiary 
care 

Both  Yes  Unclear 

      placebo  No  190  38.3 
(12.2) 

0.61  0‐0  Flexible  0  HAMD 17  21.90                 

Zivkov 1995 
(Organon 
85146, 
FDA85146) 

1997  2  2  mirtazapine  Yes  103  48.5 
(10.6) 

*  *  Other/U
nclear 

*  HAMD 17  27.30  6  DSM‐III  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      amitriptyline  No  104  47.7 
(12.4) 

*  *  Other/U
nclear 

*  HAMD 17  26.20                 

845  unpublis
hed 

2  3  bupropion  Yes  56  36.4 
(*) 

0.67  150‐450  Flexible  *  HAMD 21  24.60  6  *  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      placebo  No  52  37.4 
(*) 

0.70  0‐0  Flexible  0  HAMD 21  26.80                 

003‐008 (FDA)  unpublis
hed 

3  5  mirtazapine  Yes  30  38 (*)  0.63  15‐15  Fixed  15  HAMD 21  26.00  6  DSM‐III  North 
America 

Single 
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      mirtazapine  Yes  30  40 (*)  0.71  30‐30  Fixed  30  HAMD 21  25.50                 

      placebo  No  30  39 (*)  0.61  0‐0  Fixed  0  HAMD 21  25.80                 

003‐042  unpublis
hed 

4  4  mirtazapine  Yes  70  41 
(10.8) 

0.71  15‐15  Fixed  15  HAMD 21  25.30  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      mirtazapine  Yes  70  39.8 
(10.2) 

0.56  30‐30  Fixed  30  HAMD 21  24.70                 

      mirtazapine  Yes  70  42.2 
(12.9) 

0.60  45‐45  Fixed  45  HAMD 21  25.00                 

      placebo  No  70  40.8 
(10.8) 

0.66  0‐0  Fixed  0  HAMD 21  25.90                 
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003‐048  unpublis
hed 

3  3  mirtazapine  Yes  210  41.4 
(12.1) 

0.60  45‐45  Fixed  45  HAMD 17  22.30  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      fluoxetine  No  210  40.8 
(11.6) 

0.58  60‐60  Fixed  60  HAMD 17  22.80                 

      placebo  No  72  40.2 
(11.5) 

0.61  0‐0  Fixed  0  HAMD 17  23.00                 

030A2‐
0004/030A2‐
0005  (FDA) 

unpublis
hed 

2  3  nefazodone  Yes  76  44.9 
(*) 

0.53  50‐250  Flexible  175  *  *  6  DSM‐III  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Unclear  Yes 

      placebo  No  74  41.8 
(*) 

0.51  0‐0  Flexible  0  *  *                 

03A0A‐004A 
(FDA) 

unpublis
hed 

3  3  nefazodone  Yes  80  40.1 
(*) 

0.54  150‐300  Flexible  276  HAMD 17  23.20  6  DSM‐III  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Unclear  Yes 

      nefazodone  Yes  80  39.6 
(*) 

0.63  300‐600  Flexible  514  HAMD 17  23.60                 

      placebo  No  80  36.8 
(*) 

0.64  0‐0  Flexible  0  HAMD 17  23.50                 

0600A1‐300  unpublis
hed 

3  *  venlafaxine  Yes  58  *  *  *  Other/U
nclear 

*  *  *  *  *  *  Unclear  Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      amitriptyline  No  52  *  *  *  Other/U
nclear 

*  *  *                 

      placebo  No  *  *  *  0‐0  Other/U
nclear 

0  *  *                 

0600A1‐372  unpublis
hed 

2  2  venlafaxine  Yes  156  *  *  *  Other/U
nclear 

*  *  *  6  DSM‐IV  North 
America 

Unclear  Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      fluoxetine  No  152  *  *  *  Other/U
nclear 

*  *  *                 

0600A‐326  unpublis
hed 

2  2  venlafaxine  Unclear  60  *  *  *  Other/U
nclear 

*  *  *  6  DSM‐
III‐R 

*  *  Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      clomipramin
e 

Unclear  61  *  *  *  Other/U
nclear 

*  *  *                 

0600A‐332  unpublis
hed 

2  2  venlafaxine  Yes  27  *  *  *  Other/U
nclear 

*  *  *  6  DSM‐
III‐R 

North 
America 

Unclear  Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      fluoxetine  No  24  *  *  *  Other/U
nclear 

*  *  *                 

0600A‐347  unpublis
hed 

2  2  venlafaxine  Yes  63  *  *  *  Other/U
nclear 

*  *  *  *  *  *  Unclear  Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      fluvoxamine  No  29  *  *  *  Other/U
nclear 

*  *  *                 

0600A‐349  unpublis
hed 

2  2  paroxetine  No  85  *  *  *  Other/U
nclear 

*  *  *  8  DSM‐
III‐R 

*  Unclear  Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      venlafaxine  Yes  82  *  *  *  Other/U
nclear 

*  *  *                 

0600A‐626  unpublis
hed 

2  2  venlafaxine  Yes  79  *  *  *  Other/U
nclear 

*  *  *  8  DSM‐IV  North 
America 

Unclear  Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      fluoxetine  No  77  *  *  *  Other/U
nclear 

*  *  *                 

0600A‐654  unpublis
hed 

2  2  venlafaxine  Yes  131  *  *  *‐150  Flexible  *  MADRS  *  12  DSM‐IV  *  Unclear  Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      fluoxetine  No  135  *  *  *‐40  Flexible  *  MADRS  *                 

0600B1‐367  unpublis
hed 

2  2  paroxetine  No  81  *  *  *  Other/U
nclear 

*  HAMD 
unspecified 

*  8  DSM‐
III‐R 

*  Unclear  Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      venlafaxine  Yes  165  *  *  *  Other/U
nclear 

*  HAMD 
unspecified 

*                 
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0600B1‐384  unpublis
hed 

2  2  venlafaxine  Yes  176  *  *  *  Other/U
nclear 

*  MADRS  *  6  DSM‐
III‐R 

*  Unclear  Other/Unc
lear 

Other/Unclea
r 

Unclear  Unclear 

      placebo  No  183  *  *  0‐0  Other/U
nclear 

0  MADRS  *                 

0600B1‐402  unpublis
hed 

2  2  venlafaxine  Yes  295  *  *  *  Other/U
nclear 

*  *  *  8  DSM‐IV  North 
America 

Unclear  Other/Unc
lear 

Outpatients 
only 

Unclear  Unclear 

      sertraline  No  293  *  *  *  Other/U
nclear 

*  *  *                 

244 (EMD 68 
843‐009) 

unpublis
hed 

2  3  fluoxetine  Unclear  89  *  *  20‐20  Flexible  20  HAMD 
unspecified 

24.40  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Other/Unclea
r 

Yes  Unclear 

      placebo  No  95  *  *  0‐0  Flexible  0  HAMD 
unspecified 

24.00                 

245 (EMD 68 
843‐010) 

unpublis
hed 

3  5  vilazodone  Yes  104  *  *  10‐20  Flexible  *  HAMD 17  23.80  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      fluoxetine  No  92  *  *  20‐20  Fixed  20  HAMD 17  23.50                 

      placebo  No  99  *  *  0‐0  Fixed  0  HAMD 17  23.40                 

246 (SB 
659746‐003) 

unpublis
hed 

4  4  vilazodone  Yes  120  *  *  10‐10  Fixed  10  HAMD 17  23.80  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      vilazodone  Yes  123  *  *  20‐20  Fixed  20  HAMD 17  23.70                 

      citalopram  No  117  *  *  20‐20  Fixed  20  HAMD 17  23.10                 

      placebo  No  129  *  *  0‐0  Fixed  0  HAMD 17  23.30                 

247 (SB 
659746‐014) 

unpublis
hed 

2  2  vilazodone  Yes  109  *  *  5‐20  Flexible  *  HAMD 17  23.30  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      placebo  No  111  *  *  0‐0  Flexible  0  HAMD 17  23.50                 

248 (SB 
659746‐002) 

unpublis
hed 

3  4  vilazodone  Yes  133  *  *  10‐10  Fixed  10  HAMD  17  24.50  8  DSM‐IV  North 
America 

Multi‐
center 

Other/Unc
lear 

Outpatients 
only 

Yes  Unclear 

      vilazodone  Yes  132  *  *  20‐20  Fixed  20  HAMD 17  24.30                 

      placebo  No  128  *  *  0‐0  Fixed  0  HAMD 17  23.70                 

29060 07 001  unpublis
hed 

3  3  paroxetine  Yes  13  40 (*)  0.69  10‐60  Flexible  *  HAMD 21  30.50  6  DSM‐III  North 
America 

Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Yes  Unclear 

      placebo  No  12  45.1 
(*) 

0.42  0‐0  Flexible  0  HAMD 21  28.30                 

      amitriptyline  No  13  44.6 
(*) 

0.62  *  Flexible  *  HAMD 21  30.40                 

29060/299  unpublis
hed 

2  2  paroxetine  Yes  109  40.6 
(12.6) 

*  20‐50  Flexible  *  HAMD 17  27.52  8  ICD‐10  Europe  Multi‐
center 

Secondary
/Tertiary 
care 

Inpatients 
only 

Unclear  Unclear 

      amitriptyline  No  108  40.27 
(12.7) 

*  100‐250  Flexible  *  HAMD 17  28.16                 

29060/356  unpublis
hed 

2  2  paroxetine  Yes  68  42.2 
(1.5) 

*  20‐20  Fixed  20  HAMD 17  24.60  8  DSM‐
III‐R 

Australia  Multi‐
center 

Other/Unc
lear 

Both  Unclear  Unclear 

      fluoxetine  No  70  40.6 
(1.5) 

*  20‐20  Fixed  20  HAMD 17  23.80                 
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3 Risk of bias table of included studies 

For details about the rating criteria, see published protocol (Furukawa et al., BMJ Open 2016). ‘Stated not tested’ refers to the mention of double-blind 

procedures used in the methods section of a paper, but maintenance of blinding is not tested. 

 

StudyID Sequence_generation Allocation_concealment Blinding_participant Blinding_therapist Blinding_assessor Selective_reporting_bias Attrition_bias 

1. Aberg-Wisted 2000 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias 

2. Aguglia 1993 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias High risk of bias 

3. AK1102365 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias High risk of bias 

4. Alexopoulos 2004  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

5. Allard 2004 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias 

6. Altamura 1989b Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

7. Alvarez 2012  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias High risk of bias 

8. Alves 1999 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

9. Amin 1984 Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias 

10. Amini 2005 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

11. Amsterdam 1986 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

12. Andersen 1986 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

13. Ansseau 1989a Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

14. Ansseau 1989b Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

15. Ansseau 1991 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

16. Ansseau 1994a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

17. Ansseau 1994b Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

18. Ansseau 1994c Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

19. Armitage 1997 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

20. Asnis 2013  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias High risk of bias 

21. Bakish 1992 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

22. Bakish 1997 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

23. Bakish 2014  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 
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24. Baldwin 1996 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

25. Baldwin 2006a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

26. Baldwin 2006b  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

27. Baldwin 2012  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

28. Ban 1998  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

29. Barber 2011 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

30. Battegay 1985  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

31. Beasley 1991 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

32. Behnke 2003  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

33. Benkert 2000  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

34. Benkert 2006 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

35. Bennie1995 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Low risk of bias 

36. Berlanga 1997 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

37. Berlanga 2006 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

38. Bersani 1994 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

39. Bhatia 1991 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

40. Bielski 2004  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

41. Bignamini 1992  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

42. Binnemann 2008  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

43. Bjerkenstedt 2005   Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

44. Blacker 1988 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

45. Bosc 1997a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

46. Bosc 1997b  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

47. Bose 2008  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

48. Bougerol 1997  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

49. Boulenger 2006  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Low risk of bias 

50. Boulenger 2014  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

51. Boyer 2008  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

52. Bremner 1995 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

53. Brown 1986 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

54. Brunoni 2012 Low risk of bias Low risk of bias Low risk of bias Stated but not tested Unclear risk of bias Unclear risk of bias Low risk of bias 
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55. Buchsbaum 1997 Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias 

56. Bueno 1997 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

57. Burke 2002  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

58. Byerley1988 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

59. CAGO178A2303  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

60. Caligiuri 2003 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

61. Carman 1991 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

62. Casabona 2002  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

63. Cassano 1986 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

64. Cassano 2002  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias 

65. Chang 2015 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias 

66. Chouinard 1983a Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

67. Chouinard 1985 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

68. Chouinard 1999  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

69. Christiansen 1996 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

70. CL3-20098-022 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

71. CL3-20098-023 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

72. CL3-20098-024 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

73. CL3-20098-026 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

74. CL3-20098-036 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

75. CL3-20098-048 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

76. CL3-20098-062 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

77. CL3-20098-070 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

78. Claghorn 1983 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

79. Claghorn 1995  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

80. Claghorn 1996 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

81. Clayton 2003  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

82. Clayton 2006a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

83. Clayton 2006b  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

84. Clayton 2013  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

85. Clayton 2015 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 
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86. Clerc 1994 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

87. Clerc 2001 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

88. CN104-002  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

89. CN104-045   Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

90. CN104-054   Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

91. Cohn 1985a Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

92. Cohn1990 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

93. Cohn 1996  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

94. Coleman 1999  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

95. Coleman 2001  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

96. Colonna 2005  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Low risk of bias 

97. Corrigan 2000   Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

98. Corruble 2013  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

99. Costaesilva 1998 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

100. Croft 1999  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

101. Croft 2014  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

102. Cunningham 1994  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

103. Cunningham 1997  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

104. Cutler 2009 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

105. Dalery 2003 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

106. D'Amico 1990  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

107. Davidson 2002  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

108. Debonnel 2000  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias High risk of bias 

109. Debus 1988 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

110. DeMartinis 2007  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

111. Demyttenaere 1998   Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

112. DeRonchi 1998 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

113. Detke 2002a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

114. Detke 2002b  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

115. Detke 2004  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

116. Deushle 2003 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias High risk of bias 
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117. DeWilde 1983a Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

118. DeWilde 1993 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

119. Dierick 1996 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

120. Dimidjian 2006 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

121. Dominguez 1985 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias High risk of bias 

122. Doogan 1994 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

123. DUAG 1990 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

124. Dube 2010  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

125. Dunbar 1993a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

126. Dunbar 1993b   Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

127. Dunbar 1993c   Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

128. Dunbar 1993d  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

129. Dunlop 2011  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

130. Dunner 1992  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

131. E-1569 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

132. Edwards 1989  Unclear risk of bias Unclear risk of bias Low risk of bias Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

133. Ekselius 1997 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias 

134. Faber 1995  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

135. Fabre 1979 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

136. Fabre 1996 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

137. Falk 1989 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

138. Fang 1997  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

139. Fava 1998 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

140. Fava 2002 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

141. Fava 2005 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

142. Fawcett 1989 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

143. Feiger 1996 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

144. Feighner 1979 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

145. Feighner 1980 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

146. Feighner 1984 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

147. Feighner 1989a Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 
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148. Feighner 1989b Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

149. Feighner 1991 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

150. Feighner 1993a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

151. Feighner 1993b  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

152. Feighner 1993c  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

153. Feighner 1993d  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

154. Feighner 1993e  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

155. Feighner 1993f  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

156. Feighner 1998 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

157. Feighner 1999  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

158. Fontaine 1994  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

159. Frank 2004 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

160. Fudge 1990 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

161. Gagiano 1993 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

162. Gastpar 2006 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

163. Gelenberg 1990 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

164. Gentil 2000 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

165. Georgotas 1982 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

166. Geretsegger 1995  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

167. Gerner 1980 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

168. Gillin 1997 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

169. Ginestet 1989 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

170. Golden 2002a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

171. Golden 2002b  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

172. Goldstein 2002  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

173. Goldstein 2004a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

174. Goldstein 2004b  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

175. Gommoll 2014  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

176. Goodarzi 2015 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

177. Gorman 2002  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

178. Griebel 2012  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 
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179. Griebel 2012b  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

180. Grunebaum 2011 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias High risk of bias 

181. GSK14 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

182. Guelfi 1995  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias High risk of bias 

183. Guelfi 1998 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

184. Guillibert 1989  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

185. Hackett 1998 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

186. Hale 2010  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

187. Halikas 1995  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

188. Hao 2014 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias 

189. Harris 1991 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

190. Heiligenstein 1994 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

191. Heller 2009 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

192. Henigsberg 2012  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

193. Heun 2013  Unclear risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

194. Hewett 2009  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

195. Hewett 2010a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

196. Hewett 2010b  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

197. Hicks 1988 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

198. Hicks 2002 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

199. Higuchi 2014 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias 

200. Higuchi 2009 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

201. Higuchi 2011 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

202. Hirayasu 2011a Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

203. Hirayasu 2011b Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

204. Hong 2003  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

205. Hormazabal 1985 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

206. Hosseini 2015  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

207. Hoyberg 1996  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

208. Hsu 2011 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

209. Hu 2009 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 
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210. Hunter 2010 (Study 1) Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

211. Hunter 2010 (Study 2) Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

212. Hunter 2010 (Study 3) Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

213. Hutchinson 1992 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

214. Itil 1983 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

215. Iwata 2013 Unclear risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

216. Jacobsen 2015  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

217. Jain 2013  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

218. Jefferson 2000  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

219. Jefferson 2006 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

220. Jiang 2009 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

221. Judd 1993 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

222. Kamijima 2013  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

223. Kane 1983 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

224. Kasper 2005a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

225. Kasper 2005b Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

226. Kasper 2012  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias High risk of bias 

227. Katona 2012  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

228. Katz 1993a Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

229. Katz 1993b Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

230. Katz 2004 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

231. Kavoussi 1997 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias 

232. Keegan 1991 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

233. Kellams 1979 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

234. Keller 2006a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

235. Keller 2006b  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

236. Keller 2006c  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

237. Keller 2007  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias 

238. Kennedy 2005  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

239. Kennedy 2008  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

240. Kennedy 2014  Unclear risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 
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241. Kerkhofs 1990 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

242. Kerr 1984 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

243. Khan 1998 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

244. Khan 2007  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

245. Khan 2011  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

246. Kiev 1997 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

247. Kinoshita 2009 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

248. Koshino 2013  Unclear risk of bias Low risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

249. Kramer 1998 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

250. Kuhs 1989  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

251. Kusalic 1993 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

252. Kyle 1998  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

253. Laakman 1988   Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

254. Lalit 2004 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

255. Lam 1995 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

256. Langlois 1985 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

257. Lapierre 1980 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Low risk of bias 

258. Lapierre 1987 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

259. Larsen 1989 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

260. Learned 2012a Study1  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

261. Learned 2012b Study2  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

262. Lecrubier 1997 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

263. Lee 2007  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

264. Leinonen 1997 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

265. Leinonen 1999  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

266. Lemoine 2007 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

267. Lepine 2000 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

268. Lepola 2003  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

269. Li 2006 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

270. Li 2010 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Low risk of bias 

271. Lieberman 2008a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 
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272. Lieberman 2008b  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

273. Liebowitz 2008  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

274. Liebowitz 2013  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

275. Lineberry 1990  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

276. Loo 2002  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

277. LopezRodriguez 2004 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias 

278. Lv 2013 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

279. Lydiard 1989 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

280. Lydiard 1997 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

281. M/2020/0046  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

282. M/2020/0047  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

283. Mahableshwarkar 2013  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

284. Mahableshwarkar 
2015a  

Unclear risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

285. Mahableshwarkar 
2015b  

Unclear risk of bias Low risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

286. Mahableshwarkar 
2015c  

Unclear risk of bias Low risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

287. Mann 1981 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

288. Manna 1989 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

289. Mao 2008 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

290. Mao 2015  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias High risk of bias 

291. March 1990 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

292. Marchesi 1998   Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

293. Masco 1985 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

294. Mathews 2015  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

295. McGrath 2000 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

296. McIntyre 2014  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

297. McPartlin 1998 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

298. MDF/29060/III/070/88/
MC 

Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

299. MDUK/26090/III/83/00
7  

Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

300. Mehtonen 2000 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

301. Mendels 1995  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 
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302. Mendels 1999  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

303. Miller 1989  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

304. MIR 003-003  Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Low risk of bias Unclear risk of bias 

305. MIR 003-020  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

306. MIR 003-021  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

307. MIR 84062  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

308. Mischoulon 2014  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

309. Miura 2000 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

310. Moises 1981 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

311. Moller 1993  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

312. Moller 1998  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

313. Moller 2000 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

314. Montgomery 1992  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

315. Montgomery 2004a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

316. Montgomery 2004b  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

317. Montgomery 2013  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

318. Moon 1994 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

319. Moore 2005 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

320. Moreno 2005 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

321. Moscovitch 2004 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

322. Mullin 1996 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

323. Mundt 2012  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

324. Munizza 2006 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

325. Murasaki 1998 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

326. Murasaki 2010a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

327. Murasaki 2010b  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

328. MY-1008/CPMS-076  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

329. MY-1042/CPMS-251 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

330. MY-1043/BRL-
029060/115 

Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

331. MY-1045/BRL-
029060/1  

Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 
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332. Mynors-Wallis 1995 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

333. NCT00822744 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

334. NCT01020799 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

335. NCT01145755 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias 

336. NCT01254305 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias 

337. NCT01255787  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

338. NCT01355081  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

339. NCT01808612 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

340. Nemeroff 1995 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

341. Nemeroff 2007 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

342. Newhouse 2000 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

343. Nierenberg 2007  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

344. Ninan 2003  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

345. NKD20006  Unclear risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

346. Noguera 1991 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

347. Norton 1984 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

348. Oakes 2012a  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias 

349. Oakes 2012b  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias 

350. Olie 1997 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

351. Olie 2007  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

352. Ontiveros 1994  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

353. OntiverosSanchez 
1998   

Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

354. Ottevanger 1995 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

355. Ou 2010 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

356. PAR 01 001  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

357. PAR 279 MDUK Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

358. PAR 29060.308  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Low risk of bias 

359. PAR 29060.310  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

360. PAR 29060.314  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

361. PAR 29060.316  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

362. PAR 29060.318  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 
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363. PAR 29060/281  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

364. PAR MDUK 032 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

365. Patris 1996  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

366. Paykel 1988 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

367. Pelicier 1993  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

368. Perahia 2006  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

369. Perahia 2008a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

370. Perahia 2008b  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

371. Pomara 2013 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

372. Preskorn 1991 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

373. PZ/109 Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias High risk of bias 

374. PZ/111 Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias High risk of bias 

375. Quera-Salva 2010  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

376. Raft 1981 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

377. Rapaport 1996 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

378. Rapaport 2003  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

379. Rapaport 2009  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

380. Raskin 2007  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

381. Ravindran 1995 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

382. Ravindran 1997  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

383. Reimherr 1990  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

384. Reimherr 1998  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

385. Remick 1994 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

386. Rickels 1982 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

387. Rickels 1985 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

388. Rickels 1994  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

389. Rickels 1995  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

390. Rickels 2009  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

391. Robinson 2014  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

392. Roffman 1982 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

393. Roose 2004  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 
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394. Ropert 1989   Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

395. Rossini 2005 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

396. Roth 1990 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

397. Rouillon 1991  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

398. Rowan 1980 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

399. Rudolph 1998  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

400. Rudolph 1999 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

401. Rush 1998  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

402. Rush 2001 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

403. Sacchetti 2002  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

404. Sambunaris 2014  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

405. Samuelian 1998 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

406. Sauer 2003 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

407. Schatzberg 2002  Low risk of bias Unclear risk of bias Low risk of bias Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

408. Schatzberg 2006a Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

409. Schneider 2003 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

410. Schoene 1993  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

411. Schwartz 2002  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

412. Schweizer 1994  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

413. SCT-MD-09 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Low risk of bias 

414. SCT-MD-49  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

415. Sechter 1999 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

416. Sechter 2004 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

417. SER 101  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias High risk of bias 

418. SER 310  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

419. SER 315  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

420. SER-CHN-1 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

421. Settle 1999 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

422. Shaw 1986 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

423. Sheehan 2009a Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

424. Sheehan 2009b  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 
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425. Shelton 2006  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

426. Shipley 1981 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

427. Shu 2014  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

428. Silverstone 1999 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

429. Sir 2005 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

430. Smeraldi 1998 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

431. Smith 1990  Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Low risk of bias High risk of bias 

432. Sramek 1995 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

433. Stahl 2000 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias High risk of bias 

434. Stahl 2010  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

435. Staner 1995  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

436. Stark 1985 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

437. Stratas 1984 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias High risk of bias 

438. Studie009  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

439. Studie032  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

440. Study 015 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

441. Study 032a  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

442. Study 043 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

443. Study 045 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

444. Study 049 Unclear risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

445. Study 19  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

446. Study 205  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

447. Study 25  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

448. Study 62a  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

449. Study 62b  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

450. Study 89306  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

451. Study HMAQ - Group 
B  

Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

452. Szegedi 2006 Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

453. Thase 1997  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

454. Thase 2006  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

455. Thomson 1982 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 
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456. Tignol 1993  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

457. Timmerman 1993  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

458. Tollefson 1995 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

459. Tomarken 2004 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Low risk of bias 

460. Tourian 2009  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

461. Trivedi 2004  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

462. Tsutsui 2000 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

463. Tylee 1997 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

464. Tzanakaki 2000 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

465. Upward 1988 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Low risk of bias 

466. Van de Merwe 1984 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

467. vanMoffaert 1995a Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Low risk of bias 

468. vanMoffaert 1995b Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

469. Vartiainen 1994  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

470. VEN 600A-303  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

471. VEN 600A-313 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

472. VEN XR 367  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

473. Ventura 2007  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

474. Versiani 1999 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

475. Versiani 2000  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

476. Versiani 2005 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

477. Wade 2002  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

478. Wade 2003  Unclear risk of bias Low risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias 

479. Wade 2007  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

480. Walczak 1996 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

481. Wang 2014  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

482. Wang 2015  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

483. Weisler 1994 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

484. WELL 029 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

485. WELL AK140016 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

486. WELL AK1A4006 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 
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487. Wellbutrin 06 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Low risk of bias 

488. Wellbutrin 25 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

489. Wheatley 1998 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Unclear risk of bias 

490. Wilcox 1994 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

491. Winokur 2003 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias Low risk of bias 

492. Yang 2003 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

493. Yevtushenko 2007 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias 

494. Young 1987   Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

495. Zajecka 2010  Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

496. Zhang 2014 Low risk of bias Low risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

497. Zivkov 1995  Low risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

498. 845 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

499. 003-008  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias High risk of bias 

500. 003-042 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias High risk of bias 

501. 003-048 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Stated but not tested Low risk of bias High risk of bias 

502. 030A2-0004/030A2-0005   Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias High risk of bias Unclear risk of bias 

503. 03A0A-004A  Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

504. 0600A1-300 Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias Unclear risk of bias 

505. 0600A1-372 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

506. 0600A-326 Low risk of bias Unclear risk of bias Stated but not tested Unclear risk of bias Unclear risk of bias Low risk of bias High risk of bias 

507. 0600A-332 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

508. 0600A-347 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

509. 0600A-349 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

510. 0600A-626 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

511. 0600A-654 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias High risk of bias 

512. 0600B1-367 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

513. 0600B1-384 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

514. 0600B1-402 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

515. 244 (EMD 68 843-009) Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

516. 245 (EMD 68 843-010) Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 

517. 246 (SB 659746-003) Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Unclear risk of bias Unclear risk of bias 
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518. 247 (SB 659746-014) Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 

519. 248 (SB 659746-002) Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

520. 29060 07 001 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

521. 29060/299 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias High risk of bias 

522. 29060/356 Unclear risk of bias Unclear risk of bias Stated but not tested Stated but not tested Unclear risk of bias Low risk of bias Unclear risk of bias 
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4 Definition of covariates 

4.1 Sponsorship 

We rated each arm of a study as being “sponsored” when it was indicated anywhere in the text that the study 

was funded/sponsored by the company which manufactured or marketed the drug in question, or if one or 

more of the authors were affiliated with the company in question, or if the data came from the documents 

provided by or obtained from the company website. We rated the sponsorship as "Unclear" if the authors only 

listed the names of the companies in question in their declaration of conflicts of interest. 

When one of the arms was “sponsored” thus defined, we regarded that the study was sponsored. 

Sponsorship bias was considered at the arm level. Arms in trials sponsored by an academic, governmental or 

non-for-profit organization were considered to be at low risk of bias. In trials that received finding by industry 

we considered the arm examining the drug manufactured by the company to be at high risk of bias whereas 

the comparator arm not associated with the company to be at low risk of bias.  Arms in studies with unclear 

sponsoring were considered at high risk of bias.  

4.2 Baseline severity 

To make the mean baseline severity scores of participants comparable across studies that used different rating 

scales we used the transformation tables provided online at http://www.ids-qids.org/index2.html - table1 

(tables 3, 4). We converted all values into HAMD17 scale. We excluded studies that used HAMD29, 

HAMD31 or other scales that we could not transform into HAMD17 using this online tool. We included 

studies that reported the use of a HAMD scale without specifying which HAMD scale was used by assuming 

that such studies used the HAMD17 scale. 

4.3 Novelty of the agent 

In each study we rate the drug of interest as “novel” in comparison with placebo or with an older standard 

drug. The “oldness” of the drug was judged according to the region where the study was conducted because 

when and whether a drug was marked would be different from region to region in the world. When such 

information was unclear, we rated novelty of the agent as “Unclear.” 

4.4 Licensed and accepted dose ranges 

 Licensed dose range: dosage approved by 

FDA and EMA (if the drug was not licensed 

in USA or Europe, we used BNF) (mg/day) 

Accepted dose range: Range accepted/ recommended in main 

clinical guidelines, including starting dose by FDA (mg/day) 

Accepted range Accepted but 

lower than 

licensed range 

Accepted but 

higher than 

licensed range 

Agomelatine 25-50 25-50 - - 

Amitriptyline 75-200 50a-300 50-74 201-300 
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Bupropion 300–450 200a-450 200-299 - 

Citalopram 20–40 20-60 - 41-60 

Clomipramine 30-250 10-300 10-29 251-300 

Desvenlafaxine 50-100 50-100 - - 

Duloxetine 40-120 30-120 30-39 - 

Escitalopram 10-20 10-30 - 21-30 

Fluoxetine 20-80 10-80 10-19 - 

Fluvoxamine 50-300 50-300 - - 

Levomilnacipran 40-120 20a-120 20-39 - 

Milnacipran 50-200 50-200 - - 

Mirtazapine 15-45 15-45 - - 

Nefazodone 300-600 150-600 150-299 - 

Paroxetine 20-50 20-60 - 51-60 

Reboxetine 8-12 4-12 4-7 - 

Sertraline 50-200 50-200 - - 

Trazodone 150-400 150-600 - 401-600 

Venlafaxine 75-375 75-375 - - 

Vilazodone 20-40 10a-40 10-19 - 

Vortioxetine 5-20 5-20 - - 

a: Starting dose in FDA, which should usually be increased 

4.5 Unpublished data 

For all studies we sought information about the response to treatment from published and unpublished data.  

The flowchart below presents the followed hierarchy when extracting response rates from published and 

unpublished reports of trials.  
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Studies can be classified into the following 6 categories. These categories are grouped into forming the 

variables “Response rate presented in published report” and “Unpublished report available and presents 

adequate response data” as shown in the following table.  

 

Trial category 

Number of trials 

(arms) 

Variable 

“Response rate 

presented in 

published 

report” 

Variable 

“Unpublished 

report available 

and presents 

adequate 

response data” 

No response rates were reported in in the 

published or the unpublished study reports 
35 (56) 

Excluded from 

the analysis of 

response 

NO 

 

No response data presented in the published 

report. Response rate is presented in the 

unpublished report (and recorded).  

73 (123) 

 

NO 

 

YES 

 

Does the published report present response rates?

Yes: Is the upublished 
report available for this 

study?

Yes: Does the unpublish 
report present response 
rates or numerical data 

enabling you to calculate 
response rates?

Yes: Do response rates from 
published and unpublished 

reports agree?

Yes: Record the response 
rate from either published 

or unpublished report

No: Record the 
response rate from 

the unpublished 
report

No: Record the 
response rate 

from the 
published report

No: Record the 
response rate 

from the 
published report

No: Is the upublished report 
available for this study?

No: Exclude the 
study from the 

response analysis 

Yes: Does the unpublish report 
present response rates or 

numerical data enabling you to 
calculate response rates?

Yes: Record the response rate 
from the unpublished report

No: Exclude the study from 
the response analysis



 136 

The published report presents some 

information about response but the 

numerical data reported is not sufficient to 

estimate response rates.  Response rate is 

recorded from unpublished reports. 

22 (43) 

 

Response rates are presented both in 

published and unpublished reports but 

figures do not match. We recorded response 

rates from the unpublished reports.  

26 (36) 

YES 

Response rates imputed from other relevant 

information presented in the published 

reports (e.g. from continuous outcomes). 

There is no unpublished study report or the 

unpublished report presents insufficient data 

to calculate response rates.  

51 (78) 

NO 

 

Response rates are presented in published 

report. There is no unpublished study report 

or the unpublished report presents 

insufficient data to calculate response rates. 

164 (277) 

Response rates are presented both in 

published and unpublished reports and 

figures do match.  

50 (93) YES 

 

4.6 Risk of bias in the included studies 

Two independent reviewers assessed RoB of each study for the primary outcome of efficacy in the following 

domains: sequence generation, allocation concealment, blinding of participant, blinding of therapist, blinding 

of assessor, selective reporting and attrition. 

Then we summatively rated the overall RoB of each study as follows : Studies were classified as having low 

risk of bias if none of the domains above was rated as high risk of bias and three or less were rated as unclear 

risk; moderate if one was rated as high risk of bias or none was rated as high risk of bias but four or more 

were rated as unclear risk, and all other cases were assumed to pertain to high risk of bias. 
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5 Heterogeneity parameter standard deviations estimated in various models 

We present heterogeneity τ with 95% credible intervals (CrI). 

5.1 Primary outcomes 

5.1.1 Response 

Network τ (from NMA in all trials, n=433)= 0.21 (0.17,0.25) 

Network τ (from NMA in head-to-head trials, n=180)= 0.16 (0.04,0.25) 

Placebo-controlled trials common τ (from pairwise meta-analyses sharing the same τ)= 0.22 (0.17,0.27) 

Head-to-head  trials common τ (from pairwise meta-analyses sharing the same τ)= 0.17 (0.08,0.25) 

5.1.2 Dropouts for any reason 

Network τ (from NMA in all trials, n=423)= 0.20 (0.15,0.25) 

Network τ (from NMA in in head-to-head trials, n=174)= 0.11 (0.00,0.23) 

Placebo-controlled trials common τ (from pairwise meta-analyses sharing the same τ)= 0.22 (0.17,0.28) 

Head-to-head  trials common τ (from pairwise meta-analyses sharing the same τ)= 0.09 (0.01,0.20) 

5.2 Secondary outcomes 

5.2.1 Efficacy continuous 

Network τ (from NMA in all trials, n=391)= 0.12 (0.10,0.14) 

Network τ (from NMA in head-to-head trials, n=155)= 0.08 (0.03,0.13) 

Placebo-controlled trials common τ (from pairwise meta-analyses sharing the same τ)= 0.14 (0.11,0.16) 

Head-to-head  trials common τ (from pairwise meta-analyses sharing the same τ)= 0.08 (0.04,0.12) 

5.2.2 Remission 

Network τ (from NMA in all trials, n=417)= 0.19 (0.15,0.24) 

Network τ (from NMA in head-to-head trials, n=172)=0.18 (0.06,0.28) 

Placebo-controlled trials common τ (from pairwise meta-analyses sharing the same τ)= 0.19 (0.13,0.25) 

Head-to-head  trials common τ (from pairwise meta-analyses sharing the same τ)= 0.20 (0.12,0.28) 

5.2.3 Dropouts due to adverse events 

Network τ (from NMA in all trials, n=395)= 0.32 (0.23,0.40) 

Network τ (from NMA in in head-to-head trials, n=154)= 0.31 (0.10,0.48) 

Placebo-controlled trials common τ (from pairwise meta-analyses sharing the same τ)= 0.28 (0.14,0.39) 

Head-to-head  trials common τ (from pairwise meta-analyses sharing the same τ)= 0.19 (0.03,0.35) 



 138 

6 Estimation of inconsistency: summary of results 

Outcome and 
Data 

Number 
of 

studies 

Number of 
inconsistent 
loops out of 

total  
(loop-specific 

method) 

Percentage of 
the 

inconsistent 
loops 

Number of 
inconsistent 
comparisons 
out of total 

(SIDE splitting) 

Percentage of 
the 

inconsistent 
comparisons 

p-value of 
the Design-

by-
Treatment 

test 

Response all 
trials 

432 17/219 8% 8/93 9% 0.0631 

Response  
head-to-head 

179 11/140 8% 5/69 7% 0.3182 

Dropout for any 
reason all trials 

422 16/210 8% 4/91 4% 0.2190 

Dropout for any 
reason head-to-

head trials 

173 11/122 9% 4/66 6% 0.0544 

Efficacy 
continuous all 

trials 

390 13/200 7% 5/90 6% 0.7872 

Efficacy 
continuous 

head-to-head 
trials 

154 6/115 5% 3/64 5% 0.8145 

Remission 
all trials 

416 13/206 6% 9/91 10% 0.4655 

Remission 
head-to-head 

trials 

171 9/119 8% 6/65 9% 0.0652 

Dropout due to 
AE all trials 

394 16/204 8% 7/90 8% 0.0008 

Dropout due to 
AE  

head-to-head 

155 10/113 9% 9/63 14% 0.0034 
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7 Analyses of the all trials network (including placebo arms) 

7.1 Results from pairwise meta-analyses 

In the following pairwise meta-analyses, we assumed two heterogeneity variance parameters: one for placebo-

controlled trials and one for head-to-head trials. 

 

Drugs are reported in alphabetical order. Results are the ORs (with 95% CrI) in the column-defining treatment 

compared with the row-defining treatment. For efficacy, ORs higher than 1 favour the column-defining 

treatment (ie, the first in alphabetical order). For acceptability, ORs lower than 1 favour the first drug in 

alphabetical order. To obtain ORs for comparisons in the opposite direction, reciprocals should be taken. 
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7.1.1 Response 

Agom ‐ ‐ ‐ ‐ ‐ 
1.32 
(0.77,
2.25) 

0.81 
(0.49,
1.33) 

0.98 
(0.76,
1.28) 

‐ ‐ ‐ ‐ ‐ 
1.17 
(0.91,
1.51) 

‐ ‐ ‐ 
0.73 
(0.47,
1.15) 

‐ ‐ 
0.64 
(0.53,
0.76) 

‐ Amit ‐ ‐ ‐ ‐ ‐ ‐ 
0.93 
(0.68,
1.28) 

0.92 
(0.56,
1.50) 

‐ 
0.85 
(0.46,
1.55) 

0.95 
(0.61,
1.49) 

‐ 
0.93 
(0.74,
1.18) 

‐ 
0.77 
(0.60,
0.99) 

0.78 
(0.49,
1.27) 

0.84 
(0.48,
1.49) 

‐ ‐ 
0.37 
(0.31,
0.45) 

‐ ‐ Bupr ‐ ‐ ‐ ‐ 
1.07 
(0.70,
1.62) 

1.20 
(0.83,
1.71) 

‐ ‐ ‐ ‐ ‐ 
1.00 
(0.47,
2.12) 

‐ 
1.13 
(0.12,
9.74) 

0.47 
(0.21,
1.05) 

0.85 
(0.49,
1.47) 

‐ ‐ 
0.67 
(0.56,
0.81) 

‐ ‐ ‐ Cita 
1.78 
(0.79,
4.08) 

‐ ‐ 
1.35 
(1.09,
1.67) 

1.04 
(0.69,
1.56) 

0.91 
(0.46,
1.78) 

‐ ‐ 
0.74 
(0.34,
1.63) 

‐ 
0.74 
(0.41,
1.33) 

0.58 
(0.34,
0.99) 

1.18 
(0.74,
1.89) 

‐ 
0.55 
(0.29,
1.06) 

1.11 
(0.76,
1.62) 

‐ 
0.66 
(0.54,
0.81) 

‐ ‐ ‐ 
0.56 
(0.25,
1.26) 

Clom ‐ ‐ ‐ 
1.65 
(1.01,
2.70) 

0.53 
(0.18,
1.49) 

‐ 
1.17 
(0.50,
2.75) 

‐ ‐ 
1.10 
(0.82,
1.48) 

‐ 
1.05 
(0.61,
1.82) 

0.62 
(0.26,
1.43) 

1.68 
(0.90,
3.12) 

‐ ‐ ‐ 

‐ ‐ ‐ ‐ ‐ Desv 
1.21 
(0.72,
2.02) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.68 
(0.56,
0.82) 

0.76 
(0.44,
1.30) 

‐ ‐ ‐ ‐ 
0.83 
(0.49,
1.39) 

Dulo 
1.18 
(0.86,
1.62) 

0.81 
(0.43,
1.51) 

‐ ‐ ‐ ‐ ‐ 
1.02 
(0.82,
1.28) 

‐ ‐ ‐ 
1.11 
(0.77,
1.61) 

‐ 
0.72 
(0.58,
0.90) 

0.52 
(0.45,
0.60) 

1.24 
(0.75,
2.03) 

‐ 
0.94 
(0.62,
1.42) 

0.74 
(0.60,
0.92) 

‐ ‐ 
0.85 
(0.62,
1.16) 

Esci 
0.88 
(0.61,
1.27) 

‐ ‐ ‐ ‐ ‐ 
1.00 
(0.73,
1.38) 

‐ 
1.17 
(0.77,
1.80) 

‐ 
0.83 
(0.52,
1.31) 

‐ ‐ 
0.69 
(0.60,
0.80) 

1.02 
(0.78,
1.32) 

1.07 
(0.78,
1.46) 

0.84 
(0.59,
1.20) 

0.97 
(0.64,
1.45) 

0.60 
(0.37,
0.99) 

‐ 
1.24 
(0.66,
2.31) 

1.13 
(0.79,
1.63) 

Fluo 
1.03 
(0.61,
1.76) 

‐ 
0.85 
(0.54,
1.32) 

1.34 
(0.99,
1.84) 

1.04 
(0.53,
2.01) 

1.05 
(0.86,
1.28) 

0.81 
(0.58,
1.15) 

1.43 
(1.08,
1.89) 

1.22 
(0.69,
2.11) 

1.24 
(1.04,
1.50) 

‐ ‐ 
0.70 
(0.62,
0.79) 

‐ 
1.09 
(0.67,
1.79) 

‐ 
1.10 
(0.56,
2.18) 

1.90 
(0.67,
5.69) 

‐ ‐ ‐ 
0.97 
(0.57,
1.65) 

Fluv ‐ 
1.72 
(0.96,
3.15) 

1.14 
(0.71,
1.82) 

‐ 
1.14 
(0.60,
2.17) 

‐ 
0.63 
(0.33,
1.20) 

‐ 
2.40 
(0.98,
5.97) 

‐ ‐ 
0.48 
(0.36,
0.65) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ Levo ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.63 
(0.49,
0.81) 

‐ 
1.18 
(0.65,
2.15) 

‐ ‐ 
0.86 
(0.36,
2.02) 

‐ ‐ ‐ 
1.18 
(0.76,
1.84) 

0.58 
(0.32,
1.04) 

‐ Miln ‐ ‐ 
1.05 
(0.74,
1.49) 

‐ 
0.46 
(0.05,
2.80) 

‐ ‐ ‐ ‐ ‐ 

‐ 
1.05 
(0.67,
1.64) 

‐ 
1.34 
(0.61,
2.97) 

‐ ‐ ‐ ‐ 
0.75 
(0.54,
1.01) 

0.88 
(0.55,
1.41) 

‐ ‐ Mirt ‐ 
1.03 
(0.76,
1.41) 

‐ 
1.03 
(0.58,
1.81) 

0.66 
(0.39,
1.12) 

0.73 
(0.48,
1.12) 

‐ ‐ 
0.55 
(0.43,
0.71) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.96 
(0.50,
1.88) 

‐ ‐ ‐ ‐ Nefa 
1.33 
(0.75,
2.43) 

‐ 
0.86 
(0.42,
1.74) 

‐ ‐ ‐ ‐ 
0.57 
(0.42,
0.77) 

0.85 
(0.66,
1.10) 

1.07 
(0.84,
1.35) 

1.00 
(0.47,
2.12) 

1.35 
(0.75,
2.45) 

0.91 
(0.68,
1.22) 

‐ 
0.98 
(0.78,
1.22) 

1.00 
(0.73,
1.36) 

0.96 
(0.78,
1.16) 

0.88 
(0.46,
1.68) 

‐ 
0.95 
(0.67,
1.35) 

0.97 
(0.71,
1.32) 

0.75 
(0.41,
1.34) 

Paro 
0.81 
(0.60,
1.08) 

1.11 
(0.72,
1.72) 

0.58 
(0.32,
1.02) 

1.58 
(1.09,
2.31) 

‐ ‐ 
0.60 
(0.53,
0.67) 

‐ ‐ ‐ 
1.74 
(1.01,
2.98) 

‐ ‐ ‐ ‐ 
1.23 
(0.87,
1.72) 

‐ ‐ ‐ ‐ ‐ 
1.24 
(0.92,
1.66) 

Rebo ‐ ‐ 
0.95 
(0.47,
1.92) 

‐ ‐ 
0.70 
(0.56,
0.87) 

‐ 
1.29 
(1.01,
1.66) 

0.88 
(0.10,
8.13) 

0.84 
(0.53,
1.35) 

0.95 
(0.55,
1.65) 

‐ ‐ 
0.85 
(0.56,
1.31) 

0.70 
(0.53,
0.92) 

1.58 
(0.84,
3.01) 

‐ 

2.18 
(0.36,
19.73

) 

0.98 
(0.55,
1.73) 

1.16 
(0.58,
2.37) 

0.90 
(0.58,
1.38) 

‐ Sert 
1.82 
(0.79,
4.27) 

1.18 
(0.77,
1.81) 

‐ ‐ 
0.62 
(0.53,
0.74) 

‐ 
1.28 
(0.79,
2.06) 

2.11 
(0.95,
4.73) 

‐ 
1.62 
(0.70,
3.79) 

‐ ‐ ‐ 
0.82 
(0.47,
1.44) 

‐ ‐ ‐ 
1.51 
(0.89,
2.57) 

‐ 
1.73 
(0.98,
3.08) 

‐ 
0.55 
(0.23,
1.27) 

Traz 
1.58 
(0.91,
2.79) 

‐ ‐ 
0.56 
(0.41,
0.76) 

1.36 
(0.87,
2.15) 

1.19 
(0.67,
2.09) 

1.17 
(0.68,
2.02) 

1.81 
(0.94,
3.48) 

0.60 
(0.32,
1.11) 

‐ 
0.90 
(0.62,
1.30) 

1.21 
(0.77,
1.92) 

0.81 
(0.67,
0.97) 

0.42 
(0.17,
1.02) 

‐ ‐ 
1.37 
(0.89,
2.09) 

‐ 
0.63 
(0.43,
0.92) 

1.05 
(0.52,
2.12) 

0.84 
(0.55,
1.30) 

0.63 
(0.36,
1.10) 

Venl ‐ 
1.19 
(0.80,
1.76) 

0.56 
(0.48,
0.65) 

‐ ‐ ‐ 
0.90 
(0.62,
1.31) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ Vila ‐ 
0.64 
(0.50,
0.81) 

‐ ‐ ‐ ‐ ‐ ‐ 
1.38 
(1.11,
1.72) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.84 
(0.57,
1.25) 

‐ Vort 
0.57 
(0.49,
0.67) 

1.57 
(1.31,
1.87) 

2.69 
(2.22,
3.26) 

1.49 
(1.23,
1.80) 

1.51 
(1.24,
1.84) 

‐ 
1.48 
(1.21,
1.80) 

1.93 
(1.68,
2.23) 

1.44 
(1.25,
1.67) 

1.43 
(1.26,
1.61) 

2.07 
(1.53,
2.78) 

1.59 
(1.23,
2.06) 

‐ 
1.82 
(1.41,
2.35) 

1.75 
(1.29,
2.37) 

1.67 
(1.49,
1.87) 

1.43 
(1.15,
1.79) 

1.60 
(1.35,
1.90) 

1.79 
(1.32,
2.41) 

1.79 
(1.54,
2.08) 

1.57 
(1.23,
2.00) 

1.75 
(1.49,
2.05) 

Plac 
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7.1.2 Dropouts for any reason 

Ago
m 

‐ ‐ ‐ ‐ ‐ 
0.86 
(0.49,
1.50) 

1.29 
(0.71,
2.35) 

1.04 
(0.80,
1.35) 

‐ ‐ ‐ ‐ ‐ 
1.01 
(0.77,
1.31) 

‐ ‐ ‐ 
2.06 
(1.30,
3.42) 

‐ ‐ 
1.16 
(0.94,
1.43) 

‐ Amit 
1.88 
(0.71,
6.25) 

‐ ‐ ‐ ‐ ‐ 
0.63 
(0.45,
0.87) 

0.74 
(0.47,
1.19) 

‐ 
0.99 
(0.48,
1.98) 

1.17 
(0.76,
1.84) 

‐ 
1.00 
(0.78,
1.26) 

‐ 
0.93 
(0.73,
1.20) 

1.01 
(0.58,
1.74) 

1.00 
(0.54,
1.88) 

‐ ‐ 
1.33 
(1.08,
1.63) 

‐ 
0.53 
(0.16,
1.40) 

Bupr ‐ ‐ ‐ ‐ 
1.07 
(0.71,
1.62) 

0.99 
(0.72,
1.38) 

‐ ‐ ‐ ‐ ‐ 
1.37 
(0.60,
3.05) 

‐ ‐ 
0.92 
(0.44,
1.92) 

1.15 
(0.72,
1.87) 

‐ ‐ 
0.99 
(0.81,
1.23) 

‐ ‐ ‐ Cita 
0.62 
(0.21,
1.61) 

‐ ‐ 
0.88 
(0.67,
1.16) 

0.87 
(0.58,
1.30) 

1.45 
(0.74,
2.89) 

‐ ‐ 
2.44 
(1.01,
6.12) 

‐ 
1.10 
(0.59,
2.01) 

1.60 
(0.92,
2.83) 

1.61 
(0.97,
2.68) 

‐ 

10.11 
(2.19,
88.50

) 

1.21 
(0.80,
1.82) 

‐ 
0.95 
(0.75,
1.21) 

‐ ‐ ‐ 
1.61 
(0.62,
4.77) 

Clom ‐ ‐ ‐ 
0.65 
(0.36,
1.17) 

2.04 
(0.40,
11.26

) 

‐ ‐ ‐ ‐ 
0.65 
(0.49,
0.85) 

‐ 
0.54 
(0.28,
1.07) 

‐ 
0.96 
(0.41,
2.35) 

‐ ‐ 

2.31 
(0.42,
14.70

) 

‐ ‐ ‐ ‐ ‐ Desv 
0.87 
(0.53,
1.36) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.94 
(0.75,
1.17) 

1.16 
(0.67,
2.05) 

‐ ‐ ‐ ‐ 
1.15 
(0.74,
1.87) 

Dulo 
0.62 
(0.46,
0.84) 

1.23 
(0.66,
2.25) 

‐ ‐ ‐ ‐ ‐ 
0.99 
(0.79,
1.24) 

‐ ‐ ‐ 
0.64 
(0.44,
0.94) 

‐ 
0.96 
(0.76,
1.20) 

0.93 
(0.80,
1.10) 

0.78 
(0.43,
1.40) 

‐ 
0.93 
(0.62,
1.40) 

1.13 
(0.86,
1.49) 

‐ ‐ 
1.60 
(1.19,
2.17) 

Esci 
1.13 
(0.78,
1.61) 

‐ ‐ ‐ ‐ ‐ 
1.16 
(0.79,
1.71) 

‐ 
0.92 
(0.61,
1.45) 

‐ 
1.12 
(0.71,
1.76) 

‐ ‐ 
1.01 
(0.85,
1.19) 

0.97 
(0.74,
1.26) 

1.59 
(1.15,
2.23) 

1.01 
(0.73,
1.38) 

1.15 
(0.77,
1.74) 

1.55 
(0.85,
2.74) 

‐ 
0.81 
(0.44,
1.50) 

0.89 
(0.62,
1.28) 

Fluo 
1.18 
(0.63,
2.12) 

‐ 
1.08 
(0.71,
1.65) 

1.39 
(1.01,
1.91) 

2.00 
(0.81,
5.03) 

1.05 
(0.87,
1.26) 

1.39 
(0.99,
1.92) 

0.86 
(0.61,
1.16) 

1.55 
(0.88,
2.74) 

1.14 
(0.94,
1.38) 

‐ ‐ 
1.16 
(1.01,
1.33) 

‐ 
1.36 
(0.84,
2.12) 

‐ 
0.69 
(0.35,
1.34) 

0.49 
(0.09,
2.49) 

‐ ‐ ‐ 
0.85 
(0.47,
1.59) 

Fluv ‐ 
0.77 
(0.36,
1.63) 

1.17 
(0.71,
1.94) 

‐ 
0.74 
(0.39,
1.40) 

‐ 
0.44 
(0.17,
1.05) 

‐ 
0.48 
(0.20,
1.19) 

‐ ‐ 
0.92 
(0.68,
1.24) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ Levo ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.84 
(0.65,
1.09) 

‐ 
1.01 
(0.50,
2.10) 

‐ ‐ ‐ ‐ ‐ ‐ 
0.93 
(0.61,
1.41) 

1.30 
(0.61,
2.81) 

‐ Miln ‐ ‐ 
1.01 
(0.72,
1.40) 

‐ 
0.60 
(0.19,
1.71) 

‐ ‐ ‐ ‐ ‐ 

‐ 
0.85 
(0.54,
1.31) 

‐ 
0.41 
(0.16,
0.99) 

‐ ‐ ‐ ‐ 
0.72 
(0.52,
0.99) 

0.86 
(0.51,
1.40) 

‐ ‐ Mirt ‐ 
1.20 
(0.86,
1.68) 

‐ 
0.77 
(0.43,
1.34) 

1.10 
(0.64,
1.95) 

1.37 
(0.93,
2.05) 

‐ ‐ 
1.10 
(0.85,
1.41) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.50 
(0.20,
1.23) 

‐ ‐ ‐ ‐ Nefa 
0.95 
(0.52,
1.74) 

‐ 
0.98 
(0.48,
2.10) 

‐ ‐ ‐ ‐ 
1.19 
(0.87,
1.61) 

0.99 
(0.76,
1.29) 

1.00 
(0.80,
1.29) 

0.73 
(0.33,
1.67) 

0.91 
(0.50,
1.71) 

1.54 
(1.17,
2.04) 

‐ 
1.01 
(0.81,
1.27) 

0.86 
(0.59,
1.26) 

0.95 
(0.79,
1.15) 

1.35 
(0.71,
2.59) 

‐ 
0.99 
(0.71,
1.38) 

0.84 
(0.59,
1.17) 

1.05 
(0.58,
1.92) 

Paro 
1.24 
(0.95,
1.63) 

1.15 
(0.72,
1.80) 

1.43 
(0.82,
2.48) 

0.82 
(0.57,
1.17) 

‐ ‐ 
1.03 
(0.91,
1.16) 

‐ ‐ ‐ 
0.62 
(0.35,
1.09) 

‐ ‐ ‐ ‐ 
0.72 
(0.52,
1.01) 

‐ ‐ ‐ ‐ ‐ 
0.81 
(0.61,
1.06) 

Rebo ‐ ‐ ‐ ‐ ‐ 
0.94 
(0.74,
1.20) 

‐ 
1.08 
(0.83,
1.38) 

‐ 
0.62 
(0.37,
1.03) 

1.85 
(0.94,
3.59) 

‐ ‐ 
1.08 
(0.69,
1.64) 

1.16 
(0.86,
1.64) 

2.27 
(0.95,
6.05) 

‐ 
1.68 
(0.58,
5.25) 

1.31 
(0.75,
2.31) 

1.02 
(0.48,
2.10) 

0.87 
(0.56,
1.38) 

‐ Sert 
0.57 
(0.17,
1.85) 

1.21 
(0.76,
1.93) 

‐ ‐ 
0.94 
(0.78,
1.12) 

‐ 
0.99 
(0.57,
1.72) 

1.08 
(0.52,
2.27) 

‐ ‐ ‐ ‐ ‐ 
0.65 
(0.36,
1.14) 

‐ ‐ ‐ 
0.91 
(0.51,
1.57) 

‐ 
0.70 
(0.40,
1.23) 

‐ 
1.74 
(0.54,
5.91) 

Traz 
0.86 
(0.42,
1.72) 

‐ ‐ 
0.84 
(0.61,
1.16) 

0.49 
(0.29,
0.77) 

1.00 
(0.53,
1.84) 

0.87 
(0.53,
1.40) 

0.10 
(0.01,
0.46) 

1.05 
(0.43,
2.42) 

‐ 
1.56 
(1.07,
2.28) 

0.89 
(0.57,
1.41) 

0.88 
(0.73,
1.06) 

2.08 
(0.84,
5.12) 

‐ ‐ 
0.73 
(0.49,
1.08) 

‐ 
1.22 
(0.85,
1.77) 

‐ 
0.82 
(0.52,
1.32) 

1.16 
(0.58,
2.40) 

Venl ‐ 
0.65 
(0.44,
0.97) 

1.00 
(0.86,
1.18) 

‐ ‐ ‐ 
0.83 
(0.55,
1.25) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ Vila ‐ 
0.86 
(0.65,
1.14) 

‐ ‐ ‐ ‐ ‐ ‐ 
1.04 
(0.83,
1.31) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
1.54 
(1.03,
2.27) 

‐ Vort 
0.93 
(0.77,
1.12) 

0.86 
(0.70,
1.06) 

0.75 
(0.61,
0.93) 

1.01 
(0.82,
1.24) 

1.05 
(0.83,
1.33) 

0.43 
(0.07,
2.40) 

1.07 
(0.85,
1.34) 

1.07 
(0.91,
1.26) 

0.99 
(0.84,
1.17) 

0.86 
(0.75,
0.99) 

1.09 
(0.81,
1.47) 

1.19 
(0.92,
1.55) 

‐ 
0.91 
(0.71,
1.18) 

0.84 
(0.62,
1.15) 

0.97 
(0.86,
1.09) 

1.07 
(0.84,
1.36) 

1.07 
(0.89,
1.27) 

1.19 
(0.86,
1.65) 

1.00 
(0.85,
1.17) 

1.16 
(0.88,
1.54) 

1.08 
(0.89,
1.30) 

Plac 
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7.1.3 Efficacy continuous 

Ago
m 

‐ ‐ ‐ ‐ ‐ 

‐0.24 
(‐

0.49,
0.02) 

0.11 
(‐

0.12,
0.33) 

0.00 
(‐

0.12,
0.13) 

‐ ‐ ‐ ‐ ‐ 

‐0.16 
(‐

0.29,‐
0.04) 

‐ ‐ ‐ 

0.06 
(‐

0.14,
0.26) 

‐ ‐ 
0.25 
(0.15,
0.35) 

‐ Amit ‐ ‐ ‐ ‐ ‐ ‐ 
0.18 
(0.01,
0.35) 

‐0.02 
(‐

0.35,
0.31) 

‐ 

0.11 
(‐

0.18,
0.40) 

0.09 
(‐

0.13,
0.31) 

‐ 

0.07 
(‐

0.05,
0.20) 

‐ 
0.19 
(0.06,
0.32) 

0.08 
(‐

0.25,
0.41) 

0.11 
(‐

0.16,
0.37) 

‐ ‐ 
0.62 
(0.51,
0.73) 

‐ ‐ Bupr ‐ ‐ ‐ ‐ 

‐0.06 
(‐

0.26,
0.15) 

‐0.02 
(‐

0.21,
0.16) 

‐ ‐ ‐ ‐ ‐ 

‐0.01 
(‐

0.39,
0.37) 

‐ 

‐0.04 
(‐

1.06,
0.93) 

0.13 
(‐

0.28,
0.53) 

‐0.00 
(‐

0.27,
0.27) 

‐ ‐ 
0.22 
(0.12,
0.33) 

‐ ‐ ‐ Cita 

‐0.38 
(‐

0.81,
0.05) 

‐ ‐ 

‐0.13 
(‐

0.23,‐
0.03) 

0.05 
(‐

0.14,
0.25) 

0.19 
(‐

0.13,
0.50) 

‐ ‐ 

0.02 
(‐

0.27,
0.31) 

‐ 

0.13 
(‐

0.17,
0.43) 

0.26 
(‐

0.02,
0.53) 

0.03 
(‐

0.16,
0.23) 

‐ 

0.07 
(‐

0.30,
0.44) 

‐0.04 
(‐

0.22,
0.15) 

‐ 
0.21 
(0.10,
0.32) 

‐ ‐ ‐ 

0.38 
(‐

0.05,
0.81) 

Clom ‐ ‐ ‐ 

‐0.16 
(‐

0.46,
0.14) 

0.16 
(‐

0.30,
0.61) 

‐ 
0.69 
(0.26,
1.13) 

‐ ‐ 

‐0.00 
(‐

0.15,
0.15) 

‐ 

‐0.08 
(‐

0.36,
0.19) 

‐ 

‐0.13 
(‐

0.57,
0.29) 

‐ ‐ ‐ 

‐ ‐ ‐ ‐ ‐ Desv 

‐0.02 
(‐

0.28,
0.24) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.24 
(0.13,
0.35) 

0.24 
(‐

0.02,
0.49) 

‐ ‐ ‐ ‐ 

0.02 
(‐

0.24,
0.28) 

Dulo 

‐0.09 
(‐

0.24,
0.07) 

0.17 
(‐

0.14,
0.48) 

‐ ‐ ‐ ‐ ‐ 

0.09 
(‐

0.01,
0.21) 

‐ ‐ ‐ 

‐0.06 
(‐

0.24,
0.13) 

‐ 
0.21 
(0.10,
0.32) 

0.38 
(0.30,
0.46) 

‐0.11 
(‐

0.33,
0.12) 

‐ 

0.06 
(‐

0.15,
0.26) 

0.13 
(0.03,
0.23) 

‐ ‐ 

0.09 
(‐

0.07,
0.24) 

Esci 

0.03 
(‐

0.15,
0.21) 

‐ ‐ ‐ ‐ ‐ 

0.02 
(‐

0.14,
0.17) 

‐ 

0.01 
(‐

0.17,
0.20) 

‐ 

0.07 
(‐

0.15,
0.28) 

‐ ‐ 
0.21 
(0.13,
0.30) 

‐0.00 
(‐

0.13,
0.12) 

‐0.18 
(‐

0.35,‐
0.01) 

0.02 
(‐

0.16,
0.21) 

‐0.05 
(‐

0.25,
0.14) 

0.16 
(‐

0.14,
0.46) 

‐ 

‐0.17 
(‐

0.48,
0.14) 

‐0.03 
(‐

0.21,
0.15) 

Fluo 

‐0.12 
(‐

0.40,
0.16) 

‐ 

‐0.17 
(‐

0.46,
0.12) 

‐0.21 
(‐

0.40,‐
0.02) 

‐0.05 
(‐

0.37,
0.28) 

‐0.03 
(‐

0.13,
0.06) 

0.07 
(‐

0.10,
0.23) 

‐0.08 
(‐

0.24,
0.07) 

‐0.04 
(‐

0.39,
0.32) 

‐0.12 
(‐

0.21,‐
0.03) 

‐ ‐ 
0.22 
(0.15,
0.28) 

‐ 

0.02 
(‐

0.31,
0.35) 

‐ 

‐0.19 
(‐

0.50,
0.13) 

‐0.16 
(‐

0.61,
0.30) 

‐ ‐ ‐ 

0.12 
(‐

0.16,
0.40) 

Fluv ‐ 

‐0.20 
(‐

0.50,
0.10) 

‐0.07 
(‐

0.31,
0.16) 

‐ 

‐0.02 
(‐

0.35,
0.32) 

‐ 

0.20 
(‐

0.12,
0.52) 

‐ 

‐0.17 
(‐

0.76,
0.42) 

‐ ‐ 
0.44 
(0.24,
0.64) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ Levo ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.27 
(0.12,
0.41) 

‐ 

‐0.11 
(‐

0.40,
0.18) 

‐ ‐ 

‐0.69 
(‐

1.13,‐
0.26) 

‐ ‐ ‐ 

0.17 
(‐

0.12,
0.46) 

0.20 
(‐

0.10,
0.50) 

‐ Miln ‐ ‐ 

‐0.07 
(‐

0.24,
0.11) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ 

‐ 

‐0.09 
(‐

0.31,
0.13) 

‐ 

‐0.02 
(‐

0.31,
0.27) 

‐ ‐ ‐ ‐ 
0.21 
(0.02,
0.40) 

0.07 
(‐

0.16,
0.31) 

‐ ‐ Mirt ‐ 

0.05 
(‐

0.13,
0.23) 

‐ ‐ 

0.31 
(‐

0.12,
0.73) 

0.01 
(‐

0.21,
0.22) 

‐ ‐ 
0.37 
(0.23,
0.51) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 

0.05 
(‐

0.28,
0.37) 

‐ ‐ ‐ ‐ Nefa 

‐0.15 
(‐

0.44,
0.14) 

‐ 

0.00 
(‐

0.37,
0.36) 

‐ ‐ ‐ ‐ 
0.31 
(0.14,
0.47) 

0.16 
(0.04,
0.29) 

‐0.07 
(‐

0.20,
0.05) 

0.01 
(‐

0.37,
0.39) 

‐0.13 
(‐

0.43,
0.17) 

0.00 
(‐

0.15,
0.15) 

‐ 

‐0.09 
(‐

0.21,
0.01) 

‐0.02 
(‐

0.17,
0.14) 

0.03 
(‐

0.06,
0.13) 

0.02 
(‐

0.32,
0.35) 

‐ 

0.07 
(‐

0.11,
0.24) 

‐0.05 
(‐

0.23,
0.13) 

0.15 
(‐

0.14,
0.44) 

Paro 
0.15 
(0.00,
0.30) 

0.07 
(‐

0.14,
0.28) 

0.19 
(‐

0.06,
0.45) 

‐0.20 
(‐

0.41,
0.00) 

‐ ‐ 
0.30 
(0.24,
0.36) 

‐ ‐ ‐ 

‐0.26 
(‐

0.53,
0.02) 

‐ ‐ ‐ ‐ 

‐0.07 
(‐

0.23,
0.10) 

‐ ‐ ‐ ‐ ‐ 

‐0.15 
(‐

0.30,‐
0.00) 

Rebo ‐ ‐ 

‐0.15 
(‐

0.50,
0.20) 

‐ ‐ 
0.19 
(0.06,
0.32) 

‐ 

‐0.19 
(‐

0.32,‐
0.06) 

0.04 
(‐

0.93,
1.06) 

‐0.03 
(‐

0.23,
0.16) 

0.08 
(‐

0.19,
0.36) 

‐ ‐ 

‐0.01 
(‐

0.20,
0.17) 

0.08 
(‐

0.07,
0.24) 

‐0.20 
(‐

0.52,
0.12) 

‐ ‐ ‐ 

‐0.00 
(‐

0.36,
0.37) 

‐0.07 
(‐

0.28,
0.14) 

‐ Sert 

‐0.13 
(‐

0.52,
0.26) 

0.01 
(‐

0.24,
0.26) 

‐ ‐ 
0.28 
(0.18,
0.37) 

‐ 

‐0.08 
(‐

0.41,
0.25) 

‐0.13 
(‐

0.53,
0.28) 

‐ ‐ ‐ ‐ ‐ 

0.04 
(‐

0.32,
0.39) 

‐ ‐ ‐ 

‐0.31 
(‐

0.73,
0.12) 

‐ 

‐0.19 
(‐

0.45,
0.06) 

‐ 

0.13 
(‐

0.26,
0.52) 

Traz 

‐0.23 
(‐

0.62,
0.15) 

‐ ‐ 
0.38 
(0.21,
0.56) 

‐0.06 
(‐

0.26,
0.14) 

‐0.11 
(‐

0.37,
0.16) 

0.00 
(‐

0.27,
0.27) 

‐0.07 
(‐

0.44,
0.30) 

0.13 
(‐

0.29,
0.57) 

‐ 

0.06 
(‐

0.13,
0.24) 

‐0.07 
(‐

0.28,
0.15) 

0.12 
(0.03,
0.21) 

0.17 
(‐

0.42,
0.76) 

‐ ‐ 

‐0.01 
(‐

0.22,
0.21) 

‐ 

0.20 
(‐

0.00,
0.41) 

0.15 
(‐

0.20,
0.50) 

‐0.01 
(‐

0.26,
0.24) 

0.23 
(‐

0.15,
0.62) 

Venl ‐ 

‐0.08 
(‐

0.27,
0.11) 

0.34 
(0.26,
0.42) 

‐ ‐ ‐ 

0.04 
(‐

0.15,
0.22) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ Vila ‐ 
0.26 
(0.13,
0.39) 

‐ ‐ ‐ ‐ ‐ ‐ 

‐0.21 
(‐

0.32,‐
0.10) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 

0.08 
(‐

0.11,
0.27) 

‐ Vort 
0.31 
(0.21,
0.40) 

‐0.25 
(‐

0.35,‐
0.15) 

‐0.62 
(‐

0.73,‐
0.51) 

‐0.22 
(‐

0.33,‐
0.12) 

‐0.21 
(‐

0.32,‐
0.10) 

‐ 

‐0.24 
(‐

0.35,‐
0.13) 

‐0.38 
(‐

0.46,‐
0.30) 

‐0.21 
(‐

0.30,‐
0.13) 

‐0.22 
(‐

0.28,‐
0.15) 

‐0.44 
(‐

0.64,‐
0.24) 

‐0.27 
(‐

0.41,‐
0.12) 

‐ 

‐0.37 
(‐

0.51,‐
0.23) 

‐0.31 
(‐

0.47,‐
0.14) 

‐0.30 
(‐

0.36,‐
0.24) 

‐0.19 
(‐

0.32,‐
0.06) 

‐0.28 
(‐

0.37,‐
0.18) 

‐0.38 
(‐

0.56,‐
0.21) 

‐0.34 
(‐

0.42,‐
0.26) 

‐0.26 
(‐

0.39,‐
0.13) 

‐0.31 
(‐

0.40,‐
0.21) 

Plac 
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7.1.4 Remission 

Ago
m 

‐ ‐ ‐ ‐ ‐ 
1.88 
(1.03,
3.46) 

0.80 
(0.48,
1.33) 

1.01 
(0.75,
1.37) 

‐ ‐ ‐ ‐ ‐ 
1.35 
(1.01,
1.82) 

‐ ‐ ‐ 
0.77 
(0.49,
1.21) 

‐ ‐ 
0.77 
(0.63,
0.94) 

‐ Amit ‐ ‐ ‐ ‐ ‐ ‐ 
0.87 
(0.63,
1.21) 

0.93 
(0.53,
1.63) 

‐ 
0.66 
(0.29,
1.53) 

0.91 
(0.53,
1.57) 

1.12 
(0.28,
4.60) 

0.99 
(0.77,
1.28) 

‐ 
0.75 
(0.56,
1.00) 

0.74 
(0.43,
1.28) 

1.07 
(0.58,
1.97) 

‐ ‐ 
0.37 
(0.29,
0.46) 

‐ ‐ Bupr ‐ ‐ ‐ ‐ 
1.07 
(0.69,
1.67) 

0.87 
(0.59,
1.30) 

‐ ‐ ‐ ‐ ‐ 
1.03 
(0.44,
2.41) 

‐ 

1.30 
(0.12,
16.56

) 

0.47 
(0.20,
1.11) 

0.64 
(0.35,
1.20) 

‐ ‐ 
0.67 
(0.54,
0.82) 

‐ ‐ ‐ Cita 
3.72 
(1.54,
9.43) 

‐ ‐ 
1.51 
(1.22,
1.87) 

0.94 
(0.62,
1.44) 

0.54 
(0.20,
1.39) 

‐ ‐ 
0.91 
(0.48,
1.75) 

‐ 
0.77 
(0.38,
1.54) 

0.64 
(0.35,
1.16) 

1.06 
(0.68,
1.66) 

‐ 
0.44 
(0.21,
0.90) 

1.06 
(0.69,
1.63) 

‐ 
0.73 
(0.60,
0.90) 

‐ ‐ ‐ 
0.27 
(0.11,
0.65) 

Clom ‐ ‐ ‐ 
1.41 
(0.86,
2.34) 

0.64 
(0.22,
1.80) 

‐ 
0.61 
(0.25,
1.45) 

‐ ‐ 
0.97 
(0.70,
1.33) 

‐ 
1.09 
(0.60,
2.01) 

‐ 
1.34 
(0.48,
3.85) 

‐ ‐ ‐ 

‐ ‐ ‐ ‐ ‐ Desv 
1.37 
(0.75,
2.49) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.71 
(0.59,
0.87) 

0.53 
(0.29,
0.97) 

‐ ‐ ‐ ‐ 
0.73 
(0.40,
1.33) 

Dulo 
1.03 
(0.73,
1.46) 

0.63 
(0.32,
1.23) 

‐ ‐ ‐ ‐ ‐ 
0.97 
(0.76,
1.23) 

‐ ‐ ‐ 
1.14 
(0.75,
1.73) 

‐ 
0.78 
(0.61,
0.99) 

0.56 
(0.49,
0.65) 

1.25 
(0.75,
2.08) 

‐ 
0.93 
(0.60,
1.45) 

0.66 
(0.53,
0.82) 

‐ ‐ 
0.98 
(0.69,
1.38) 

Esci 
1.00 
(0.69,
1.46) 

‐ ‐ ‐ ‐ ‐ 
0.96 
(0.68,
1.35) 

‐ 
1.22 
(0.71,
2.10) 

‐ 
1.00 
(0.62,
1.63) 

‐ ‐ 
0.69 
(0.59,
0.81) 

0.99 
(0.73,
1.34) 

1.14 
(0.82,
1.58) 

1.14 
(0.77,
1.70) 

1.06 
(0.70,
1.62) 

0.71 
(0.43,
1.17) 

‐ 
1.58 
(0.81,
3.13) 

1.00 
(0.69,
1.46) 

Fluo 
1.18 
(0.66,
2.11) 

‐ 
1.31 
(0.65,
2.72) 

1.14 
(0.82,
1.62) 

0.94 
(0.44,
2.02) 

1.10 
(0.89,
1.36) 

0.84 
(0.58,
1.20) 

1.17 
(0.86,
1.60) 

1.05 
(0.57,
1.91) 

1.18 
(0.97,
1.44) 

‐ ‐ 
0.73 
(0.64,
0.83) 

‐ 
1.07 
(0.61,
1.88) 

‐ 
1.84 
(0.72,
5.00) 

1.57 
(0.56,
4.57) 

‐ ‐ ‐ 
0.85 
(0.47,
1.51) 

Fluv ‐ ‐ 
0.84 
(0.52,
1.36) 

‐ 
1.13 
(0.50,
2.46) 

‐ 
0.68 
(0.34,
1.36) 

‐ 
1.93 
(0.76,
5.01) 

‐ ‐ 
0.58 
(0.39,
0.86) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ Levo ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.75 
(0.58,
0.97) 

‐ 
1.52 
(0.66,
3.49) 

‐ ‐ 
1.65 
(0.69,
3.99) 

‐ ‐ ‐ 
0.76 
(0.37,
1.55) 

‐ ‐ Miln ‐ ‐ 
1.04 
(0.70,
1.53) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ 

‐ 
1.10 
(0.64,
1.87) 

‐ 
1.09 
(0.57,
2.09) 

‐ ‐ ‐ ‐ 
0.87 
(0.62,
1.23) 

1.19 
(0.73,
1.94) 

‐ ‐ Mirta ‐ 
0.89 
(0.63,
1.27) 

‐ 
0.99 
(0.55,
1.79) 

0.67 
(0.17,
2.46) 

0.97 
(0.58,
1.63) 

‐ ‐ 
0.59 
(0.43,
0.80) 

‐ 
0.89 
(0.22,
3.63) 

‐ ‐ ‐ ‐ ‐ ‐ 
1.06 
(0.49,
2.29) 

‐ ‐ ‐ ‐ Nefa 
1.33 
(0.63,
2.82) 

‐ 
0.94 
(0.40,
2.19) 

‐ ‐ ‐ ‐ 
0.50 
(0.35,
0.72) 

0.74 
(0.55,
0.99) 

1.01 
(0.78,
1.31) 

0.97 
(0.41,
2.26) 

1.30 
(0.65,
2.63) 

1.04 
(0.75,
1.43) 

‐ 
1.03 
(0.81,
1.31) 

1.04 
(0.74,
1.47) 

0.91 
(0.73,
1.12) 

0.89 
(0.41,
2.00) 

‐ 
0.97 
(0.65,
1.43) 

1.13 
(0.79,
1.59) 

0.75 
(0.35,
1.59) 

Paro 
0.80 
(0.58,
1.11) 

0.98 
(0.62,
1.54) 

0.75 
(0.42,
1.33) 

1.55 
(1.04,
2.34) 

‐ ‐ 
0.61 
(0.54,
0.68) 

‐ ‐ ‐ 
1.57 
(0.86,
2.86) 

‐ ‐ ‐ ‐ 
1.19 
(0.83,
1.71) 

‐ ‐ ‐ ‐ ‐ 
1.24 
(0.90,
1.72) 

Rebo ‐ ‐ 
0.95 
(0.42,
2.18) 

‐ ‐ 
0.82 
(0.65,
1.03) 

‐ 
1.34 
(1.00,
1.80) 

0.77 
(0.06,
8.17) 

0.94 
(0.60,
1.47) 

0.92 
(0.50,
1.67) 

‐ ‐ 
0.82 
(0.48,
1.40) 

0.85 
(0.63,
1.16) 

1.47 
(0.74,
2.96) 

‐ ‐ 
1.01 
(0.56,
1.83) 

1.07 
(0.46,
2.48) 

1.02 
(0.65,
1.60) 

‐ Sert 
1.59 
(0.71,
3.67) 

1.25 
(0.81,
1.94) 

‐ ‐ 
0.67 
(0.55,
0.83) 

‐ 
1.35 
(0.78,
2.34) 

2.13 
(0.90,
5.10) 

‐ ‐ ‐ ‐ ‐ 
0.95 
(0.52,
1.75) 

‐ ‐ ‐ 
1.50 
(0.41,
5.97) 

‐ 
1.34 
(0.75,
2.37) 

‐ 
0.63 
(0.27,
1.41) 

Traz 
2.53 
(0.92,
7.69) 

‐ ‐ 
0.72 
(0.52,
1.02) 

1.31 
(0.83,
2.05) 

0.94 
(0.51,
1.72) 

1.55 
(0.84,
2.90) 

2.28 
(1.12,
4.82) 

0.74 
(0.26,
2.07) 

‐ 
0.88 
(0.58,
1.33) 

1.00 
(0.61,
1.61) 

0.85 
(0.70,
1.03) 

0.52 
(0.20,
1.31) 

‐ ‐ 
1.03 
(0.62,
1.71) 

‐ 
0.64 
(0.43,
0.96) 

1.05 
(0.46,
2.37) 

0.80 
(0.52,
1.23) 

0.40 
(0.13,
1.09) 

Venl ‐ 
1.09 
(0.72,
1.64) 

0.56 
(0.48,
0.65) 

‐ ‐ ‐ 
0.95 
(0.61,
1.46) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ Vila ‐ 
0.69 
(0.54,
0.86) 

‐ ‐ ‐ ‐ ‐ ‐ 
1.28 
(1.01,
1.64) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.92 
(0.61,
1.39) 

‐ Vort 
0.67 
(0.57,
0.79) 

1.30 
(1.06,
1.59) 

2.71 
(2.16,
3.44) 

1.50 
(1.23,
1.84) 

1.36 
(1.11,
1.67) 

‐ 
1.40 
(1.15,
1.71) 

1.77 
(1.54,
2.04) 

1.45 
(1.24,
1.70) 

1.37 
(1.20,
1.56) 

1.73 
(1.16,
2.59) 

1.33 
(1.03,
1.73) 

‐ 
1.70 
(1.26,
2.31) 

2.00 
(1.40,
2.89) 

1.65 
(1.47,
1.86) 

1.22 
(0.97,
1.53) 

1.48 
(1.20,
1.83) 

1.38 
(0.98,
1.94) 

1.79 
(1.53,
2.09) 

1.46 
(1.16,
1.84) 

1.48 
(1.26,
1.75) 

Plac 
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7.1.5 Dropouts due to adverse events 

Ago
m 

‐ ‐ ‐ ‐ ‐ 
1.09 
(0.46,
2.52) 

3.46 
(1.32,
10.23

) 

1.41 
(0.89,
2.23) 

‐ ‐ ‐ ‐ ‐ 
1.31 
(0.84,
2.05) 

‐ ‐ ‐ 
3.85 
(1.78,
8.79) 

‐ ‐ 
0.94 
(0.66,
1.33) 

‐ Amit 

1.97 
(0.21,
52.51

) 

‐ ‐ ‐ ‐ ‐ 
0.35 
(0.21,
0.58) 

0.55 
(0.28,
1.08) 

‐ 
0.54 
(0.10,
2.70) 

0.71 
(0.39,
1.26) 

‐ 
0.97 
(0.68,
1.35) 

‐ 
0.86 
(0.60,
1.23) 

0.94 
(0.38,
2.42) 

0.99 
(0.37,
2.68) 

‐ ‐ 
0.31 
(0.22,
0.43) 

‐ 
0.51 
(0.02,
4.70) 

Bupr ‐ ‐ ‐ ‐ 
0.68 
(0.29,
1.66) 

0.73 
(0.34,
1.54) 

‐ ‐ ‐ ‐ ‐ 
0.57 
(0.15,
1.96) 

‐ ‐ 
1.37 
(0.53,
3.65) 

1.85 
(0.78,
4.61) 

‐ ‐ 
0.49 
(0.34,
0.70) 

‐ ‐ ‐ Cita 

7.35 
(0.90,
223.1
8) 

‐ ‐ 
0.88 
(0.54,
1.42) 

0.60 
(0.29,
1.21) 

1.84 
(0.82,
4.29) 

‐ ‐ 
2.07 
(0.59,
8.59) 

‐ 
1.94 
(0.66,
5.37) 

‐ 

2.33 
(0.40,
22.07

) 

‐ 

7.03 
(1.47,
58.79

) 

1.50 
(0.70,
3.29) 

‐ 
0.41 
(0.26,
0.64) 

‐ ‐ ‐ 
0.14 
(0.00,
1.11) 

Clom ‐ ‐ ‐ 
0.29 
(0.09,
0.76) 

2.75 
(0.19,
192.1
0) 

‐ 
0.51 
(0.15,
1.62) 

‐ ‐ 
0.52 
(0.34,
0.80) 

‐ 
0.41 
(0.18,
0.92) 

‐ 
0.61 
(0.19,
1.91) 

‐ ‐ 

1.09 
(0.09,
11.46

) 

‐ ‐ ‐ ‐ ‐ Desv 
2.22 
(1.03,
4.96) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.58 
(0.39,
0.85) 

0.91 
(0.40,
2.17) 

‐ ‐ ‐ ‐ 
0.45 
(0.20,
0.98) 

Dulo 
0.44 
(0.25,
0.73) 

0.18 
(0.00,
1.48) 

‐ ‐ ‐ ‐ ‐ 
0.98 
(0.64,
1.48) 

‐ ‐ ‐ 
0.50 
(0.28,
0.88) 

‐ 
0.93 
(0.66,
1.33) 

0.48 
(0.37,
0.62) 

0.29 
(0.10,
0.76) 

‐ 
1.48 
(0.60,
3.45) 

1.13 
(0.70,
1.84) 

‐ ‐ 
2.28 
(1.37,
3.94) 

Esci 
1.36 
(0.76,
2.48) 

‐ ‐ ‐ ‐ ‐ 
0.77 
(0.32,
1.75) 

‐ 
0.82 
(0.34,
1.97) 

‐ 
2.42 
(1.21,
5.03) 

‐ ‐ 
0.53 
(0.40,
0.71) 

0.71 
(0.45,
1.13) 

2.87 
(1.72,
4.87) 

1.37 
(0.65,
2.97) 

1.65 
(0.83,
3.42) 

3.51 
(1.32,
10.62

) 

‐ 

5.44 
(0.68,
298.2
7) 

0.73 
(0.40,
1.32) 

Fluo 

0.97 
(0.08,
10.00

) 

‐ 
0.63 
(0.30,
1.35) 

1.34 
(0.82,
2.23) 

1.30 
(0.40,
5.45) 

1.28 
(0.93,
1.73) 

1.88 
(1.14,
3.14) 

0.70 
(0.38,
1.23) 

1.11 
(0.42,
2.81) 

1.57 
(1.17,
2.09) 

‐ ‐ 
0.54 
(0.43,
0.68) 

‐ 
1.82 
(0.93,
3.60) 

‐ 
0.54 
(0.23,
1.22) 

0.36 
(0.01,
5.23) 

‐ ‐ ‐ 

1.03 
(0.10,
12.68

) 

Fluv ‐ 
0.41 
(0.14,
1.25) 

1.72 
(0.83,
3.84) 

‐ 
0.65 
(0.22,
1.75) 

‐ 
0.35 
(0.09,
1.14) 

‐ ‐ ‐ ‐ 
0.31 
(0.20,
0.46) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ Levo ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.39 
(0.25,
0.60) 

‐ 

1.86 
(0.37,
10.39

) 

‐ ‐ 
1.96 
(0.62,
6.72) 

‐ ‐ ‐ 
1.59 
(0.74,
3.38) 

2.41 
(0.80,
7.19) 

‐ Miln ‐ ‐ 
1.10 
(0.66,
1.83) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ 

‐ 
1.41 
(0.79,
2.54) 

‐ 
0.48 
(0.12,
1.69) 

‐ ‐ ‐ ‐ 
0.74 
(0.45,
1.23) 

0.58 
(0.26,
1.20) 

‐ ‐ Mirt ‐ 
1.44 
(0.85,
2.44) 

‐ 
0.21 
(0.06,
0.60) 

1.80 
(0.68,
5.06) 

1.46 
(0.85,
2.52) 

‐ ‐ 
0.61 
(0.41,
0.88) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.77 
(0.18,
2.52) 

‐ ‐ ‐ ‐ Nefa 
0.69 
(0.29,
1.58) 

‐ 
0.56 
(0.21,
1.53) 

‐ ‐ ‐ ‐ 
0.58 
(0.37,
0.91) 

0.76 
(0.49,
1.18) 

1.04 
(0.74,
1.46) 

1.74 
(0.51,
6.59) 

0.52 
(0.19,
1.53) 

1.93 
(1.26,
2.97) 

‐ 
1.02 
(0.68,
1.55) 

1.30 
(0.57,
3.12) 

0.78 
(0.58,
1.07) 

1.55 
(0.57,
4.52) 

‐ 
0.91 
(0.55,
1.52) 

0.70 
(0.41,
1.18) 

1.44 
(0.63,
3.46) 

Paro 
1.40 
(0.91,
2.15) 

0.50 
(0.15,
1.52) 

1.49 
(0.69,
3.27) 

0.79 
(0.45,
1.38) 

‐ ‐ 
0.48 
(0.40,
0.58) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
0.53 
(0.32,
0.88) 

‐ ‐ ‐ ‐ ‐ 
0.72 
(0.46,
1.10) 

Rebo ‐ ‐ 
1.11 
(0.32,
3.97) 

‐ ‐ 
0.45 
(0.31,
0.65) 

‐ 
1.17 
(0.81,
1.67) 

‐ 
0.43 
(0.05,
2.53) 

2.44 
(1.09,
5.64) 

‐ ‐ 
1.22 
(0.51,
2.94) 

1.44 
(0.81,
2.62) 

2.86 
(0.87,
11.68

) 

‐ ‐ 

4.85 
(1.68,
15.69

) 

1.78 
(0.65,
4.69) 

2.00 
(0.66,
6.46) 

‐ Sertr 
0.26 
(0.03,
1.33) 

2.36 
(1.02,
6.05) 

‐ ‐ 
0.36 
(0.26,
0.50) 

‐ 
1.06 
(0.41,
2.60) 

0.73 
(0.27,
1.87) 

‐ ‐ ‐ ‐ ‐ 
0.90 
(0.36,
2.37) 

‐ ‐ ‐ 
0.56 
(0.20,
1.47) 

‐ 
0.67 
(0.31,
1.45) 

‐ 

3.85 
(0.75,
31.94

) 

Trazo 
0.68 
(0.27,
1.65) 

‐ ‐ 
0.27 
(0.15,
0.50) 

0.26 
(0.11,
0.56) 

1.01 
(0.37,
2.72) 

0.54 
(0.22,
1.28) 

0.14 
(0.02,
0.68) 

1.63 
(0.52,
5.40) 

‐ 
2.02 
(1.13,
3.59) 

0.41 
(0.20,
0.82) 

0.64 
(0.48,
0.85) 

‐ ‐ ‐ 
0.68 
(0.40,
1.17) 

‐ 
1.27 
(0.72,
2.20) 

0.90 
(0.25,
3.16) 

0.42 
(0.17,
0.98) 

1.48 
(0.60,
3.71) 

Venl ‐ 
0.37 
(0.20,
0.67) 

0.33 
(0.26,
0.43) 

‐ ‐ ‐ 
0.67 
(0.30,
1.42) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ Vila ‐ 
0.45 
(0.27,
0.72) 

‐ ‐ ‐ ‐ ‐ ‐ 
1.07 
(0.75,
1.52) 

‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ ‐ 
2.67 
(1.49,
4.95) 

‐ Vort 
0.66 
(0.49,
0.89) 

1.06 
(0.75,
1.52) 

3.23 
(2.34,
4.49) 

2.05 
(1.43,
2.97) 

2.44 
(1.57,
3.84) 

0.92 
(0.09,
10.70

) 

1.72 
(1.18,
2.53) 

2.09 
(1.62,
2.72) 

1.88 
(1.41,
2.52) 

1.85 
(1.48,
2.33) 

3.27 
(2.17,
5.07) 

2.55 
(1.66,
4.01) 

‐ 
1.64 
(1.14,
2.41) 

1.72 
(1.09,
2.74) 

2.09 
(1.73,
2.52) 

2.22 
(1.54,
3.22) 

2.75 
(1.98,
3.83) 

3.65 
(1.98,
6.80) 

3.02 
(2.34,
3.92) 

2.24 
(1.38,
3.67) 

1.51 
(1.12,
2.06) 

Plac 
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7.2 Results from network meta-analyses  

Below we present the network diagram, the forest plot of the effect estimate for each active intervention 

versus placebo, and the league table of all comparisons for each of the two primary and three secondary 

outcomes. 

7.2.1 Response 

 

 

 

 

  

Placebo

Agomelatine

Amitriptyline

Bupropion

Citalopram
ClomipramineDesvenlafaxine

Duloxetine

Escitalopram

Fluoxetine

Fluvoxamine

Levomilnacipran

Milnacipran

Mirtazapine

Nefazodone

ParoxetineReboxetine Sertraline
Trazodone

Venlafaxine

Vilazodone

Vortioxetine

Response
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Amitriptyline
Mirtazapine
Duloxetine
Venlafaxine
Paroxetine
Milnacipran
Fluvoxamine
Escitalopram
Nefazodone
Sertraline
Vortioxetine
Agomelatine
Vilazodone
Levomilnacipran
Bupropion
Fluoxetine
Citalopram
Trazodone
Clomipramine
Desvenlafaxine
Reboxetine

Drug

2.13 (1.89, 2.41)
1.89 (1.64, 2.20)
1.85 (1.66, 2.07)
1.78 (1.61, 1.96)
1.75 (1.61, 1.90)
1.74 (1.37, 2.23)
1.69 (1.41, 2.02)
1.68 (1.50, 1.87)
1.67 (1.32, 2.12)
1.67 (1.49, 1.87)
1.66 (1.45, 1.92)
1.65 (1.44, 1.88)
1.60 (1.28, 2.00)
1.59 (1.24, 2.05)
1.58 (1.35, 1.86)
1.52 (1.40, 1.66)
1.52 (1.33, 1.74)
1.51 (1.25, 1.83)
1.49 (1.21, 1.85)
1.49 (1.24, 1.79)
1.37 (1.16, 1.63)

OR (95% CrI)

Favours placebo  Favours drug 
1.5 1 2.5

Response



 147 

 

Ago
m 

                     

0.77 
(0.65,
0.92) 

Amit                     

1.04 
(0.85,
1.27) 

1.35 
(1.10,
1.64) 

Bupr                    

1.08 
(0.90,
1.30) 

1.40 
(1.18,
1.67) 

1.04 
(0.85,
1.28) 

Cita                   

1.10 
(0.86,
1.41) 

1.43 
(1.13,
1.81) 

1.06 
(0.81,
1.38) 

1.02 
(0.80,
1.30) 

Clom                  

1.11 
(0.88,
1.39) 

1.43 
(1.15,
1.79) 

1.06 
(0.83,
1.36) 

1.02 
(0.81,
1.28) 

1.00 
(0.76,
1.34) 

Desv                 

0.89 
(0.75,
1.05) 

1.15 
(0.98,
1.35) 

0.86 
(0.71,
1.04) 

0.82 
(0.69,
0.97) 

0.81 
(0.64,
1.02) 

0.80 
(0.65,
0.99) 

Dulo                

0.98 
(0.84,
1.16) 

1.27 
(1.09,
1.49) 

0.95 
(0.78,
1.14) 

0.91 
(0.78,
1.05) 

0.89 
(0.71,
1.13) 

0.89 
(0.72,
1.10) 

1.11 
(0.95,
1.28) 

Esci               

1.08 
(0.94,
1.25) 

1.40 
(1.22,
1.60) 

1.04 
(0.87,
1.24) 

1.00 
(0.86,
1.16) 

0.98 
(0.79,
1.22) 

0.98 
(0.80,
1.19) 

1.21 
(1.06,
1.39) 

1.10 
(0.97,
1.25) 

Fluo              

0.98 
(0.78,
1.21) 

1.27 
(1.03,
1.55) 

0.94 
(0.74,
1.19) 

0.90 
(0.73,
1.12) 

0.89 
(0.68,
1.16) 

0.88 
(0.68,
1.14) 

1.10 
(0.89,
1.35) 

0.99 
(0.81,
1.22) 

0.90 
(0.75,
1.09) 

Fluvo             

1.03 
(0.78,
1.37) 

1.34 
(1.01,
1.77) 

0.99 
(0.74,
1.34) 

0.96 
(0.72,
1.27) 

0.94 
(0.67,
1.31) 

0.93 
(0.68,
1.28) 

1.16 
(0.88,
1.53) 

1.05 
(0.80,
1.39) 

0.96 
(0.73,
1.25) 

1.06 
(0.78,
1.44) 

Levo            

0.94 
(0.72,
1.24) 

1.23 
(0.95,
1.58) 

0.91 
(0.68,
1.21) 

0.87 
(0.66,
1.15) 

0.86 
(0.63,
1.16) 

0.85 
(0.63,
1.16) 

1.06 
(0.81,
1.39) 

0.96 
(0.74,
1.25) 

0.88 
(0.68,
1.12) 

0.97 
(0.73,
1.28) 

0.91 
(0.64,
1.30) 

Miln           

0.87 
(0.72,
1.05) 

1.13 
(0.94,
1.34) 

0.84 
(0.68,
1.04) 

0.80 
(0.66,
0.97) 

0.79 
(0.61,
1.01) 

0.79 
(0.62,
0.99) 

0.98 
(0.81,
1.17) 

0.88 
(0.74,
1.06) 

0.80 
(0.69,
0.94) 

0.89 
(0.72,
1.10) 

0.84 
(0.63,
1.13) 

0.92 
(0.70,
1.21) 

Mirt          

0.98 
(0.75,
1.29) 

1.28 
(0.98,
1.66) 

0.95 
(0.71,
1.26) 

0.91 
(0.70,
1.19) 

0.89 
(0.65,
1.23) 

0.89 
(0.66,
1.20) 

1.11 
(0.85,
1.44) 

1.00 
(0.77,
1.30) 

0.91 
(0.71,
1.17) 

1.01 
(0.75,
1.36) 

0.95 
(0.67,
1.35) 

1.04 
(0.74,
1.47) 

1.13 
(0.86,
1.50) 

Nefa         

0.94 
(0.82,
1.08) 

1.22 
(1.07,
1.39) 

0.91 
(0.76,
1.08) 

0.87 
(0.75,
1.01) 

0.85 
(0.69,
1.06) 

0.85 
(0.69,
1.04) 

1.06 
(0.93,
1.20) 

0.96 
(0.84,
1.09) 

0.87 
(0.79,
0.96) 

0.96 
(0.80,
1.16) 

0.91 
(0.70,
1.19) 

1.00 
(0.78,
1.27) 

1.08 
(0.93,
1.26) 

0.96 
(0.75,
1.22) 

Paro        

1.20 
(0.97,
1.48) 

1.55 
(1.27,
1.91) 

1.15 
(0.92,
1.45) 

1.11 
(0.90,
1.36) 

1.09 
(0.83,
1.42) 

1.08 
(0.84,
1.39) 

1.35 
(1.10,
1.65) 

1.22 
(1.00,
1.49) 

1.11 
(0.93,
1.33) 

1.23 
(0.96,
1.57) 

1.16 
(0.85,
1.57) 

1.27 
(0.95,
1.70) 

1.38 
(1.11,
1.72) 

1.22 
(0.91,
1.63) 

1.27 
(1.06,
1.52) 

Rebo       

0.99 
(0.83,
1.17) 

1.28 
(1.10,
1.48) 

0.95 
(0.78,
1.15) 

0.91 
(0.78,
1.08) 

0.90 
(0.71,
1.13) 

0.89 
(0.72,
1.11) 

1.11 
(0.95,
1.30) 

1.01 
(0.87,
1.17) 

0.92 
(0.80,
1.04) 

1.01 
(0.83,
1.24) 

0.96 
(0.72,
1.26) 

1.05 
(0.80,
1.36) 

1.14 
(0.95,
1.36) 

1.00 
(0.78,
1.30) 

1.05 
(0.92,
1.20) 

0.82 
(0.67,
1.01) 

Sert      

1.09 
(0.87,
1.37) 

1.41 
(1.14,
1.75) 

1.05 
(0.82,
1.34) 

1.01 
(0.80,
1.27) 

0.99 
(0.75,
1.31) 

0.99 
(0.75,
1.29) 

1.23 
(0.98,
1.53) 

1.11 
(0.89,
1.38) 

1.01 
(0.83,
1.24) 

1.12 
(0.86,
1.44) 

1.05 
(0.77,
1.45) 

1.15 
(0.85,
1.57) 

1.26 
(1.00,
1.58) 

1.11 
(0.82,
1.50) 

1.16 
(0.95,
1.42) 

0.91 
(0.71,
1.18) 

1.10 
(0.89,
1.37) 

Trazo     

0.93 
(0.79,
1.08) 

1.20 
(1.04,
1.39) 

0.89 
(0.74,
1.07) 

0.86 
(0.73,
1.00) 

0.84 
(0.67,
1.05) 

0.84 
(0.68,
1.03) 

1.04 
(0.90,
1.20) 

0.94 
(0.82,
1.08) 

0.86 
(0.77,
0.96) 

0.95 
(0.78,
1.16) 

0.90 
(0.68,
1.18) 

0.98 
(0.76,
1.27) 

1.07 
(0.90,
1.26) 

0.94 
(0.73,
1.21) 

0.98 
(0.87,
1.11) 

0.77 
(0.64,
0.93) 

0.94 
(0.81,
1.08) 

0.85 
(0.69,
1.05) 

Venl    

1.03 
(0.79,
1.34) 

1.33 
(1.03,
1.72) 

0.99 
(0.75,
1.30) 

0.95 
(0.74,
1.22) 

0.93 
(0.69,
1.27) 

0.93 
(0.70,
1.25) 

1.16 
(0.90,
1.49) 

1.05 
(0.82,
1.34) 

0.95 
(0.75,
1.21) 

1.05 
(0.79,
1.41) 

1.00 
(0.71,
1.40) 

1.09 
(0.78,
1.52) 

1.18 
(0.91,
1.55) 

1.04 
(0.75,
1.45) 

1.09 
(0.86,
1.39) 

0.86 
(0.65,
1.14) 

1.04 
(0.81,
1.34) 

0.94 
(0.70,
1.27) 

1.11 
(0.87,
1.42) 

Vila   

0.99 
(0.82,
1.20) 

1.28 
(1.07,
1.54) 

0.95 
(0.77,
1.18) 

0.92 
(0.75,
1.11) 

0.90 
(0.70,
1.16) 

0.89 
(0.71,
1.13) 

1.11 
(0.95,
1.31) 

1.01 
(0.84,
1.20) 

0.92 
(0.78,
1.08) 

1.01 
(0.81,
1.27) 

0.96 
(0.72,
1.28) 

1.05 
(0.79,
1.39) 

1.14 
(0.93,
1.40) 

1.00 
(0.76,
1.32) 

1.05 
(0.90,
1.24) 

0.83 
(0.66,
1.03) 

1.00 
(0.84,
1.20) 

0.91 
(0.72,
1.15) 

1.07 
(0.91,
1.26) 

0.96 
(0.73,
1.25) 

Vort  

1.65 
(1.44,
1.88) 

2.13 
(1.89,
2.41) 

1.58 
(1.35,
1.86) 

1.52 
(1.33,
1.74) 

1.49 
(1.21,
1.85) 

1.49 
(1.24,
1.79) 

1.85 
(1.66,
2.07) 

1.68 
(1.50,
1.87) 

1.52 
(1.40,
1.66) 

1.69 
(1.41,
2.02) 

1.59 
(1.24,
2.05) 

1.74 
(1.37,
2.23) 

1.89 
(1.64,
2.20) 

1.67 
(1.32,
2.12) 

1.75 
(1.61,
1.90) 

1.37 
(1.16,
1.63) 

1.67 
(1.49,
1.87) 

1.51 
(1.25,
1.83) 

1.78 
(1.61,
1.96) 

1.60 
(1.28,
2.00) 

1.66 
(1.45,
1.92) 

Pl
a
c 

 

OR>1 favour the treatment in the column 
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7.2.2 Dropouts for any reason 

 

 

 

 

Placebo

Agomelatine

Amitriptyline

Bupropion

Citalopram
ClomipramineDesvenlafaxine

Duloxetine

Escitalopram

Fluoxetine

Fluvoxamine

Levomilnacipran

Milnacipran

Mirtazapine

Nefazodone

ParoxetineReboxetine Sertraline
Trazodone

Venlafaxine

Vilazodone

Vortioxetine

Dropouts due to any reason
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Agom                      

0.89 
(0.73,
1.07) 

Amit                     

0.87 
(0.70,
1.09) 

0.98 
(0.80,
1.21) 

Bupr                    

0.90 
(0.73,
1.11) 

1.01 
(0.83,
1.24) 

1.03 
(0.82,
1.30) 

Cita                   

0.64 
(0.48,
0.86) 

0.73 
(0.55,
0.96) 

0.74 
(0.55,
1.00) 

0.72 
(0.54,
0.96) 

Clom                  

0.78 
(0.60,
1.00) 

0.88 
(0.69,
1.12) 

0.89 
(0.68,
1.17) 

0.87 
(0.67,
1.12) 

1.21 
(0.87,
1.68) 

Desv 
 

                

0.77 
(0.64,
0.93) 

0.87 
(0.73,
1.04) 

0.89 
(0.72,
1.09) 

0.86 
(0.71,
1.05) 

1.20 
(0.91,
1.59) 

0.99 
(0.79,
1.26) 

Dulo                

0.93 
(0.77,
1.12) 

1.05 
(0.88,
1.25) 

1.07 
(0.87,
1.30) 

1.03 
(0.86,
1.24) 

1.44 
(1.09,
1.90) 

1.19 
(0.94,
1.52) 

1.20 
(1.02,
1.41) 

Esci               

0.96 
(0.81,
1.12) 

1.08 
(0.94,
1.25) 

1.10 
(0.92,
1.32) 

1.07 
(0.90,
1.27) 

1.49 
(1.15,
1.93) 

1.23 
(0.98,
1.54) 

1.24 
(1.07,
1.43) 

1.03 
(0.89,
1.19) 

Fluo              

0.76 
(0.60,
0.96) 

0.86 
(0.70,
1.07) 

0.88 
(0.68,
1.12) 

0.85 
(0.67,
1.08) 

1.19 
(0.87,
1.62) 

0.98 
(0.74,
1.30) 

0.99 
(0.79,
1.23) 

0.82 
(0.66,
1.02) 

0.80 
(0.65,
0.97) 

Fluv             

0.70 
(0.53,
0.94) 

0.80 
(0.60,
1.06) 

0.81 
(0.60,
1.09) 

0.78 
(0.58,
1.05) 

1.09 
(0.77,
1.56) 

0.91 
(0.66,
1.25) 

0.91 
(0.69,
1.20) 

0.76 
(0.57,
1.00) 

0.74 
(0.57,
0.96) 

0.92 
(0.68,
1.26) 

Levo            

0.88 
(0.65,
1.20) 

0.99 
(0.74,
1.33) 

1.01 
(0.73,
1.39) 

0.98 
(0.72,
1.34) 

1.37 
(0.95,
1.97) 

1.13 
(0.80,
1.60) 

1.14 
(0.84,
1.53) 

0.95 
(0.70,
1.27) 

0.92 
(0.70,
1.21) 

1.15 
(0.85,
1.58) 

1.25 
(0.86,
1.81) 

Miln           

0.85 
(0.69,
1.05) 

0.96 
(0.80,
1.16) 

0.98 
(0.78,
1.22) 

0.95 
(0.77,
1.17) 

1.32 
(0.99,
1.76) 

1.09 
(0.84,
1.42) 

1.10 
(0.90,
1.34) 

0.92 
(0.76,
1.11) 

0.89 
(0.75,
1.05) 

1.11 
(0.89,
1.40) 

1.21 
(0.90,
1.62) 

0.97 
(0.71,
1.32) 

Mirt          

0.91 
(0.68,
1.21) 

1.02 
(0.78,
1.35) 

1.04 
(0.77,
1.41) 

1.01 
(0.75,
1.35) 

1.41 
(0.99,
2.01) 

1.17 
(0.84,
1.61) 

1.17 
(0.89,
1.55) 

0.98 
(0.74,
1.29) 

0.95 
(0.73,
1.23) 

1.19 
(0.87,
1.62) 

1.29 
(0.90,
1.83) 

1.03 
(0.71,
1.49) 

1.07 
(0.80,
1.43) 

Nefa         

0.88 
(0.75,
1.04) 

1.00 
(0.87,
1.15) 

1.02 
(0.84,
1.22) 

0.99 
(0.83,
1.17) 

1.37 
(1.07,
1.77) 

1.14 
(0.91,
1.42) 

1.14 
(0.99,
1.31) 

0.95 
(0.83,
1.10) 

0.92 
(0.83,
1.03) 

1.16 
(0.95,
1.41) 

1.26 
(0.97,
1.63) 

1.00 
(0.77,
1.32) 

1.04 
(0.88,
1.23) 

0.98 
(0.75,
1.27) 

Paro        

0.73 
(0.57,
0.92) 

0.82 
(0.66,
1.02) 

0.83 
(0.65,
1.07) 

0.81 
(0.64,
1.02) 

1.13 
(0.83,
1.53) 

0.93 
(0.71,
1.23) 

0.94 
(0.75,
1.17) 

0.78 
(0.63,
0.97) 

0.76 
(0.62,
0.92) 

0.95 
(0.73,
1.23) 

1.03 
(0.76,
1.40) 

0.82 
(0.60,
1.14) 

0.85 
(0.67,
1.08) 

0.80 
(0.59,
1.09) 

0.82 
(0.68,
1.00) 

Rebo       

0.88 
(0.73,
1.06) 

0.99 
(0.84,
1.16) 

1.01 
(0.82,
1.24) 

0.98 
(0.81,
1.18) 

1.36 
(1.03,
1.79) 

1.13 
(0.88,
1.44) 

1.13 
(0.96,
1.35) 

0.94 
(0.80,
1.11) 

0.92 
(0.80,
1.06) 

1.15 
(0.92,
1.43) 

1.25 
(0.94,
1.64) 

1.00 
(0.74,
1.34) 

1.03 
(0.85,
1.25) 

0.97 
(0.74,
1.27) 

0.99 
(0.86,
1.14) 

1.21 
(0.97,
1.51) 

Sert      

0.73 
(0.57,
0.94) 

0.83 
(0.65,
1.05) 

0.84 
(0.65,
1.09) 

0.82 
(0.63,
1.06) 

1.14 
(0.82,
1.58) 

0.94 
(0.70,
1.27) 

0.95 
(0.74,
1.21) 

0.79 
(0.62,
1.00) 

0.77 
(0.61,
0.95) 

0.96 
(0.72,
1.27) 

1.04 
(0.75,
1.44) 

0.83 
(0.59,
1.17) 

0.86 
(0.67,
1.10) 

0.81 
(0.58,
1.12) 

0.83 
(0.66,
1.03) 

1.01 
(0.76,
1.33) 

0.83 
(0.66,
1.06) 

Traz     

0.81 
(0.68,
0.96) 

0.92 
(0.78,
1.07) 

0.93 
(0.77,
1.13) 

0.90 
(0.75,
1.09) 

1.26 
(0.96,
1.65) 

1.04 
(0.82,
1.32) 

1.05 
(0.90,
1.22) 

0.87 
(0.75,
1.02) 

0.85 
(0.75,
0.96) 

1.06 
(0.86,
1.31) 

1.15 
(0.88,
1.51) 

0.92 
(0.69,
1.23) 

0.95 
(0.80,
1.14) 

0.89 
(0.68,
1.17) 

0.92 
(0.81,
1.04) 

1.12 
(0.91,
1.38) 

0.92 
(0.79,
1.08) 

1.11 
(0.88,
1.40) 

Venl    

0.74 
(0.55,
0.99) 

0.83 
(0.63,
1.11) 

0.84 
(0.62,
1.15) 

0.82 
(0.62,
1.09) 

1.14 
(0.80,
1.64) 

0.95 
(0.68,
1.31) 

0.95 
(0.72,
1.26) 

0.79 
(0.60,
1.05) 

0.77 
(0.59,
1.01) 

0.96 
(0.70,
1.32) 

1.04 
(0.73,
1.49) 

0.84 
(0.58,
1.22) 

0.87 
(0.64,
1.17) 

0.81 
(0.57,
1.16) 

0.83 
(0.64,
1.09) 

1.01 
(0.74,
1.39) 

0.84 
(0.63,
1.11) 

1.00 
(0.72,
1.40) 

0.91 
(0.69,
1.20) 

Vila   

0.83 
(0.67,
1.03) 

0.93 
(0.76,
1.15) 

0.95 
(0.75,
1.20) 

0.92 
(0.74,
1.15) 

1.29 
(0.95,
1.74) 

1.06 
(0.82,
1.38) 

1.07 
(0.89,
1.28) 

0.89 
(0.73,
1.09) 

0.87 
(0.72,
1.04) 

1.08 
(0.85,
1.39) 

1.18 
(0.87,
1.58) 

0.94 
(0.68,
1.29) 

0.97 
(0.78,
1.21) 

0.91 
(0.68,
1.23) 

0.94 
(0.78,
1.12) 

1.14 
(0.89,
1.46) 

0.94 
(0.77,
1.16) 

1.13 
(0.87,
1.47) 

1.02 
(0.85,
1.23) 

1.13 
(0.83,
1.52) 

Vort  

0.84 
(0.72,
0.97) 

0.95 
(0.83,
1.08) 

0.96 
(0.81,
1.14) 

0.94 
(0.80,
1.09) 

1.30 
(1.01,
1.68) 

1.08 
(0.88,
1.33) 

1.09 
(0.96,
1.23) 

0.90 
(0.80,
1.02) 

0.88 
(0.80,
0.96) 

1.10 
(0.91,
1.33) 

1.19 
(0.93,
1.53) 

0.95 
(0.73,
1.26) 

0.99 
(0.85,
1.15) 

0.93 
(0.72,
1.19) 

0.95 
(0.87,
1.03) 

1.16 
(0.96,
1.40) 

0.96 
(0.85,
1.08) 

1.15 
(0.93,
1.42) 

1.04 
(0.93,
1.15) 

1.14 
(0.88,
1.47) 

1.01 
(0.86,
1.19) 

Plac 

 

OR<1 favour the treatment in the column. 
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7.2.3 Efficacy continuous 

 

  

 

 

Placebo

Agomelatine

Amitriptyline

Bupropion

Citalopram
ClomipramineDesvenlafaxine

Duloxetine

Escitalopram

Fluoxetine

Fluvoxamine

Levomilnacipran

Milnacipran

Mirtazapine

Nefazodone

ParoxetineReboxetine Sertraline
Trazodone

Venlafaxine

Vilazodone

Vortioxetine

Efficacy continuous
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Agom                      

0.22 
(0.13,
0.31) 

Amit                     

‐0.01 
(‐

0.12,
0.10) 

‐0.23 
(‐

0.34,‐
0.12) 

Bupr                    

‐0.02 
(‐

0.11,
0.08) 

‐0.24 
(‐

0.33,‐
0.14) 

‐0.01 
(‐

0.12,
0.10) 

Cita                   

0.07 
(‐

0.06,
0.21) 

‐0.15 
(‐

0.28,‐
0.01) 

0.08 
(‐

0.06,
0.23) 

0.09 
(‐

0.04,
0.23) 

Clom                  

‐0.01 
(‐

0.14,
0.11) 

‐0.23 
(‐

0.35,‐
0.11) 

‐0.00 
(‐

0.13,
0.13) 

0.00 
(‐

0.12,
0.13) 

‐0.09 
(‐

0.24,
0.07) 

Desv                 

0.11 
(0.03,
0.20) 

‐0.10 
(‐

0.19,‐
0.02) 

0.13 
(0.02,
0.23) 

0.13 
(0.04,
0.22) 

0.04 
(‐

0.09,
0.17) 

0.13 
(0.01,
0.24) 

Dulo                

0.03 
(‐

0.05,
0.12) 

‐0.19 
(‐

0.27,‐
0.10) 

0.04 
(‐

0.06,
0.14) 

0.05 
(‐

0.03,
0.13) 

‐0.04 
(‐

0.17,
0.09) 

0.05 
(‐

0.07,
0.16) 

‐0.08 
(‐

0.16,‐
0.00) 

Esci               

‐0.03 
(‐

0.11,
0.05) 

‐0.25 
(‐

0.32,‐
0.18) 

‐0.02 
(‐

0.11,
0.07) 

‐0.01 
(‐

0.09,
0.07) 

‐0.10 
(‐

0.23,
0.02) 

‐0.02 
(‐

0.13,
0.09) 

‐0.14 
(‐

0.22,‐
0.07) 

‐0.06 
(‐

0.13,
0.01) 

Fluo              

0.06 
(‐

0.06,
0.19) 

‐0.16 
(‐

0.27,‐
0.04) 

0.07 
(‐

0.06,
0.21) 

0.08 
(‐

0.04,
0.20) 

‐0.01 
(‐

0.16,
0.14) 

0.08 
(‐

0.07,
0.22) 

‐0.05 
(‐

0.17,
0.07) 

0.03 
(‐

0.08,
0.15) 

0.09 
(‐

0.02,
0.20) 

Fluv             

0.01 
(‐

0.14,
0.16) 

‐0.21 
(‐

0.36,‐
0.06) 

0.02 
(‐

0.14,
0.18) 

0.02 
(‐

0.12,
0.18) 

‐0.07 
(‐

0.25,
0.11) 

0.02 
(‐

0.15,
0.19) 

‐0.11 
(‐

0.25,
0.04) 

‐0.03 
(‐

0.17,
0.12) 

0.04 
(‐

0.10,
0.18) 

‐0.06 
(‐

0.23,
0.11) 

Levo            

0.04 
(‐

0.12,
0.19) 

‐0.18 
(‐

0.33,‐
0.04) 

0.05 
(‐

0.11,
0.21) 

0.06 
(‐

0.10,
0.21) 

‐0.03 
(‐

0.21,
0.14) 

0.05 
(‐

0.12,
0.22) 

‐0.08 
(‐

0.23,
0.07) 

0.01 
(‐

0.14,
0.15) 

0.07 
(‐

0.07,
0.21) 

‐0.03 
(‐

0.18,
0.14) 

0.03 
(‐

0.16,
0.22) 

Miln           

0.11 
(‐

0.00,
0.21) 

‐0.11 
(‐

0.21,‐
0.01) 

0.12 
(‐

0.00,
0.24) 

0.12 
(0.02,
0.23) 

0.03 
(‐

0.11,
0.18) 

0.12 
(‐

0.01,
0.25) 

‐0.01 
(‐

0.11,
0.10) 

0.07 
(‐

0.02,
0.17) 

0.14 
(0.05,
0.23) 

0.04 
(‐

0.08,
0.17) 

0.10 
(‐

0.06,
0.26) 

0.07 
(‐

0.09,
0.23) 

Mirt          

0.02 
(‐

0.12,
0.16) 

‐0.20 
(‐

0.34,‐
0.06) 

0.03 
(‐

0.12,
0.18) 

0.03 
(‐

0.11,
0.17) 

‐0.06 
(‐

0.23,
0.11) 

0.03 
(‐

0.13,
0.19) 

‐0.10 
(‐

0.24,
0.04) 

‐0.02 
(‐

0.15,
0.12) 

0.05 
(‐

0.08,
0.17) 

‐0.05 
(‐

0.21,
0.11) 

0.01 
(‐

0.17,
0.19) 

‐0.02 
(‐

0.21,
0.17) 

‐0.09 
(‐

0.24,
0.06) 

Nefa         

0.06 
(‐

0.01,
0.14) 

‐0.16 
(‐

0.23,‐
0.08) 

0.07 
(‐

0.02,
0.17) 

0.08 
(0.00,
0.16) 

‐0.01 
(‐

0.13,
0.11) 

0.08 
(‐

0.03,
0.19) 

‐0.05 
(‐

0.12,
0.02) 

0.03 
(‐

0.04,
0.10) 

0.09 
(0.04,
0.15) 

0.00 
(‐

0.11,
0.11) 

0.06 
(‐

0.08,
0.20) 

0.03 
(‐

0.11,
0.16) 

‐0.04 
(‐

0.13,
0.05) 

0.05 
(‐

0.08,
0.17) 

Paro        

‐0.09 
(‐

0.20,
0.02) 

‐0.31 
(‐

0.42,‐
0.20) 

‐0.08 
(‐

0.20,
0.05) 

‐0.07 
(‐

0.19,
0.04) 

‐0.16 
(‐

0.31,‐
0.01) 

‐0.08 
(‐

0.21,
0.06) 

‐0.21 
(‐

0.32,‐
0.09) 

‐0.12 
(‐

0.23,‐
0.02) 

‐0.06 
(‐

0.16,
0.04) 

‐0.15 
(‐

0.29,‐
0.02) 

‐0.10 
(‐

0.26,
0.07) 

‐0.13 
(‐

0.29,
0.04) 

‐0.20 
(‐

0.32,‐
0.07) 

‐0.11 
(‐

0.26,
0.05) 

‐0.15 
(‐

0.25,‐
0.06) 

Rebo       

0.01 
(‐

0.08,
0.10) 

‐0.21 
(‐

0.29,‐
0.12) 

0.03 
(‐

0.08,
0.13) 

0.03 
(‐

0.06,
0.12) 

‐0.06 
(‐

0.19,
0.07) 

0.03 
(‐

0.09,
0.14) 

‐0.10 
(‐

0.19,‐
0.01) 

‐0.02 
(‐

0.10,
0.06) 

0.04 
(‐

0.03,
0.11) 

‐0.05 
(‐

0.17,
0.06) 

0.01 
(‐

0.14,
0.15) 

‐0.02 
(‐

0.17,
0.13) 

‐0.09 
(‐

0.19,
0.01) 

‐0.00 
(‐

0.14,
0.13) 

‐0.05 
(‐

0.12,
0.02) 

0.10 
(‐

0.01,
0.21) 

Sert      

0.03 
(‐

0.10,
0.16) 

‐0.19 
(‐

0.32,‐
0.06) 

0.04 
(‐

0.10,
0.18) 

0.05 
(‐

0.09,
0.18) 

‐0.04 
(‐

0.21,
0.12) 

0.04 
(‐

0.11,
0.20) 

‐0.09 
(‐

0.21,
0.04) 

‐0.00 
(‐

0.13,
0.12) 

0.06 
(‐

0.06,
0.18) 

‐0.03 
(‐

0.19,
0.12) 

0.02 
(‐

0.15,
0.20) 

‐0.01 
(‐

0.19,
0.17) 

‐0.08 
(‐

0.22,
0.06) 

0.01 
(‐

0.15,
0.18) 

‐0.03 
(‐

0.15,
0.08) 

0.12 
(‐

0.03,
0.27) 

0.02 
(‐

0.11,
0.14) 

Traz     

0.07 
(‐

0.01,
0.16) 

‐0.15 
(‐

0.23,‐
0.06) 

0.09 
(‐

0.01,
0.18) 

0.09 
(0.01,
0.18) 

0.00 
(‐

0.13,
0.13) 

0.09 
(‐

0.03,
0.20) 

‐0.04 
(‐

0.12,
0.04) 

0.04 
(‐

0.03,
0.11) 

0.10 
(0.04,
0.16) 

0.01 
(‐

0.10,
0.12) 

0.07 
(‐

0.08,
0.21) 

0.04 
(‐

0.11,
0.18) 

‐0.03 
(‐

0.13,
0.06) 

0.06 
(‐

0.08,
0.19) 

0.01 
(‐

0.05,
0.07) 

0.16 
(0.06,
0.27) 

0.06 
(‐

0.02,
0.14) 

0.04 
(‐

0.08,
0.17) 

Venl    

0.01 
(‐

0.12,
0.14) 

‐0.21 
(‐

0.34,‐
0.08) 

0.02 
(‐

0.12,
0.16) 

0.03 
(‐

0.10,
0.15) 

‐0.06 
(‐

0.23,
0.10) 

0.02 
(‐

0.13,
0.17) 

‐0.11 
(‐

0.23,
0.02) 

‐0.02 
(‐

0.15,
0.10) 

0.04 
(‐

0.08,
0.16) 

‐0.06 
(‐

0.21,
0.10) 

0.00 
(‐

0.17,
0.18) 

‐0.03 
(‐

0.21,
0.15) 

‐0.10 
(‐

0.24,
0.04) 

‐0.01 
(‐

0.18,
0.16) 

‐0.06 
(‐

0.18,
0.06) 

0.10 
(‐

0.05,
0.24) 

‐0.01 
(‐

0.13,
0.12) 

‐0.02 
(‐

0.18,
0.14) 

‐0.07 
(‐

0.19,
0.06) 

Vila   

0.02 
(‐

0.08,
0.12) 

‐0.20 
(‐

0.30,‐
0.10) 

0.03 
(‐

0.08,
0.15) 

0.04 
(‐

0.06,
0.14) 

‐0.05 
(‐

0.20,
0.09) 

0.03 
(‐

0.09,
0.16) 

‐0.09 
(‐

0.18,‐
0.00) 

‐0.01 
(‐

0.11,
0.08) 

0.05 
(‐

0.04,
0.14) 

‐0.04 
(‐

0.17,
0.08) 

0.01 
(‐

0.14,
0.17) 

‐0.02 
(‐

0.18,
0.14) 

‐0.09 
(‐

0.20,
0.03) 

0.00 
(‐

0.14,
0.15) 

‐0.04 
(‐

0.13,
0.04) 

0.11 
(‐

0.01,
0.23) 

0.01 
(‐

0.09,
0.11) 

‐0.01 
(‐

0.15,
0.13) 

‐0.05 
(‐

0.14,
0.04) 

0.01 
(‐

0.12,
0.15) 

Vort  

‐0.26 
(‐

0.33,‐
0.19) 

‐0.48 
(‐

0.55,‐
0.41) 

‐0.25 
(‐

0.33,‐
0.16) 

‐0.24 
(‐

0.31,‐
0.17) 

‐0.33 
(‐

0.45,‐
0.21) 

‐0.25 
(‐

0.35,‐
0.15) 

‐0.37 
(‐

0.44,‐
0.31) 

‐0.29 
(‐

0.35,‐
0.24) 

‐0.23 
(‐

0.28,‐
0.19) 

‐0.32 
(‐

0.43,‐
0.22) 

‐0.27 
(‐

0.40,‐
0.13) 

‐0.30 
(‐

0.44,‐
0.16) 

‐0.37 
(‐

0.45,‐
0.28) 

‐0.28 
(‐

0.40,‐
0.15) 

‐0.32 
(‐

0.37,‐
0.28) 

‐0.17 
(‐

0.26,‐
0.08) 

‐0.27 
(‐

0.34,‐
0.21) 

‐0.29 
(‐

0.40,‐
0.17) 

‐0.33 
(‐

0.39,‐
0.28) 

‐0.27 
(‐

0.38,‐
0.15) 

‐0.28 
(‐

0.36,‐
0.20) 

Place
bo 

 

SMD<0 favours the treatment in the column 
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7.2.4 Remission 

 

 

 

  

Placebo

Agomelatine

Amitriptyline

Bupropion

Citalopram
ClomipramineDesvenlafaxine

Duloxetine

Escitalopram

Fluoxetine

Fluvoxamine

Levomilnacipran

Milnacipran

Mirtazapine

Nefazodone

ParoxetineReboxetine Sertraline
Trazodone

Venlafaxine

Vilazodone

Vortioxetine

Remission

Amitriptyline
Duloxetine
Nefazodone
Venlafaxine
Clomipramine
Paroxetine
Bupropion
Mirtazapine
Fluvoxamine
Escitalopram
Milnacipran
Sertraline
Vortioxetine
Vilazodone
Fluoxetine
Agomelatine
Desvenlafaxine
Citalopram
Trazodone
Levomilnacipran
Reboxetine

Drug

1.98 (1.73, 2.25)
1.78 (1.59, 1.99)
1.75 (1.33, 2.31)
1.70 (1.54, 1.89)
1.68 (1.34, 2.10)
1.67 (1.53, 1.82)
1.66 (1.40, 1.97)
1.66 (1.41, 1.95)
1.66 (1.35, 2.05)
1.64 (1.47, 1.83)
1.53 (1.14, 2.07)
1.52 (1.34, 1.73)
1.49 (1.29, 1.72)
1.47 (1.18, 1.84)
1.46 (1.34, 1.60)
1.43 (1.24, 1.65)
1.40 (1.16, 1.70)
1.37 (1.20, 1.57)
1.37 (1.10, 1.70)
1.33 (1.03, 1.73)
1.23 (1.03, 1.46)

OR (95% CrI)

Favours placebo  Favours drug 
1.5 1 2.5

Remission
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Agom                      

0.72 
(0.60,
0.87) 

Amit                     

0.86 
(0.69,
1.07) 

1.19 
(0.96,
1.47) 

Bupr                    

1.04 
(0.86,
1.26) 

1.44 
(1.20,
1.72) 

1.21 
(0.98,
1.50) 

Cita                   

0.85 
(0.66,
1.10) 

1.17 
(0.92,
1.51) 

0.99 
(0.75,
1.31) 

0.82 
(0.64,
1.05) 

Clom                  

1.02 
(0.81,
1.30) 

1.41 
(1.12,
1.78) 

1.19 
(0.92,
1.54) 

0.98 
(0.77,
1.24) 

1.20 
(0.89,
1.61) 

Desv                 

0.80 
(0.68,
0.96) 

1.11 
(0.94,
1.31) 

0.94 
(0.76,
1.14) 

0.77 
(0.65,
0.91) 

0.95 
(0.74,
1.21) 

0.79 
(0.63,
0.98) 

Dulo                

0.87 
(0.74,
1.03) 

1.21 
(1.02,
1.42) 

1.02 
(0.84,
1.23) 

0.84 
(0.73,
0.97) 

1.03 
(0.80,
1.31) 

0.86 
(0.68,
1.07) 

1.09 
(0.94,
1.26) 

Esci               

0.98 
(0.84,
1.14) 

1.35 
(1.17,
1.55) 

1.14 
(0.94,
1.37) 

0.94 
(0.81,
1.09) 

1.15 
(0.92,
1.44) 

0.96 
(0.77,
1.18) 

1.21 
(1.06,
1.39) 

1.12 
(0.98,
1.27) 

Fluo              

0.86 
(0.67,
1.10) 

1.19 
(0.95,
1.50) 

1.00 
(0.77,
1.31) 

0.83 
(0.65,
1.05) 

1.01 
(0.75,
1.36) 

0.84 
(0.63,
1.12) 

1.07 
(0.85,
1.36) 

0.99 
(0.78,
1.24) 

0.88 
(0.71,
1.09) 

Fluv             

1.07 
(0.80,
1.44) 

1.48 
(1.11,
1.98) 

1.25 
(0.92,
1.70) 

1.03 
(0.77,
1.38) 

1.26 
(0.90,
1.77) 

1.05 
(0.76,
1.45) 

1.33 
(1.01,
1.77) 

1.23 
(0.93,
1.63) 

1.10 
(0.84,
1.45) 

1.25 
(0.89,
1.74) 

Levo            

0.93 
(0.68,
1.29) 

1.29 
(0.95,
1.76) 

1.08 
(0.77,
1.53) 

0.90 
(0.65,
1.24) 

1.10 
(0.78,
1.55) 

0.91 
(0.64,
1.30) 

1.16 
(0.85,
1.59) 

1.07 
(0.78,
1.46) 

0.95 
(0.71,
1.29) 

1.08 
(0.76,
1.55) 

0.87 
(0.59,
1.29) 

Miln           

0.86 
(0.70,
1.06) 

1.19 
(0.98,
1.44) 

1.00 
(0.79,
1.26) 

0.83 
(0.68,
1.01) 

1.01 
(0.78,
1.32) 

0.84 
(0.66,
1.09) 

1.07 
(0.88,
1.30) 

0.99 
(0.82,
1.19) 

0.88 
(0.75,
1.04) 

1.00 
(0.79,
1.27) 

0.80 
(0.59,
1.09) 

0.92 
(0.66,
1.28) 

Mirt          

0.82 
(0.60,
1.11) 

1.13 
(0.84,
1.52) 

0.95 
(0.69,
1.32) 

0.79 
(0.58,
1.07) 

0.96 
(0.68,
1.36) 

0.80 
(0.57,
1.12) 

1.02 
(0.76,
1.37) 

0.94 
(0.70,
1.26) 

0.84 
(0.63,
1.11) 

0.95 
(0.67,
1.34) 

0.76 
(0.52,
1.11) 

0.88 
(0.59,
1.31) 

0.95 
(0.69,
1.30) 

Nefa         

0.86 
(0.74,
1.00) 

1.18 
(1.03,
1.36) 

1.00 
(0.83,
1.20) 

0.82 
(0.71,
0.95) 

1.01 
(0.81,
1.25) 

0.84 
(0.68,
1.03) 

1.07 
(0.94,
1.21) 

0.98 
(0.86,
1.12) 

0.88 
(0.79,
0.97) 

0.99 
(0.80,
1.24) 

0.80 
(0.61,
1.05) 

0.92 
(0.69,
1.23) 

0.99 
(0.84,
1.18) 

1.05 
(0.79,
1.40) 

Paro        

1.16 
(0.93,
1.45) 

1.61 
(1.30,
1.98) 

1.35 
(1.06,
1.72) 

1.12 
(0.91,
1.38) 

1.37 
(1.04,
1.80) 

1.14 
(0.88,
1.47) 

1.45 
(1.18,
1.77) 

1.33 
(1.09,
1.63) 

1.19 
(0.99,
1.43) 

1.35 
(1.03,
1.76) 

1.08 
(0.79,
1.48) 

1.25 
(0.89,
1.75) 

1.35 
(1.07,
1.70) 

1.42 
(1.03,
1.97) 

1.36 
(1.13,
1.63) 

Rebo       

0.94 
(0.78,
1.13) 

1.30 
(1.11,
1.52) 

1.09 
(0.89,
1.35) 

0.90 
(0.76,
1.07) 

1.11 
(0.87,
1.40) 

0.92 
(0.73,
1.16) 

1.17 
(0.99,
1.38) 

1.08 
(0.92,
1.26) 

0.96 
(0.84,
1.11) 

1.09 
(0.87,
1.38) 

0.88 
(0.66,
1.17) 

1.01 
(0.73,
1.38) 

1.09 
(0.90,
1.32) 

1.15 
(0.85,
1.55) 

1.10 
(0.95,
1.26) 

0.81 
(0.66,
1.00) 

Sert      

1.05 
(0.81,
1.35) 

1.44 
(1.14,
1.84) 

1.22 
(0.93,
1.60) 

1.01 
(0.78,
1.29) 

1.23 
(0.91,
1.67) 

1.03 
(0.77,
1.38) 

1.30 
(1.02,
1.66) 

1.20 
(0.94,
1.53) 

1.07 
(0.85,
1.35) 

1.21 
(0.90,
1.64) 

0.98 
(0.69,
1.37) 

1.12 
(0.78,
1.62) 

1.21 
(0.93,
1.59) 

1.28 
(0.90,
1.82) 

1.22 
(0.97,
1.53) 

0.90 
(0.68,
1.19) 

1.11 
(0.87,
1.42) 

Traz     

0.84 
(0.71,
0.99) 

1.16 
(0.99,
1.35) 

0.98 
(0.81,
1.18) 

0.81 
(0.69,
0.94) 

0.99 
(0.78,
1.25) 

0.82 
(0.66,
1.02) 

1.04 
(0.91,
1.20) 

0.96 
(0.84,
1.11) 

0.86 
(0.77,
0.96) 

0.97 
(0.78,
1.22) 

0.78 
(0.59,
1.03) 

0.90 
(0.66,
1.22) 

0.97 
(0.82,
1.16) 

1.03 
(0.77,
1.38) 

0.98 
(0.87,
1.10) 

0.72 
(0.59,
0.88) 

0.89 
(0.77,
1.04) 

0.80 
(0.63,
1.01) 

Venl    

0.97 
(0.75,
1.26) 

1.34 
(1.04,
1.73) 

1.13 
(0.86,
1.49) 

0.93 
(0.73,
1.19) 

1.14 
(0.84,
1.56) 

0.95 
(0.71,
1.27) 

1.21 
(0.94,
1.54) 

1.11 
(0.87,
1.42) 

0.99 
(0.79,
1.26) 

1.13 
(0.83,
1.53) 

0.90 
(0.64,
1.27) 

1.04 
(0.72,
1.50) 

1.13 
(0.86,
1.48) 

1.19 
(0.84,
1.69) 

1.13 
(0.90,
1.43) 

0.83 
(0.63,
1.10) 

1.03 
(0.80,
1.33) 

0.93 
(0.68,
1.26) 

1.16 
(0.91,
1.47) 

Vila   

0.96 
(0.79,
1.17) 

1.32 
(1.09,
1.61) 

1.12 
(0.89,
1.40) 

0.92 
(0.76,
1.12) 

1.13 
(0.87,
1.47) 

0.94 
(0.74,
1.19) 

1.19 
(1.01,
1.41) 

1.10 
(0.92,
1.31) 

0.98 
(0.83,
1.16) 

1.11 
(0.86,
1.44) 

0.89 
(0.66,
1.20) 

1.03 
(0.74,
1.43) 

1.11 
(0.90,
1.38) 

1.17 
(0.86,
1.61) 

1.12 
(0.95,
1.32) 

0.82 
(0.66,
1.03) 

1.02 
(0.84,
1.24) 

0.92 
(0.71,
1.19) 

1.14 
(0.97,
1.35) 

0.99 
(0.76,
1.28) 

Vort  

1.43 
(1.24,
1.65) 

1.98 
(1.73,
2.25) 

1.66 
(1.40,
1.97) 

1.37 
(1.20,
1.57) 

1.68 
(1.34,
2.10) 

1.40 
(1.16,
1.70) 

1.78 
(1.59,
1.99) 

1.64 
(1.47,
1.83) 

1.46 
(1.34,
1.60) 

1.66 
(1.35,
2.05) 

1.33 
(1.03,
1.73) 

1.53 
(1.14,
2.07) 

1.66 
(1.41,
1.95) 

1.75 
(1.33,
2.31) 

1.67 
(1.53,
1.82) 

1.23 
(1.03,
1.46) 

1.52 
(1.34,
1.73) 

1.37 
(1.10,
1.70) 

1.70 
(1.54,
1.89) 

1.47 
(1.18,
1.84) 

1.49 
(1.29,
1.72) 

Place
bo 

 

OR>1 favours the treatment in the column  
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7.2.5 Dropouts due to adverse events 

 

 

 

  

Placebo

Agomelatine

Amitriptyline

Bupropion

Citalopram
ClomipramineDesvenlafaxine

Duloxetine

Escitalopram

Fluoxetine

Fluvoxamine

Levomilnacipran

Milnacipran

Mirtazapine

Nefazodone

ParoxetineReboxetine Sertraline
Trazodone

Venlafaxine

Vilazodone

Vortioxetine

Drop-outs due to side effects
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Agom                      

0.39 
(0.28,
0.53) 

Amit                     

0.53 
(0.36,
0.78) 

1.36 
(0.95,
1.95) 

Bupr                    

0.65 
(0.44,
0.94) 

1.66 
(1.18,
2.36) 

1.22 
(0.80,
1.86) 

Cita                   

0.27 
(0.17,
0.42) 

0.70 
(0.46,
1.05) 

0.51 
(0.32,
0.83) 

0.42 
(0.26,
0.66) 

Clom                  

0.73 
(0.46,
1.14) 

1.87 
(1.22,
2.87) 

1.37 
(0.84,
2.23) 

1.12 
(0.69,
1.81) 

2.67 
(1.57,
4.54) 

Desv                 

0.49 
(0.36,
0.66) 

1.25 
(0.95,
1.66) 

0.92 
(0.64,
1.33) 

0.75 
(0.53,
1.07) 

1.79 
(1.18,
2.74) 

0.67 
(0.44,
1.02) 

Dulo                

0.70 
(0.51,
0.97) 

1.81 
(1.35,
2.41) 

1.33 
(0.92,
1.90) 

1.09 
(0.78,
1.51) 

2.58 
(1.69,
3.96) 

0.96 
(0.63,
1.50) 

1.44 
(1.09,
1.91) 

Esci               

0.66 
(0.50,
0.87) 

1.70 
(1.36,
2.14) 

1.25 
(0.90,
1.74) 

1.02 
(0.75,
1.40) 

2.43 
(1.67,
3.58) 

0.91 
(0.61,
1.37) 

1.36 
(1.06,
1.74) 

0.94 
(0.74,
1.21) 

Fluo              

0.43 
(0.29,
0.62) 

1.10 
(0.79,
1.52) 

0.81 
(0.53,
1.22) 

0.66 
(0.45,
0.97) 

1.57 
(1.00,
2.49) 

0.59 
(0.37,
0.95) 

0.88 
(0.62,
1.25) 

0.61 
(0.43,
0.87) 

0.65 
(0.47,
0.89) 

Fluv             

0.47 
(0.27,
0.79) 

1.21 
(0.72,
1.99) 

0.89 
(0.50,
1.54) 

0.73 
(0.42,
1.25) 

1.73 
(0.95,
3.12) 

0.65 
(0.35,
1.17) 

0.97 
(0.58,
1.59) 

0.67 
(0.40,
1.11) 

0.71 
(0.43,
1.15) 

1.10 
(0.63,
1.89) 

Levo            

0.74 
(0.45,
1.21) 

1.90 
(1.20,
2.99) 

1.39 
(0.82,
2.36) 

1.14 
(0.68,
1.91) 

2.71 
(1.61,
4.63) 

1.01 
(0.57,
1.81) 

1.51 
(0.95,
2.43) 

1.05 
(0.65,
1.69) 

1.11 
(0.72,
1.73) 

1.72 
(1.06,
2.83) 

1.57 
(0.84,
2.98) 

Miln           

0.55 
(0.39,
0.76) 

1.41 
(1.06,
1.87) 

1.03 
(0.71,
1.51) 

0.84 
(0.59,
1.21) 

2.01 
(1.32,
3.09) 

0.75 
(0.48,
1.18) 

1.12 
(0.83,
1.53) 

0.78 
(0.57,
1.06) 

0.82 
(0.64,
1.07) 

1.28 
(0.91,
1.81) 

1.16 
(0.70,
1.98) 

0.74 
(0.46,
1.19) 

Mirt          

0.55 
(0.35,
0.87) 

1.43 
(0.94,
2.18) 

1.05 
(0.64,
1.70) 

0.86 
(0.53,
1.38) 

2.04 
(1.21,
3.46) 

0.76 
(0.45,
1.31) 

1.14 
(0.74,
1.76) 

0.79 
(0.51,
1.22) 

0.84 
(0.56,
1.25) 

1.30 
(0.81,
2.09) 

1.18 
(0.65,
2.16) 

0.75 
(0.43,
1.32) 

1.01 
(0.65,
1.58) 

Nefa         

0.55 
(0.42,
0.72) 

1.42 
(1.15,
1.76) 

1.04 
(0.75,
1.45) 

0.85 
(0.62,
1.17) 

2.02 
(1.41,
2.94) 

0.76 
(0.51,
1.14) 

1.13 
(0.90,
1.43) 

0.78 
(0.61,
1.00) 

0.83 
(0.70,
0.99) 

1.29 
(0.95,
1.75) 

1.17 
(0.73,
1.93) 

0.75 
(0.49,
1.14) 

1.01 
(0.78,
1.30) 

0.99 
(0.67,
1.47) 

Paro        

0.44 
(0.30,
0.65) 

1.14 
(0.80,
1.62) 

0.84 
(0.55,
1.28) 

0.68 
(0.45,
1.04) 

1.63 
(1.03,
2.61) 

0.61 
(0.38,
0.99) 

0.91 
(0.64,
1.30) 

0.63 
(0.44,
0.91) 

0.67 
(0.49,
0.92) 

1.04 
(0.69,
1.57) 

0.94 
(0.55,
1.65) 

0.60 
(0.36,
1.00) 

0.81 
(0.56,
1.18) 

0.80 
(0.49,
1.29) 

0.80 
(0.59,
1.10) 

Rebo       

0.60 
(0.43,
0.83) 

1.54 
(1.19,
2.01) 

1.13 
(0.78,
1.65) 

0.93 
(0.65,
1.33) 

2.20 
(1.47,
3.32) 

0.83 
(0.53,
1.29) 

1.23 
(0.91,
1.67) 

0.85 
(0.63,
1.15) 

0.91 
(0.71,
1.16) 

1.40 
(0.99,
2.00) 

1.28 
(0.77,
2.16) 

0.81 
(0.50,
1.30) 

1.10 
(0.81,
1.49) 

1.08 
(0.71,
1.65) 

1.09 
(0.85,
1.39) 

1.36 
(0.94,
1.96) 

Sert      

0.39 
(0.26,
0.60) 

1.01 
(0.69,
1.49) 

0.74 
(0.48,
1.16) 

0.61 
(0.39,
0.96) 

1.45 
(0.88,
2.41) 

0.54 
(0.32,
0.91) 

0.81 
(0.54,
1.22) 

0.56 
(0.37,
0.85) 

0.59 
(0.41,
0.86) 

0.92 
(0.59,
1.45) 

0.84 
(0.47,
1.52) 

0.53 
(0.31,
0.93) 

0.72 
(0.48,
1.08) 

0.71 
(0.42,
1.19) 

0.72 
(0.50,
1.03) 

0.89 
(0.56,
1.41) 

0.66 
(0.44,
0.98) 

Traz     

0.41 
(0.31,
0.54) 

1.05 
(0.82,
1.35) 

0.77 
(0.55,
1.08) 

0.63 
(0.46,
0.88) 

1.50 
(1.02,
2.24) 

0.56 
(0.37,
0.85) 

0.84 
(0.65,
1.08) 

0.58 
(0.45,
0.75) 

0.62 
(0.51,
0.75) 

0.96 
(0.69,
1.33) 

0.87 
(0.54,
1.44) 

0.56 
(0.35,
0.87) 

0.75 
(0.57,
0.98) 

0.74 
(0.49,
1.11) 

0.74 
(0.61,
0.91) 

0.92 
(0.66,
1.29) 

0.68 
(0.52,
0.89) 

1.04 
(0.71,
1.52) 

Venl    

0.53 
(0.31,
0.92) 

1.38 
(0.82,
2.31) 

1.01 
(0.57,
1.78) 

0.83 
(0.49,
1.40) 

1.96 
(1.07,
3.61) 

0.74 
(0.40,
1.35) 

1.10 
(0.65,
1.85) 

0.76 
(0.45,
1.28) 

0.81 
(0.49,
1.33) 

1.25 
(0.71,
2.18) 

1.14 
(0.59,
2.23) 

0.73 
(0.38,
1.38) 

0.98 
(0.57,
1.66) 

0.96 
(0.52,
1.77) 

0.97 
(0.59,
1.59) 

1.21 
(0.69,
2.11) 

0.89 
(0.52,
1.51) 

1.36 
(0.75,
2.46) 

1.31 
(0.79,
2.17) 

Vila   

0.74 
(0.51,
1.06) 

1.90 
(1.36,
2.67) 

1.39 
(0.93,
2.10) 

1.14 
(0.77,
1.70) 

2.71 
(1.72,
4.33) 

1.02 
(0.64,
1.62) 

1.52 
(1.13,
2.05) 

1.05 
(0.75,
1.48) 

1.12 
(0.82,
1.52) 

1.73 
(1.17,
2.58) 

1.57 
(0.93,
2.72) 

1.00 
(0.60,
1.66) 

1.35 
(0.94,
1.93) 

1.33 
(0.83,
2.12) 

1.34 
(1.00,
1.81) 

1.67 
(1.12,
2.50) 

1.23 
(0.87,
1.75) 

1.88 
(1.20,
2.94) 

1.81 
(1.33,
2.45) 

1.38 
(0.80,
2.40) 

Vort  

1.21 
(0.94,
1.56) 

3.11 
(2.54,
3.82) 

2.28 
(1.68,
3.10) 

1.87 
(1.39,
2.51) 

4.44 
(3.07,
6.50) 

1.66 
(1.14,
2.44) 

2.48 
(2.02,
3.06) 

1.72 
(1.38,
2.14) 

1.82 
(1.56,
2.13) 

2.83 
(2.12,
3.80) 

2.57 
(1.64,
4.13) 

1.64 
(1.06,
2.52) 

2.21 
(1.74,
2.81) 

2.18 
(1.49,
3.18) 

2.19 
(1.90,
2.53) 

2.73 
(2.02,
3.69) 

2.01 
(1.61,
2.52) 

3.07 
(2.15,
4.38) 

2.95 
(2.49,
3.51) 

2.26 
(1.40,
3.66) 

1.64 
(1.25,
2.14) 

Place
bo 

 

Values<1 favour the treatment in the column  

 

 

 



 156 

7.3 Assessment of transitivity 

The following characteristics have been evaluated in all trials included in the network irrespectively of the 

outcome being reported. 
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Most of the comparisons had similar mean age and baseline severity but there were a few comparisons which 

had relatively low or high age or baseline severity means. Meta-regressions of mean age and subgroup 

analyses by baseline severity, however, did not show that they impacted on the network estimates, although 

results from such analyses might suffer from ecological bias.  

 

7.4 Evaluation of inconsistency 

7.4.1 Response 

7.4.1.1 Loop-specific approach 

 

Loops With Evidence of Statistical Inconsistency: 
 
  +--------------------------------------------------------------------------------------+ 
  |           Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |----------------+-------+-------+---------+---------+-------------+-------------------| 
  | cita-fluv-venl | 1.243 | 0.599 |   2.077 |   0.038 | (0.07,2.42) |             0.000 | 
  | clom-fluo-traz | 1.161 | 0.524 |   2.215 |   0.027 | (0.13,2.19) |             0.000 | 
  | cita-clom-fluo | 1.031 | 0.470 |   2.192 |   0.028 | (0.11,1.95) |             0.000 | 
  | Plac-fluv-venl | 0.992 | 0.457 |   2.168 |   0.030 | (0.10,1.89) |             0.010 | 
  | agom-paro-venl | 0.912 | 0.310 |   2.943 |   0.003 | (0.30,1.52) |             0.021 | 
  | clom-fluo-sert | 0.801 | 0.356 |   2.249 |   0.025 | (0.10,1.50) |             0.000 | 
  | mirt-paro-venl | 0.795 | 0.345 |   2.301 |   0.021 | (0.12,1.47) |             0.033 | 
  | cita-fluo-venl | 0.739 | 0.370 |   1.999 |   0.046 | (0.01,1.46) |             0.008 | 
  | agom-dulo-venl | 0.690 | 0.319 |   2.160 |   0.031 | (0.06,1.32) |             0.000 | 
  | dulo-venl-vort | 0.601 | 0.265 |   2.268 |   0.023 | (0.08,1.12) |             0.015 | 
  | Plac-amit-fluo | 0.561 | 0.213 |   2.628 |   0.009 | (0.14,0.98) |             0.075 | 
  | bupr-fluo-venl | 0.546 | 0.272 |   2.010 |   0.044 | (0.01,1.08) |             0.000 | 
  | amit-fluo-sert | 0.525 | 0.220 |   2.383 |   0.017 | (0.09,0.96) |             0.000 | 
  | agom-fluo-venl | 0.478 | 0.229 |   2.087 |   0.037 | (0.03,0.93) |             0.000 | 
  | Plac-dulo-esci | 0.463 | 0.193 |   2.405 |   0.016 | (0.09,0.84) |             0.035 | 
  | Plac-amit-paro | 0.388 | 0.155 |   2.498 |   0.012 | (0.08,0.69) |             0.021 | 
  | Plac-cita-esci | 0.357 | 0.142 |   2.520 |   0.012 | (0.08,0.63) |             0.010 | 
  +--------------------------------------------------------------------------------------+ 
 
 Loops Without Evidence of Statistical Inconsistency: 
 
  +-------------------------------------------------------------------------------------------+ 
  |                Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |---------------------+-------+-------+---------+---------+-------------+-------------------| 
  |      cita-clom-venl | 1.891 | 1.255 |   1.507 |   0.132 | (0.00,4.35) |             0.492 | 
  |      bupr-sert-traz | 1.385 | 1.151 |   1.203 |   0.229 | (0.00,3.64) |             0.000 | 
  |      fluo-miln-sert | 1.242 | 0.964 |   1.288 |   0.198 | (0.00,3.13) |             0.019 | 
  |      clom-fluo-fluv | 1.149 | 0.613 |   1.873 |   0.061 | (0.00,2.35) |             0.000 | 
  |      cita-sert-venl | 1.118 | 0.892 |   1.253 |   0.210 | (0.00,2.87) |             0.284 | 
  |      clom-fluv-sert | 1.102 | 0.650 |   1.695 |   0.090 | (0.00,2.38) |             0.000 | 
  |      bupr-fluo-traz | 1.090 | 0.595 |   1.833 |   0.067 | (0.00,2.26) |             0.047 | 
  |      fluv-mirt-venl | 1.037 | 0.749 |   1.385 |   0.166 | (0.00,2.50) |             0.126 | 
  |      cita-clom-paro | 1.001 | 0.810 |   1.236 |   0.216 | (0.00,2.59) |             0.137 | 
  |      amit-fluv-venl | 0.933 | 0.985 |   0.948 |   0.343 | (0.00,2.86) |             0.237 | 
  |      cita-paro-venl | 0.916 | 0.923 |   0.992 |   0.321 | (0.00,2.73) |             0.206 | 
  |      Plac-bupr-traz | 0.892 | 0.580 |   1.538 |   0.124 | (0.00,2.03) |             0.094 | 
  |      miln-paro-sert | 0.872 | 0.939 |   0.928 |   0.353 | (0.00,2.71) |             0.000 | 
  | cita-clom-mirt-traz | 0.774 | 0.691 |   1.119 |   0.263 | (0.00,2.13) |             0.000 | 
  |      fluo-fluv-sert | 0.755 | 0.407 |   1.856 |   0.063 | (0.00,1.55) |             0.000 | 
  |      fluo-sert-traz | 0.750 | 0.525 |   1.430 |   0.153 | (0.00,1.78) |             0.014 | 
  |      clom-traz-venl | 0.737 | 0.588 |   1.254 |   0.210 | (0.00,1.89) |             0.000 | 
  |      cita-fluv-sert | 0.736 | 0.928 |   0.793 |   0.428 | (0.00,2.55) |             0.213 | 
  |      fluo-fluv-miln | 0.719 | 0.432 |   1.665 |   0.096 | (0.00,1.57) |             0.010 | 
  |      cita-esci-venl | 0.706 | 0.498 |   1.418 |   0.156 | (0.00,1.68) |             0.077 | 
  |      fluo-fluv-venl | 0.701 | 0.491 |   1.429 |   0.153 | (0.00,1.66) |             0.000 | 
  |      Plac-cita-venl | 0.700 | 0.359 |   1.950 |   0.051 | (0.00,1.40) |             0.026 | 
  |      paro-rebo-venl | 0.671 | 0.367 |   1.829 |   0.067 | (0.00,1.39) |             0.000 | 
  |      fluv-paro-sert | 0.670 | 0.467 |   1.435 |   0.151 | (0.00,1.58) |             0.000 | 
  |      agom-dulo-esci | 0.646 | 0.406 |   1.591 |   0.112 | (0.00,1.44) |             0.031 | 
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  |      esci-paro-venl | 0.645 | 0.340 |   1.899 |   0.058 | (0.00,1.31) |             0.027 | 
  |      fluo-paro-traz | 0.643 | 0.452 |   1.422 |   0.155 | (0.00,1.53) |             0.056 | 
  |      clom-miln-sert | 0.641 | 1.026 |   0.624 |   0.532 | (0.00,2.65) |             0.000 | 
  |      Plac-paro-traz | 0.620 | 0.320 |   1.936 |   0.053 | (0.00,1.25) |             0.023 | 
  |      amit-miln-sert | 0.616 | 1.090 |   0.565 |   0.572 | (0.00,2.75) |             0.096 | 
  |      clom-fluv-paro | 0.616 | 0.733 |   0.840 |   0.401 | (0.00,2.05) |             0.086 | 
  |      fluv-mirt-sert | 0.615 | 0.799 |   0.769 |   0.442 | (0.00,2.18) |             0.225 | 
  |      bupr-paro-venl | 0.606 | 0.502 |   1.207 |   0.227 | (0.00,1.59) |             0.023 | 
  |      cita-esci-paro | 0.597 | 0.347 |   1.720 |   0.086 | (0.00,1.28) |             0.026 | 
  |      cita-fluo-mirt | 0.594 | 0.509 |   1.167 |   0.243 | (0.00,1.59) |             0.040 | 
  |      amit-fluv-miln | 0.587 | 0.881 |   0.666 |   0.505 | (0.00,2.31) |             0.308 | 
  |      amit-paro-venl | 0.582 | 0.419 |   1.390 |   0.164 | (0.00,1.40) |             0.071 | 
  |      amit-sert-traz | 0.568 | 0.529 |   1.073 |   0.283 | (0.00,1.61) |             0.043 | 
  |      nefa-paro-sert | 0.546 | 0.566 |   0.964 |   0.335 | (0.00,1.65) |             0.039 | 
  | amit-clom-miln-traz | 0.517 | 0.928 |   0.557 |   0.578 | (0.00,2.34) |             0.143 | 
  |      Plac-cita-rebo | 0.502 | 0.414 |   1.213 |   0.225 | (0.00,1.31) |             0.068 | 
  |      esci-sert-venl | 0.496 | 0.399 |   1.243 |   0.214 | (0.00,1.28) |             0.032 | 
  |      Plac-sert-traz | 0.488 | 0.523 |   0.931 |   0.352 | (0.00,1.51) |             0.054 | 
  |      cita-mirt-sert | 0.487 | 1.388 |   0.351 |   0.726 | (0.00,3.21) |             0.463 | 
  |      bupr-fluo-sert | 0.478 | 1.034 |   0.462 |   0.644 | (0.00,2.51) |             0.000 | 
  |      fluo-nefa-sert | 0.470 | 0.464 |   1.013 |   0.311 | (0.00,1.38) |             0.000 | 
  |      clom-fluo-paro | 0.457 | 0.333 |   1.371 |   0.170 | (0.00,1.11) |             0.055 | 
  |      fluo-rebo-venl | 0.452 | 0.352 |   1.283 |   0.199 | (0.00,1.14) |             0.000 | 
  |      cita-clom-sert | 0.448 | 0.886 |   0.506 |   0.613 | (0.00,2.18) |             0.159 | 
  |      fluv-miln-paro | 0.446 | 0.429 |   1.041 |   0.298 | (0.00,1.29) |             0.000 | 
  |      Plac-agom-venl | 0.441 | 0.265 |   1.666 |   0.096 | (0.00,0.96) |             0.038 | 
  |      fluo-traz-venl | 0.438 | 0.379 |   1.155 |   0.248 | (0.00,1.18) |             0.000 | 
  |      Plac-traz-venl | 0.436 | 0.362 |   1.202 |   0.229 | (0.00,1.15) |             0.045 | 
  |      Plac-cita-mirt | 0.435 | 0.405 |   1.074 |   0.283 | (0.00,1.23) |             0.014 | 
  | clom-fluv-mirt-traz | 0.409 | 0.906 |   0.451 |   0.652 | (0.00,2.18) |             0.120 | 
  |      cita-fluo-paro | 0.406 | 0.411 |   0.987 |   0.324 | (0.00,1.21) |             0.047 | 
  |      Plac-cita-fluv | 0.403 | 0.331 |   1.217 |   0.224 | (0.00,1.05) |             0.000 | 
  |      Plac-esci-venl | 0.401 | 0.238 |   1.685 |   0.092 | (0.00,0.87) |             0.016 | 
  |      bupr-sert-venl | 0.391 | 1.057 |   0.370 |   0.712 | (0.00,2.46) |             0.000 | 
  |      Plac-cita-paro | 0.388 | 0.280 |   1.389 |   0.165 | (0.00,0.94) |             0.010 | 
  | amit-clom-miln-venl | 0.383 | 0.841 |   0.455 |   0.649 | (0.00,2.03) |             0.122 | 
  |      amit-traz-venl | 0.378 | 0.428 |   0.884 |   0.377 | (0.00,1.22) |             0.000 | 
  |      Plac-mirt-traz | 0.374 | 0.423 |   0.882 |   0.378 | (0.00,1.20) |             0.087 | 
  |      dulo-paro-venl | 0.372 | 0.297 |   1.250 |   0.211 | (0.00,0.95) |             0.029 | 
  |      Plac-bupr-venl | 0.369 | 0.324 |   1.140 |   0.254 | (0.00,1.00) |             0.040 | 
  |      cita-fluo-rebo | 0.367 | 0.307 |   1.193 |   0.233 | (0.00,0.97) |             0.000 | 
  |      amit-fluo-traz | 0.363 | 0.380 |   0.957 |   0.339 | (0.00,1.11) |             0.000 | 
  |      agom-esci-paro | 0.363 | 0.305 |   1.188 |   0.235 | (0.00,0.96) |             0.019 | 
  |      Plac-fluv-paro | 0.362 | 0.335 |   1.079 |   0.281 | (0.00,1.02) |             0.004 | 
  |      Plac-paro-venl | 0.361 | 0.189 |   1.912 |   0.056 | (0.00,0.73) |             0.010 | 
  |      mirt-traz-venl | 0.353 | 0.388 |   0.909 |   0.363 | (0.00,1.11) |             0.000 | 
  |      amit-paro-traz | 0.351 | 0.445 |   0.790 |   0.430 | (0.00,1.22) |             0.067 | 
  |      cita-fluv-paro | 0.340 | 0.490 |   0.695 |   0.487 | (0.00,1.30) |             0.000 | 
  |      cita-paro-sert | 0.340 | 0.797 |   0.427 |   0.669 | (0.00,1.90) |             0.144 | 
  |      Plac-amit-mirt | 0.338 | 0.290 |   1.165 |   0.244 | (0.00,0.91) |             0.048 | 
  |      Plac-amit-sert | 0.329 | 0.178 |   1.850 |   0.064 | (0.00,0.68) |             0.020 | 
  |      Plac-fluo-fluv | 0.324 | 0.375 |   0.865 |   0.387 | (0.00,1.06) |             0.089 | 
  |      Plac-mirt-venl | 0.324 | 0.246 |   1.319 |   0.187 | (0.00,0.81) |             0.020 | 
  |      fluo-sert-venl | 0.323 | 0.239 |   1.347 |   0.178 | (0.00,0.79) |             0.000  
  |      cita-esci-sert | 0.321 | 0.419 |   0.766 |   0.444 | (0.00,1.14) |             0.067 | 
  |      amit-paro-sert | 0.319 | 0.336 |   0.951 |   0.342 | (0.00,0.98) |             0.071 | 
  |      agom-esci-fluo | 0.313 | 0.284 |   1.102 |   0.270 | (0.00,0.87) |             0.000 | 
  |      Plac-nefa-paro | 0.309 | 0.316 |   0.979 |   0.328 | (0.00,0.93) |             0.013 | 
  |      Plac-dulo-vort | 0.308 | 0.176 |   1.747 |   0.081 | (0.00,0.65) |             0.052 | 
  |      cita-fluv-mirt | 0.306 | 0.508 |   0.602 |   0.547 | (0.00,1.30) |             0.000 | 
  |      amit-fluo-venl | 0.304 | 0.309 |   0.982 |   0.326 | (0.00,0.91) |             0.000 | 
  |      clom-sert-venl | 0.293 | 0.429 |   0.684 |   0.494 | (0.00,1.13) |             0.000 | 
  |      fluo-mirt-traz | 0.291 | 0.480 |   0.607 |   0.544 | (0.00,1.23) |             0.057 | 
  |      fluo-mirt-venl | 0.289 | 0.231 |   1.250 |   0.211 | (0.00,0.74) |             0.000 | 
  | Plac-clom-fluv-traz | 0.287 | 0.768 |   0.374 |   0.708 | (0.00,1.79) |             0.050 | 
  | amit-clom-fluv-traz | 0.285 | 0.935 |   0.305 |   0.760 | (0.00,2.12) |             0.120 | 
  |      amit-fluv-sert | 0.276 | 0.540 |   0.511 |   0.610 | (0.00,1.34) |             0.092 | 
  |      cita-fluo-sert | 0.275 | 0.365 |   0.754 |   0.451 | (0.00,0.99) |             0.029 | 
  |      fluo-mirt-paro | 0.269 | 0.278 |   0.967 |   0.333 | (0.00,0.81) |             0.059 | 
  |      Plac-fluv-mirt | 0.268 | 0.309 |   0.867 |   0.386 | (0.00,0.87) |             0.033 | 
  |      Plac-rebo-venl | 0.266 | 0.452 |   0.587 |   0.557 | (0.00,1.15) |             0.062 | 
  |      fluo-nefa-paro | 0.264 | 0.482 |   0.548 |   0.584 | (0.00,1.21) |             0.048 | 
  |      bupr-esci-fluo | 0.264 | 0.273 |   0.966 |   0.334 | (0.00,0.80) |             0.000 | 
  |      clom-fluv-venl | 0.262 | 0.727 |   0.360 |   0.719 | (0.00,1.69) |             0.000 | 
  |      fluo-paro-venl | 0.252 | 0.215 |   1.169 |   0.242 | (0.00,0.67) |             0.014 | 
  |      Plac-fluo-sert | 0.249 | 0.207 |   1.200 |   0.230 | (0.00,0.66) |             0.074 | 
  |      esci-fluo-venl | 0.246 | 0.261 |   0.939 |   0.348 | (0.00,0.76) |             0.000 | 
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  |      fluv-miln-sert | 0.243 | 1.002 |   0.243 |   0.808 | (0.00,2.21) |             0.000 | 
  |      amit-mirt-sert | 0.241 | 0.452 |   0.533 |   0.594 | (0.00,1.13) |             0.065 | 
  |      bupr-fluo-paro | 0.234 | 0.456 |   0.513 |   0.608 | (0.00,1.13) |             0.044 | 
  |      Plac-fluo-rebo | 0.227 | 0.297 |   0.767 |   0.443 | (0.00,0.81) |             0.112 | 
  |      dulo-esci-fluo | 0.225 | 0.369 |   0.609 |   0.542 | (0.00,0.95) |             0.011 | 
  |      clom-fluo-miln | 0.219 | 0.492 |   0.444 |   0.657 | (0.00,1.18) |             0.000 | 
  |      clom-fluv-miln | 0.218 | 0.707 |   0.308 |   0.758 | (0.00,1.60) |             0.000 | 
  |      amit-fluo-mirt | 0.212 | 0.296 |   0.716 |   0.474 | (0.00,0.79) |             0.008 | 
  |      fluo-paro-sert | 0.210 | 0.287 |   0.732 |   0.464 | (0.00,0.77) |             0.034 | 
  |      amit-mirt-traz | 0.207 | 0.386 |   0.536 |   0.592 | (0.00,0.96) |             0.001 | 
  |      Plac-amit-venl | 0.204 | 0.298 |   0.684 |   0.494 | (0.00,0.79) |             0.018 | 
  |      Plac-fluv-sert | 0.200 | 0.346 |   0.579 |   0.563 | (0.00,0.88) |             0.008 | 
  |      Plac-dulo-paro | 0.196 | 0.143 |   1.370 |   0.171 | (0.00,0.48) |             0.029 | 
  |      Plac-bupr-fluo | 0.188 | 0.289 |   0.651 |   0.515 | (0.00,0.75) |             0.103 | 
  |      clom-fluo-venl | 0.186 | 0.375 |   0.496 |   0.620 | (0.00,0.92) |             0.000 | 
  |      bupr-paro-traz | 0.185 | 0.558 |   0.332 |   0.740 | (0.00,1.28) |             0.000 | 
  |      fluo-miln-paro | 0.183 | 0.339 |   0.540 |   0.589 | (0.00,0.85) |             0.049 | 
  |      amit-mirt-venl | 0.182 | 0.380 |   0.479 |   0.632 | (0.00,0.93) |             0.002 | 
  |      clom-paro-sert | 0.180 | 0.483 |   0.373 |   0.709 | (0.00,1.13) |             0.069 | 
  |      Plac-dulo-venl | 0.179 | 0.223 |   0.801 |   0.423 | (0.00,0.62) |             0.036 | 
  |      cita-fluo-fluv | 0.169 | 0.417 |   0.405 |   0.685 | (0.00,0.99) |             0.000 | 
  |      dulo-fluo-paro | 0.168 | 0.368 |   0.457 |   0.648 | (0.00,0.89) |             0.047 | 
  |      Plac-amit-fluv | 0.167 | 0.295 |   0.564 |   0.572 | (0.00,0.75) |             0.021 | 
  |      fluo-fluv-mirt | 0.161 | 0.507 |   0.319 |   0.750 | (0.00,1.15) |             0.098 | 
  |      Plac-amit-traz | 0.161 | 0.333 |   0.482 |   0.630 | (0.00,0.81) |             0.057 | 
  |      Plac-venl-vort | 0.155 | 0.259 |   0.597 |   0.551 | (0.00,0.66) |             0.057 | 
  |      Plac-fluo-nefa | 0.153 | 0.415 |   0.369 |   0.712 | (0.00,0.97) |             0.095 | 
  |      bupr-esci-sert | 0.152 | 1.158 |   0.132 |   0.895 | (0.00,2.42) |             0.044 | 
  |      dulo-esci-paro | 0.152 | 0.270 |   0.562 |   0.574 | (0.00,0.68) |             0.041 | 
  |      Plac-bupr-paro | 0.142 | 0.391 |   0.363 |   0.717 | (0.00,0.91) |             0.025 | 
  |      agom-dulo-paro | 0.141 | 0.347 |   0.406 |   0.684 | (0.00,0.82) |             0.041 | 
  |      Plac-agom-esci | 0.134 | 0.275 |   0.487 |   0.626 | (0.00,0.67) |             0.031 | 
  |      bupr-traz-venl | 0.133 | 0.498 |   0.268 |   0.789 | (0.00,1.11) |             0.000 | 
  |      dulo-esci-venl | 0.133 | 0.343 |   0.387 |   0.699 | (0.00,0.81) |             0.031 | 
  |      Plac-esci-fluo | 0.130 | 0.231 |   0.564 |   0.573 | (0.00,0.58) |             0.051 | 
  |      Plac-mirt-sert | 0.129 | 0.324 |   0.398 |   0.691 | (0.00,0.76) |             0.028 | 
  |      mirt-paro-sert | 0.127 | 0.456 |   0.278 |   0.781 | (0.00,1.02) |             0.049 | 
  |      cita-esci-fluo | 0.124 | 0.273 |   0.455 |   0.649 | (0.00,0.66) |             0.016 | 
  |      Plac-paro-sert | 0.122 | 0.220 |   0.554 |   0.580 | (0.00,0.55) |             0.014 | 
  |      mirt-paro-traz | 0.120 | 0.413 |   0.291 |   0.771 | (0.00,0.93) |             0.023 | 
  |      cita-mirt-venl | 0.120 | 1.096 |   0.109 |   0.913 | (0.00,2.27) |             0.206 | 
  |      dulo-fluo-venl | 0.119 | 0.334 |   0.358 |   0.721 | (0.00,0.77) |             0.000 | 
  |      Plac-esci-paro | 0.119 | 0.159 |   0.748 |   0.455 | (0.00,0.43) |             0.011 | 
  |      agom-fluo-paro | 0.118 | 0.221 |   0.533 |   0.594 | (0.00,0.55) |             0.040 | 
  |      cita-rebo-venl | 0.107 | 0.485 |   0.221 |   0.825 | (0.00,1.06) |             0.000 | 
  |      Plac-fluo-paro | 0.105 | 0.145 |   0.724 |   0.469 | (0.00,0.39) |             0.057 | 
  |      amit-fluv-mirt | 0.102 | 0.707 |   0.144 |   0.885 | (0.00,1.49) |             0.276 | 
  |      fluo-fluv-paro | 0.102 | 0.451 |   0.225 |   0.822 | (0.00,0.99) |             0.039 | 
  |      fluv-mirt-paro | 0.099 | 0.566 |   0.175 |   0.861 | (0.00,1.21) |             0.121  
  |      Plac-cita-vila | 0.099 | 0.230 |   0.429 |   0.668 | (0.00,0.55) |             0.023 | 
  |      Plac-agom-paro | 0.097 | 0.163 |   0.595 |   0.552 | (0.00,0.42) |             0.031 | 
  |      Plac-fluo-mirt | 0.097 | 0.267 |   0.362 |   0.717 | (0.00,0.62) |             0.099 | 
  |      clom-paro-venl | 0.092 | 0.503 |   0.184 |   0.854 | (0.00,1.08) |             0.081 | 
  |      Plac-desv-dulo | 0.092 | 0.291 |   0.317 |   0.752 | (0.00,0.66) |             0.031 | 
  |      esci-fluo-sert | 0.090 | 0.266 |   0.338 |   0.735 | (0.00,0.61) |             0.000 | 
  |      agom-dulo-fluo | 0.090 | 0.391 |   0.229 |   0.819 | (0.00,0.86) |             0.008 | 
  |      Plac-cita-fluo | 0.090 | 0.297 |   0.302 |   0.763 | (0.00,0.67) |             0.077 | 
  |      Plac-dulo-fluo | 0.088 | 0.386 |   0.229 |   0.819 | (0.00,0.84) |             0.087 | 
  |      Plac-mirt-paro | 0.086 | 0.198 |   0.436 |   0.663 | (0.00,0.47) |             0.017 | 
  |      Plac-bupr-esci | 0.084 | 0.252 |   0.332 |   0.740 | (0.00,0.58) |             0.035 | 
  |      amit-sert-venl | 0.082 | 0.389 |   0.210 |   0.834 | (0.00,0.84) |             0.034 | 
  |      agom-esci-venl | 0.080 | 0.353 |   0.226 |   0.821 | (0.00,0.77) |             0.000 | 
  |      clom-miln-paro | 0.080 | 0.637 |   0.125 |   0.900 | (0.00,1.33) |             0.069 | 
  |      fluo-mirt-sert | 0.080 | 0.331 |   0.240 |   0.810 | (0.00,0.73) |             0.016 | 
  |      cita-mirt-paro | 0.079 | 0.646 |   0.123 |   0.903 | (0.00,1.34) |             0.074 | 
  |      clom-paro-traz | 0.076 | 0.708 |   0.108 |   0.914 | (0.00,1.46) |             0.105 | 
  |      esci-fluo-paro | 0.075 | 0.270 |   0.278 |   0.781 | (0.00,0.60) |             0.035 | 
  |      amit-mirt-paro | 0.074 | 0.358 |   0.207 |   0.836 | (0.00,0.78) |             0.091 | 
  |      Plac-nefa-sert | 0.073 | 0.393 |   0.185 |   0.853 | (0.00,0.84) |             0.024 | 
  |      Plac-agom-fluo | 0.073 | 0.232 |   0.314 |   0.753 | (0.00,0.53) |             0.094 | 
  |      bupr-esci-paro | 0.072 | 0.444 |   0.162 |   0.871 | (0.00,0.94) |             0.021 | 
  |      amit-fluv-paro | 0.071 | 0.547 |   0.129 |   0.897 | (0.00,1.14) |             0.125 | 
  |      amit-fluo-miln | 0.069 | 0.426 |   0.162 |   0.871 | (0.00,0.90) |             0.037 | 
  |      Plac-agom-dulo | 0.069 | 0.345 |   0.200 |   0.842 | (0.00,0.75) |             0.059 | 
  | Plac-cita-clom-traz | 0.068 | 0.691 |   0.099 |   0.921 | (0.00,1.42) |             0.044 | 
  |      amit-fluo-paro | 0.065 | 0.234 |   0.279 |   0.780 | (0.00,0.52) |             0.047 | 
  |      Plac-sert-venl | 0.057 | 0.237 |   0.240 |   0.810 | (0.00,0.52) |             0.021 | 
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  |      Plac-cita-sert | 0.053 | 0.271 |   0.197 |   0.843 | (0.00,0.58) |             0.025 | 
  |      cita-clom-fluv | 0.051 | 0.707 |   0.072 |   0.942 | (0.00,1.44) |             0.000 | 
  |      cita-paro-rebo | 0.043 | 0.341 |   0.125 |   0.901 | (0.00,0.71) |             0.000 | 
  |      amit-miln-paro | 0.039 | 0.474 |   0.082 |   0.935 | (0.00,0.97) |             0.091 | 
  |      bupr-esci-venl | 0.039 | 0.486 |   0.079 |   0.937 | (0.00,0.99) |             0.059 | 
  |      amit-fluo-fluv | 0.038 | 0.362 |   0.104 |   0.917 | (0.00,0.75) |             0.001 | 
  |      fluo-paro-rebo | 0.034 | 0.248 |   0.135 |   0.892 | (0.00,0.52) |             0.030 | 
  |      esci-paro-sert | 0.031 | 0.317 |   0.098 |   0.922 | (0.00,0.65) |             0.012 | 
  |      Plac-bupr-sert | 0.030 | 1.078 |   0.028 |   0.978 | (0.00,2.14) |             0.046 | 
  |      Plac-esci-sert | 0.029 | 0.232 |   0.126 |   0.900 | (0.00,0.48) |             0.020 | 
  |      bupr-paro-sert | 0.026 | 1.086 |   0.024 |   0.981 | (0.00,2.16) |             0.000 | 
  |      Plac-fluo-venl | 0.024 | 0.152 |   0.156 |   0.876 | (0.00,0.32) |             0.060 | 
  |      Plac-paro-rebo | 0.020 | 0.200 |   0.099 |   0.921 | (0.00,0.41) |             0.034 | 
  |      Plac-fluo-traz | 0.009 | 0.418 |   0.022 |   0.983 | (0.00,0.83) |             0.118 | 
  +-------------------------------------------------------------------------------------------+ 
 

7.4.1.2 Side-spliting 

 

Side    Direct                Indirect              Difference 
        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z| 
Plac agom .4415803  .0859582    .552755   .0988431  -.1111747   .1311493  0.397 
Plac amit .9573629  .0946638   .5878816   .0787163   .3694813   .1234582  0.003 
Plac bupr .3654864  .0927772    .630745   .1532968  -.2652586   .1790409  0.138 
Plac cita .4110246   .095197   .4202149   .0913897  -.0091903   .1324423  0.945 
Plac dulo .6497865  .0689822   .5257675   .0962146    .124019   .1194443  0.299 
Plac esci .3632665  .0702393    .706371   .0821739  -.3431045   .1086326  0.002 
Plac fluo .3491209  .0597523   .4697402   .0571303  -.1206194    .082804  0.145 
Plac fluv .7099613  .1459749   .3942117   .1116645   .3157496    .183787  0.086 
Plac mirt .5714965  .1255684   .6470928   .0916331  -.0755964   .1567508  0.630 
Plac nefa .5510253  .1502111   .4301954   .1971884     .12083   .2478859  0.626 
Plac paro .4974848   .054954   .5967459   .0590759  -.0992611   .0806961  0.219 
Plac rebo .3352179  .1079945   .2476209   .1370544    .087597   .1744892  0.616 
Plac sert .4680976   .083469   .5270112   .0785816  -.0589136   .1147002  0.608 
Plac traz .5641814  .1486057    .263633   .1282519   .3005485   .1967293  0.127 
Plac venl .5815499  .0724536   .5545188   .0671739   .0270311   .0989629  0.785 
Plac vort  .543535  .0765498   .2959051   .1789759   .2476298   .1967578  0.208 
agom dulo .2747858  .2866702   .1039066   .0854803   .1708792   .2991433  0.568 
agom esci-.2080054  .2595283   .0432264   .0844806  -.2512319   .2729249  0.357 
agom fluo-.0056701  .1392716  -.1025954   .0825508   .0969253   .1621819  0.550 
agom paro .1585275  .1334393   .0141641   .0826539   .1443634   .1569268  0.358 
agom venl-.3052271  .2372624   .1220368   .0808622  -.4272639   .2506652  0.088 
amit fluo-.0630969  .1615738  -.3806954   .0728447   .3175985   .1772401  0.073 
amit fluv-.0850522  .2616439  -.2533867   .1090556   .1683345   .2834592  0.553 
amit miln-.1562593  .3178515   -.207626   .1404851   .0513667   .3474751  0.882 
amit mirt-.0466865   .230338  -.1310849   .0959596   .0843985   .2495215  0.735 
amit paro-.0673421   .123842  -.2437107   .0758295   .1763686   .1451395  0.224 
amit sert -.251999   .133142  -.2344901   .0891939  -.0175088   .1602584  0.913 
amit traz-.2445385  .2509759  -.3707502   .1197354   .1262117   .2780513  0.650 
amit venl-.1688681  .2956097  -.1724617   .0759378   .0035936   .3051982  0.991 
bupr esci .0692227  .2203113   .0722108   .1023087  -.0029882   .2429165  0.990 
bupr fluo .1749594  .1888126  -.0766353   .0965806   .2515947   .2120367  0.235 
bupr paro-.0008168  .3902452   .1124624   .0892135  -.1132791   .4003128  0.777 
bupr sert .0645308  1.034954   .0625573   .0968483   .0019735   1.039476  0.998 
bupr traz-.7396667  .4164884   .0203062   .1272056   -.759973   .4354812  0.081 
bupr venl-.1588537  .2893555   .1613214   .0949315  -.3201751   .3045301  0.293 
cita clom .5667569  .4256849     -.0757   .1267543   .6424569   .4441557  0.148 
cita esci .2959492  .1130309  -.0570246   .0970747   .3529738   .1489159  0.018 
cita fluo .0373023  .2150543  -.0089074   .0777329   .0462097   .2286697  0.840 
cita fluv -.101741  .3558693   .1142703   .1115056  -.2160113   .3729295  0.562 
cita mirt-.2805179  .4062032   .2327475   .0975157  -.5132655   .4177443  0.219 
cita paro-.3038272   .309122   .1542744   .0757133  -.4581016   .3188031  0.151 
cita rebo-.5478924  .2878079  -.0521753   .1093527  -.4957171   .3078821  0.107 
cita sert .1134413  .2503919   .0798717   .0874143   .0335696   .2652213  0.899 
cita venl-.5482632  .3429272   .1899551   .0807923  -.7382183   .3524547  0.036 
cita vila .1041882  .2014791   .0255024   .1530279   .0786858   .2530667  0.756 
clom fluo .4934394  .2508941  -.0903415   .1209183   .5837809   .2785093  0.036 
clom fluv-.6174263  .5351887   .1673986   .1381831   -.784825     .55274  0.156 
clom miln .1397623  .4403739   .1486538   .1627557  -.0088915   .4694876  0.985 
clom paro .0973774  .1597419   .1944209   .1428646  -.0970435   .2142756  0.651 
clom sert .0462692  .2857686   .1187204   .1260841  -.0724512   .3123477  0.817 
clom traz-.4890301  .4360124   .0550663   .1471523  -.5440964   .4601168  0.237 
clom venl   .49003  .3213696   .1290924   .1215146   .3609376    .343935  0.294 
desv dulo .2079944  .2756128   .2145641   .1128804  -.0065697   .2988051  0.982 
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dulo esci .1675942  .1671796  -.1601184   .0802877   .3277126   .1854881  0.077 
dulo fluo -.179041   .316276  -.1959446   .0681761   .0169036   .3241009  0.958 
dulo paro .0178401  .1182892  -.0969464   .0752425   .1147865   .1407065  0.415 
dulo venl .1064391  .1996747  -.0608894   .0746071   .1673286   .2131564  0.432 
dulo vort-.3047269  .1163128   .0755919   .1098213  -.3803188   .1606357  0.018 
esci fluo-.1131038   .190763  -.0943116   .0674105  -.0187922   .2023511  0.926 
esci paro .0054384  .1680778   .0399973   .0677852  -.0345589   .1813445  0.849 
esci sert .1145127  .2239114  -.0247132   .0791709   .1392258   .2373798  0.558 
esci venl-.1908574  .2416769   .0803873   .0719146  -.2712447   .2521516  0.282 
fluo fluv .0307123  .2798662   .1070203   .0989596  -.0763079   .2968446  0.797 
fluo miln-.1627381   .235568   .2348533   .1432085  -.3975914    .275769  0.149 
fluo mirt .2751742  .1647164   .1893777   .0879108   .0857964   .1867878  0.646 
fluo nefa .0369471  .3374653   .1034088    .133157  -.0664617   .3627892  0.855 
fluo paro .0548377  .1036025   .1541233   .0564049  -.0992856   .1179038  0.400 
fluo rebo-.1965862  .1790166  -.0819737     .10334  -.1146125    .206584  0.579 
fluo sert .3546302  .1450259   .0232907   .0709925   .3313395   .1614537  0.040 
fluo traz .1798791  .2929184  -.0475743   .1081022   .2274535    .312223  0.466 
fluo venl .2199441  .0971524   .1225745   .0682736   .0973696   .1187474  0.412 
fluv miln .5392491  .3087935  -.1019523   .1562422   .6412014   .3460707  0.064 
fluv mirt .1315915  .2478076   .1049325   .1185017    .026659   .2746788  0.923 
fluv paro .1277775  .3356916   .0249831    .097057   .1027945   .3494645  0.769 
fluv sert-.4433568  .3346439   .0315004   .1055039  -.4748572   .3508828  0.176 
fluv venl .8605743  .4627316   .0182338   .1003474   .8423405   .4734871  0.075 
miln paro .0492335  .1892725  -.0275477   .1566732   .0767812   .2457054  0.755 
miln sert-.7356996  .9342899  -.0267323   .1317377  -.7089674   .9435319  0.452 
mirt paro .0318853  .1651668  -.1074174   .0874072   .1393026   .1868296  0.456 
mirt sert .0262103  .3002919  -.1351149   .0918016   .1613252   .3140108  0.607 
mirt traz-.4064169  .2740671  -.1910906   .1261943  -.2153263   .3016927  0.475 
mirt venl-.3119721  .2216931  -.0121174   .0889142  -.2998547   .2388589  0.209 
nefa paro .2805387  .3107846  -.0086226   .1345662   .2891613   .3385718  0.393 
nefa sert-.1541509  .3719155   .0127929   .1376809  -.1669437   .3965819  0.674 
paro rebo-.2133283  .1574656  -.2553783   .1073656     .04205   .1906199  0.825 
paro sert .1066496  .2307413  -.0574073   .0677966   .1640569   .2405039  0.495 
paro traz-.5413155   .295477  -.0999722   .1074826  -.4413434   .3144588  0.160 
paro venl .4321144  .1987847   -.015208   .0609504   .4473223   .2080984  0.032 
rebo venl-.0436753  .3674653   .2874033   .0979636  -.3310786   .3802993  0.384 
sert traz .5806296  .4384827  -.1524673   .1121787   .7330969   .4526049  0.105 
sert venl .1659343   .223033    .056731   .0743749   .1092033   .2351095  0.642 
traz venl .4688603  .2919782   .1306436   .1129111   .3382167   .3135498  0.281 
venl vort .2070379  .2081842  -.1126351   .0884713   .3196731   .2265198  0.158 

 

7.4.1.3 Design-by-treatment test 

          

chi2(141) =  151.12 

Prob > chi2 =    0.0631 

 

7.4.2 Dropouts for any reason 

7.4.2.1 Loop-specific approach 

 

Loops With Evidence of Statistical Inconsistency: 
 
  +--------------------------------------------------------------------------------------+ 
  |           Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |----------------+-------+-------+---------+---------+-------------+-------------------| 
  | cita-clom-venl | 2.706 | 1.055 |   2.566 |   0.010 | (0.64,4.77) |             0.000 | 
  | cita-fluv-venl | 2.514 | 0.995 |   2.526 |   0.012 | (0.56,4.46) |             0.000 | 
  | cita-paro-venl | 2.271 | 0.897 |   2.532 |   0.011 | (0.51,4.03) |             0.000 | 
  | Plac-cita-venl | 2.202 | 0.890 |   2.474 |   0.013 | (0.46,3.95) |             0.038 | 
  | cita-esci-venl | 2.163 | 0.869 |   2.490 |   0.013 | (0.46,3.87) |             0.000 | 
  | cita-fluo-venl | 2.162 | 0.858 |   2.520 |   0.012 | (0.48,3.84) |             0.000 | 
  | cita-clom-sert | 1.534 | 0.652 |   2.354 |   0.019 | (0.26,2.81) |             0.000 | 
  | agom-dulo-venl | 1.312 | 0.392 |   3.349 |   0.001 | (0.54,2.08) |             0.000 | 
  | fluv-mirt-venl | 1.180 | 0.539 |   2.190 |   0.029 | (0.12,2.24) |             0.000 | 
  | Plac-cita-mirt | 0.989 | 0.467 |   2.119 |   0.034 | (0.07,1.90) |             0.000 | 
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  | agom-paro-venl | 0.906 | 0.314 |   2.887 |   0.004 | (0.29,1.52) |             0.000 | 
  | dulo-venl-vort | 0.824 | 0.352 |   2.344 |   0.019 | (0.13,1.51) |             0.033 | 
  | dulo-fluo-venl | 0.796 | 0.363 |   2.196 |   0.028 | (0.09,1.51) |             0.000 | 
  | cita-fluo-sert | 0.757 | 0.368 |   2.054 |   0.040 | (0.03,1.48) |             0.008 | 
  | Plac-amit-fluo | 0.581 | 0.251 |   2.317 |   0.021 | (0.09,1.07) |             0.126 | 
  | Plac-amit-sert | 0.534 | 0.210 |   2.538 |   0.011 | (0.12,0.95) |             0.043 | 
  +--------------------------------------------------------------------------------------+ 
 
 Loops Without Evidence of Statistical Inconsistency: 
 
  +-------------------------------------------------------------------------------------------+ 
  |                Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |---------------------+-------+-------+---------+---------+-------------+-------------------| 
  |      Plac-clom-sert | 1.440 | 0.906 |   1.589 |   0.112 | (0.00,3.21) |             0.020 | 
  |      cita-sert-venl | 1.365 | 1.167 |   1.170 |   0.242 | (0.00,3.65) |             0.283 | 
  |      Plac-clom-paro | 1.182 | 0.856 |   1.382 |   0.167 | (0.00,2.86) |             0.032 | 
  |      fluo-sert-traz | 1.173 | 0.839 |   1.398 |   0.162 | (0.00,2.82) |             0.085 | 
  |      amit-fluv-sert | 1.060 | 0.588 |   1.802 |   0.072 | (0.00,2.21) |             0.032 | 
  |      Plac-clom-fluo | 1.051 | 0.986 |   1.065 |   0.287 | (0.00,2.98) |             0.128 | 
  |      cita-clom-paro | 1.016 | 0.593 |   1.713 |   0.087 | (0.00,2.18) |             0.000 | 
  |      amit-bupr-fluo | 0.998 | 0.566 |   1.763 |   0.078 | (0.00,2.11) |             0.000 | 
  |      cita-mirt-venl | 0.981 | 0.960 |   1.022 |   0.307 | (0.00,2.86) |             0.000 | 
  |      amit-fluv-venl | 0.981 | 0.676 |   1.450 |   0.147 | (0.00,2.31) |             0.042 | 
  |      cita-mirt-paro | 0.931 | 0.554 |   1.679 |   0.093 | (0.00,2.02) |             0.000 | 
  |      cita-fluv-sert | 0.924 | 1.314 |   0.703 |   0.482 | (0.00,3.50) |             0.484 | 
  |      clom-fluo-fluv | 0.902 | 0.909 |   0.992 |   0.321 | (0.00,2.68) |             0.000 | 
  |      mirt-sert-traz | 0.900 | 0.710 |   1.268 |   0.205 | (0.00,2.29) |             0.000 | 
  |      agom-dulo-esci | 0.887 | 0.542 |   1.637 |   0.102 | (0.00,1.95) |             0.064 | 
  |      amit-bupr-paro | 0.885 | 0.735 |   1.205 |   0.228 | (0.00,2.32) |             0.040 | 
  |      Plac-clom-venl | 0.836 | 1.018 |   0.821 |   0.411 | (0.00,2.83) |             0.060 | 
  |      Plac-fluv-sert | 0.825 | 0.515 |   1.600 |   0.110 | (0.00,1.83) |             0.027 | 
  |      cita-fluo-mirt | 0.787 | 0.672 |   1.171 |   0.242 | (0.00,2.10) |             0.109 | 
  |      paro-sert-traz | 0.779 | 0.890 |   0.876 |   0.381 | (0.00,2.52) |             0.071 | 
  |      clom-fluv-paro | 0.776 | 0.881 |   0.881 |   0.379 | (0.00,2.50) |             0.000 | 
  |      cita-clom-fluo | 0.774 | 0.608 |   1.273 |   0.203 | (0.00,1.97) |             0.000 | 
  |      amit-bupr-venl | 0.735 | 0.637 |   1.153 |   0.249 | (0.00,1.98) |             0.000 | 
  |      fluo-nefa-sert | 0.731 | 0.648 |   1.127 |   0.260 | (0.00,2.00) |             0.029 | 
  |      fluv-paro-sert | 0.697 | 0.678 |   1.028 |   0.304 | (0.00,2.03) |             0.033 | 
  |      Plac-sert-traz | 0.696 | 0.629 |   1.106 |   0.269 | (0.00,1.93) |             0.010 | 
  |      fluv-mirt-sert | 0.696 | 0.851 |   0.818 |   0.413 | (0.00,2.36) |             0.095 | 
  |      fluo-fluv-venl | 0.683 | 0.541 |   1.263 |   0.207 | (0.00,1.74) |             0.000 | 
  |      miln-paro-sert | 0.675 | 0.614 |   1.100 |   0.271 | (0.00,1.88) |             0.000 | 
  |      cita-esci-sert | 0.663 | 0.355 |   1.867 |   0.062 | (0.00,1.36) |             0.000 | 
  |      bupr-paro-traz | 0.656 | 0.610 |   1.076 |   0.282 | (0.00,1.85) |             0.000 | 
  | amit-bupr-esci-sert | 0.644 | 0.607 |   1.061 |   0.289 | (0.00,1.83) |             0.000 | 
  |      Plac-amit-fluv | 0.644 | 0.408 |   1.577 |   0.115 | (0.00,1.44) |             0.121 | 
  |      amit-sert-traz | 0.634 | 0.669 |   0.948 |   0.343 | (0.00,1.95) |             0.000 | 
  |      Plac-fluv-venl | 0.617 | 0.542 |   1.138 |   0.255 | (0.00,1.68) |             0.050 | 
  |      fluv-mirt-paro | 0.614 | 0.431 |   1.423 |   0.155 | (0.00,1.46) |             0.000 | 
  |      dulo-esci-fluo | 0.595 | 0.508 |   1.171 |   0.241 | (0.00,1.59) |             0.098 | 
  |      Plac-fluo-nefa | 0.594 | 0.537 |   1.106 |   0.269 | (0.00,1.65) |             0.116 | 
  |      clom-fluv-sert | 0.592 | 1.393 |   0.425 |   0.671 | (0.00,3.32) |             0.288 | 
  |      clom-paro-venl | 0.580 | 0.465 |   1.247 |   0.212 | (0.00,1.49) |             0.000 | 
  |      mirt-paro-sert | 0.573 | 0.376 |   1.525 |   0.127 | (0.00,1.31) |             0.000 | 
  |      Plac-agom-venl | 0.569 | 0.323 |   1.764 |   0.078 | (0.00,1.20) |             0.053 | 
  |      agom-fluo-venl | 0.563 | 0.331 |   1.700 |   0.089 | (0.00,1.21) |             0.033  
  |      amit-fluv-paro | 0.549 | 0.469 |   1.170 |   0.242 | (0.00,1.47) |             0.038 | 
  |      fluo-fluv-sert | 0.534 | 0.675 |   0.792 |   0.428 | (0.00,1.86) |             0.057 | 
  |      amit-fluv-miln | 0.518 | 0.564 |   0.919 |   0.358 | (0.00,1.62) |             0.009 | 
  |      Plac-amit-traz | 0.508 | 0.389 |   1.308 |   0.191 | (0.00,1.27) |             0.090 | 
  |      bupr-fluo-traz | 0.505 | 0.572 |   0.882 |   0.378 | (0.00,1.63) |             0.027 | 
  |      amit-bupr-traz | 0.504 | 0.688 |   0.733 |   0.464 | (0.00,1.85) |             0.000 | 
  |      amit-fluo-sert | 0.495 | 0.257 |   1.928 |   0.054 | (0.00,1.00) |             0.000 | 
  | bupr-esci-sert-traz | 0.494 | 0.763 |   0.648 |   0.517 | (0.00,1.99) |             0.000 | 
  |      Plac-venl-vort | 0.488 | 0.263 |   1.859 |   0.063 | (0.00,1.00) |             0.033 | 
  |      fluo-mirt-venl | 0.485 | 0.307 |   1.578 |   0.114 | (0.00,1.09) |             0.032 | 
  |      amit-mirt-venl | 0.482 | 0.418 |   1.153 |   0.249 | (0.00,1.30) |             0.000 | 
  |      fluo-nefa-paro | 0.475 | 0.543 |   0.873 |   0.383 | (0.00,1.54) |             0.000 | 
  |      amit-miln-sert | 0.468 | 0.675 |   0.693 |   0.488 | (0.00,1.79) |             0.000 | 
  |      fluo-mirt-paro | 0.460 | 0.243 |   1.896 |   0.058 | (0.00,0.94) |             0.005 | 
  |      Plac-cita-sert | 0.454 | 0.294 |   1.543 |   0.123 | (0.00,1.03) |             0.013 | 
  |      Plac-cita-rebo | 0.453 | 0.473 |   0.958 |   0.338 | (0.00,1.38) |             0.080 | 
  |      Plac-dulo-fluo | 0.431 | 0.389 |   1.108 |   0.268 | (0.00,1.19) |             0.081 | 
  |      Plac-mirt-sert | 0.416 | 0.313 |   1.329 |   0.184 | (0.00,1.03) |             0.009 | 
  |      clom-sert-venl | 0.410 | 0.870 |   0.472 |   0.637 | (0.00,2.12) |             0.221 | 
  |      Plac-dulo-esci | 0.409 | 0.221 |   1.852 |   0.064 | (0.00,0.84) |             0.039 | 
  |      mirt-traz-venl | 0.399 | 0.471 |   0.847 |   0.397 | (0.00,1.32) |             0.000 | 
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  |      mirt-paro-traz | 0.390 | 0.497 |   0.786 |   0.432 | (0.00,1.36) |             0.035 | 
  |      amit-fluo-paro | 0.385 | 0.223 |   1.727 |   0.084 | (0.00,0.82) |             0.000 | 
  |      Plac-fluo-sert | 0.384 | 0.242 |   1.587 |   0.113 | (0.00,0.86) |             0.088 | 
  |      Plac-dulo-venl | 0.382 | 0.245 |   1.558 |   0.119 | (0.00,0.86) |             0.029  
  |      bupr-traz-venl | 0.382 | 0.545 |   0.701 |   0.483 | (0.00,1.45) |             0.000 | 
  |      agom-esci-venl | 0.370 | 0.430 |   0.861 |   0.389 | (0.00,1.21) |             0.000 | 
  |      agom-esci-paro | 0.366 | 0.365 |   1.005 |   0.315 | (0.00,1.08) |             0.000 | 
  |      agom-esci-fluo | 0.363 | 0.501 |   0.725 |   0.469 | (0.00,1.34) |             0.104 | 
  |      mirt-paro-venl | 0.359 | 0.298 |   1.204 |   0.229 | (0.00,0.94) |             0.000 | 
  |      Plac-fluv-mirt | 0.355 | 0.291 |   1.218 |   0.223 | (0.00,0.93) |             0.000 | 
  |      Plac-agom-dulo | 0.354 | 0.318 |   1.115 |   0.265 | (0.00,0.98) |             0.020 | 
  |      cita-fluv-mirt | 0.353 | 0.600 |   0.589 |   0.556 | (0.00,1.53) |             0.000 | 
  |      amit-fluo-miln | 0.344 | 0.451 |   0.763 |   0.445 | (0.00,1.23) |             0.000  
  |      paro-traz-venl | 0.343 | 0.468 |   0.733 |   0.464 | (0.00,1.26) |             0.000 | 
  |      Plac-cita-clom | 0.342 | 0.964 |   0.355 |   0.723 | (0.00,2.23) |             0.000 | 
  |      fluo-paro-sert | 0.341 | 0.275 |   1.239 |   0.215 | (0.00,0.88) |             0.000 | 
  |      cita-fluo-fluv | 0.331 | 0.479 |   0.691 |   0.489 | (0.00,1.27) |             0.000 | 
  |      Plac-bupr-paro | 0.325 | 0.453 |   0.716 |   0.474 | (0.00,1.21) |             0.029 | 
  |      dulo-esci-paro | 0.324 | 0.287 |   1.130 |   0.258 | (0.00,0.89) |             0.015 | 
  |      esci-paro-sert | 0.322 | 0.425 |   0.758 |   0.448 | (0.00,1.16) |             0.034 | 
  |      amit-mirt-paro | 0.319 | 0.316 |   1.009 |   0.313 | (0.00,0.94) |             0.017 | 
  |      amit-paro-traz | 0.314 | 0.451 |   0.695 |   0.487 | (0.00,1.20) |             0.031 | 
  |      fluo-miln-sert | 0.311 | 0.620 |   0.501 |   0.616 | (0.00,1.53) |             0.006 | 
  |      clom-paro-sert | 0.297 | 0.418 |   0.710 |   0.478 | (0.00,1.12) |             0.000 | 
  |      Plac-amit-bupr | 0.295 | 0.612 |   0.482 |   0.630 | (0.00,1.49) |             0.078 | 
  |      Plac-esci-fluo | 0.291 | 0.276 |   1.054 |   0.292 | (0.00,0.83) |             0.080 | 
  |      dulo-fluo-paro | 0.290 | 0.331 |   0.874 |   0.382 | (0.00,0.94) |             0.000 | 
  |      fluo-paro-venl | 0.285 | 0.211 |   1.349 |   0.177 | (0.00,0.70) |             0.000 | 
  |      amit-fluo-venl | 0.285 | 0.359 |   0.794 |   0.427 | (0.00,0.99) |             0.000 | 
  |      Plac-amit-paro | 0.282 | 0.192 |   1.475 |   0.140 | (0.00,0.66) |             0.065 | 
  |      Plac-cita-fluv | 0.282 | 0.356 |   0.792 |   0.428 | (0.00,0.98) |             0.000 | 
  |      Plac-amit-venl | 0.280 | 0.416 |   0.675 |   0.500 | (0.00,1.09) |             0.095 | 
  |      amit-fluo-mirt | 0.279 | 0.343 |   0.813 |   0.416 | (0.00,0.95) |             0.026 | 
  |      amit-fluv-mirt | 0.279 | 0.402 |   0.694 |   0.488 | (0.00,1.07) |             0.001 | 
  |      cita-fluo-rebo | 0.277 | 0.365 |   0.759 |   0.448 | (0.00,0.99) |             0.000 | 
  |      Plac-bupr-traz | 0.261 | 0.397 |   0.657 |   0.511 | (0.00,1.04) |             0.000 | 
  |      Plac-clom-fluv | 0.255 | 1.177 |   0.217 |   0.828 | (0.00,2.56) |             0.008 | 
  |      Plac-sert-venl | 0.244 | 0.301 |   0.811 |   0.417 | (0.00,0.84) |             0.051 | 
  |      bupr-fluo-paro | 0.239 | 0.441 |   0.542 |   0.588 | (0.00,1.10) |             0.000 | 
  |      Plac-paro-venl | 0.236 | 0.240 |   0.984 |   0.325 | (0.00,0.71) |             0.043 | 
  |      amit-mirt-traz | 0.235 | 0.438 |   0.538 |   0.591 | (0.00,1.09) |             0.000 | 
  |      Plac-nefa-sert | 0.234 | 0.426 |   0.548 |   0.584 | (0.00,1.07) |             0.019 | 
  |      cita-paro-sert | 0.231 | 0.459 |   0.504 |   0.614 | (0.00,1.13) |             0.007 | 
  |      clom-fluo-venl | 0.230 | 0.510 |   0.450 |   0.653 | (0.00,1.23) |             0.000 | 
  |      Plac-mirt-venl | 0.227 | 0.273 |   0.833 |   0.405 | (0.00,0.76) |             0.033 | 
  |      amit-paro-sert | 0.222 | 0.285 |   0.780 |   0.435 | (0.00,0.78) |             0.008 | 
  |      dulo-paro-venl | 0.221 | 0.270 |   0.819 |   0.413 | (0.00,0.75) |             0.000 | 
  |      cita-clom-fluv | 0.203 | 1.007 |   0.202 |   0.840 | (0.00,2.18) |             0.000 | 
  |      Plac-mirt-traz | 0.201 | 0.318 |   0.631 |   0.528 | (0.00,0.82) |             0.000 | 
  |      Plac-nefa-paro | 0.201 | 0.371 |   0.541 |   0.589 | (0.00,0.93) |             0.035 | 
  |      Plac-fluo-mirt | 0.193 | 0.284 |   0.679 |   0.497 | (0.00,0.75) |             0.111 | 
  |      fluo-fluv-paro | 0.191 | 0.443 |   0.431 |   0.666 | (0.00,1.06) |             0.000 | 
  |      bupr-esci-fluo | 0.188 | 0.317 |   0.592 |   0.554 | (0.00,0.81) |             0.007 | 
  |      amit-paro-venl | 0.185 | 0.368 |   0.504 |   0.614 | (0.00,0.91) |             0.000 | 
  |      agom-dulo-paro | 0.185 | 0.305 |   0.606 |   0.545 | (0.00,0.78) |             0.000 | 
  |      Plac-bupr-fluo | 0.177 | 0.278 |   0.637 |   0.524 | (0.00,0.72) |             0.086 | 
  |      cita-fluo-paro | 0.176 | 0.361 |   0.489 |   0.625 | (0.00,0.88) |             0.000 | 
  |      Plac-fluv-paro | 0.173 | 0.380 |   0.454 |   0.650 | (0.00,0.92) |             0.033 | 
  |      fluo-fluv-miln | 0.171 | 0.491 |   0.349 |   0.727 | (0.00,1.13) |             0.000 | 
  |      Plac-cita-paro | 0.170 | 0.363 |   0.467 |   0.640 | (0.00,0.88) |             0.031 | 
  |      esci-paro-venl | 0.170 | 0.342 |   0.497 |   0.620 | (0.00,0.84) |             0.000 | 
  |      Plac-bupr-venl | 0.161 | 0.318 |   0.506 |   0.613 | (0.00,0.78) |             0.036 | 
  |      Plac-fluo-rebo | 0.158 | 0.313 |   0.504 |   0.614 | (0.00,0.77) |             0.125 | 
  |      Plac-desv-dulo | 0.152 | 0.288 |   0.529 |   0.597 | (0.00,0.72) |             0.022 | 
  |      amit-traz-venl | 0.152 | 0.528 |   0.287 |   0.774 | (0.00,1.19) |             0.000 | 
  |      fluo-mirt-traz | 0.147 | 0.631 |   0.233 |   0.816 | (0.00,1.38) |             0.200 | 
  |      fluo-traz-venl | 0.147 | 0.512 |   0.286 |   0.775 | (0.00,1.15) |             0.027 | 
  |      Plac-fluo-traz | 0.146 | 0.421 |   0.347 |   0.729 | (0.00,0.97) |             0.116 | 
  |      cita-esci-fluo | 0.140 | 0.300 |   0.467 |   0.640 | (0.00,0.73) |             0.004 | 
  |      Plac-esci-paro | 0.139 | 0.255 |   0.546 |   0.585 | (0.00,0.64) |             0.045 | 
  |      cita-mirt-sert | 0.137 | 0.572 |   0.239 |   0.811 | (0.00,1.26) |             0.000 | 
  |      cita-paro-rebo | 0.136 | 0.642 |   0.212 |   0.832 | (0.00,1.39) |             0.089 | 
  |      esci-fluo-venl | 0.135 | 0.334 |   0.402 |   0.687 | (0.00,0.79) |             0.023 | 
  |      fluo-mirt-sert | 0.134 | 0.510 |   0.263 |   0.793 | (0.00,1.13) |             0.098 | 
  |      Plac-esci-sert | 0.115 | 0.294 |   0.391 |   0.696 | (0.00,0.69) |             0.046 | 
  |      amit-sert-venl | 0.113 | 0.436 |   0.259 |   0.795 | (0.00,0.97) |             0.027 | 
  |      Plac-fluo-paro | 0.111 | 0.157 |   0.709 |   0.478 | (0.00,0.42) |             0.068  
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  |      Plac-paro-traz | 0.107 | 0.362 |   0.296 |   0.767 | (0.00,0.82) |             0.034 | 
  |      Plac-paro-rebo | 0.107 | 0.245 |   0.437 |   0.662 | (0.00,0.59) |             0.062 | 
  |      Plac-agom-esci | 0.107 | 0.370 |   0.289 |   0.773 | (0.00,0.83) |             0.051 | 
  |      Plac-agom-paro | 0.104 | 0.189 |   0.551 |   0.582 | (0.00,0.48) |             0.037 | 
  |      fluo-sert-venl | 0.103 | 0.337 |   0.307 |   0.758 | (0.00,0.76) |             0.033 | 
  |      nefa-paro-sert | 0.103 | 0.517 |   0.199 |   0.842 | (0.00,1.12) |             0.000 | 
  |      Plac-esci-venl | 0.100 | 0.317 |   0.314 |   0.753 | (0.00,0.72) |             0.057 | 
  |      Plac-dulo-paro | 0.100 | 0.155 |   0.643 |   0.520 | (0.00,0.40) |             0.024 | 
  |      Plac-dulo-vort | 0.099 | 0.161 |   0.617 |   0.537 | (0.00,0.41) |             0.010 | 
  |      Plac-mirt-paro | 0.096 | 0.224 |   0.429 |   0.668 | (0.00,0.54) |             0.027 | 
  |      Plac-fluo-fluv | 0.094 | 0.442 |   0.212 |   0.832 | (0.00,0.96) |             0.112 | 
  |      Plac-bupr-esci | 0.090 | 0.271 |   0.331 |   0.741 | (0.00,0.62) |             0.034 | 
  |      agom-fluo-paro | 0.087 | 0.192 |   0.454 |   0.650 | (0.00,0.46) |             0.000 | 
  |      dulo-esci-venl | 0.079 | 0.400 |   0.199 |   0.842 | (0.00,0.86) |             0.037 | 
  |      Plac-cita-esci | 0.079 | 0.203 |   0.389 |   0.698 | (0.00,0.48) |             0.028 | 
  |      bupr-esci-paro | 0.078 | 0.495 |   0.157 |   0.875 | (0.00,1.05) |             0.003 | 
  |      fluo-paro-rebo | 0.077 | 0.215 |   0.360 |   0.719 | (0.00,0.50) |             0.000 | 
  |      fluo-paro-traz | 0.073 | 0.403 |   0.181 |   0.856 | (0.00,0.86) |             0.000 | 
  |      bupr-paro-venl | 0.068 | 0.490 |   0.139 |   0.889 | (0.00,1.03) |             0.000 | 
  |      clom-fluo-paro | 0.065 | 0.320 |   0.204 |   0.838 | (0.00,0.69) |             0.000 | 
  |      cita-esci-paro | 0.062 | 0.373 |   0.167 |   0.867 | (0.00,0.79) |             0.000 | 
  |      fluv-miln-sert | 0.056 | 1.119 |   0.050 |   0.960 | (0.00,2.25) |             0.183 | 
  |      agom-dulo-fluo | 0.055 | 0.565 |   0.097 |   0.923 | (0.00,1.16) |             0.082 | 
  |      esci-sert-venl | 0.054 | 0.582 |   0.092 |   0.926 | (0.00,1.19) |             0.125 | 
  |      Plac-cita-vila | 0.053 | 0.230 |   0.232 |   0.817 | (0.00,0.50) |             0.000 | 
  |      fluo-fluv-mirt | 0.051 | 0.544 |   0.094 |   0.925 | (0.00,1.12) |             0.095 | 
  |      Plac-paro-sert | 0.047 | 0.270 |   0.174 |   0.862 | (0.00,0.58) |             0.033 | 
  |      cita-fluv-paro | 0.036 | 0.540 |   0.067 |   0.946 | (0.00,1.10) |             0.000 | 
  |      Plac-cita-fluo | 0.035 | 0.343 |   0.103 |   0.918 | (0.00,0.71) |             0.094 | 
  |      fluv-miln-paro | 0.034 | 0.489 |   0.071 |   0.944 | (0.00,0.99) |             0.000 | 
  |      Plac-agom-fluo | 0.032 | 0.263 |   0.123 |   0.902 | (0.00,0.55) |             0.106 | 
  |      amit-mirt-sert | 0.031 | 0.365 |   0.084 |   0.933 | (0.00,0.75) |             0.000 | 
  |      Plac-fluo-venl | 0.028 | 0.185 |   0.152 |   0.879 | (0.00,0.39) |             0.089 | 
  |      esci-fluo-paro | 0.026 | 0.277 |   0.094 |   0.925 | (0.00,0.57) |             0.001 | 
  |      bupr-esci-venl | 0.026 | 0.365 |   0.071 |   0.944 | (0.00,0.74) |             0.000 | 
  |      Plac-traz-venl | 0.023 | 0.452 |   0.051 |   0.959 | (0.00,0.91) |             0.047 | 
  |      bupr-fluo-venl | 0.022 | 0.281 |   0.078 |   0.938 | (0.00,0.57) |             0.000 | 
  |      clom-fluo-sert | 0.018 | 0.465 |   0.039 |   0.969 | (0.00,0.93) |             0.000 | 
  |      esci-fluo-sert | 0.017 | 0.411 |   0.042 |   0.967 | (0.00,0.82) |             0.070 | 
  |      Plac-amit-mirt | 0.015 | 0.336 |   0.046 |   0.964 | (0.00,0.67) |             0.100 | 
  |      fluo-miln-paro | 0.015 | 0.266 |   0.055 |   0.956 | (0.00,0.54) |             0.000 | 
  |      amit-miln-paro | 0.010 | 0.445 |   0.022 |   0.983 | (0.00,0.88) |             0.019 | 
  |      amit-fluo-fluv | 0.008 | 0.410 |   0.021 |   0.984 | (0.00,0.81) |             0.000 | 
  |      amit-fluo-traz | 0.003 | 0.428 |   0.007 |   0.995 | (0.00,0.84) |             0.000 | 
  +-------------------------------------------------------------------------------------------+ 
 

7.4.2.2 Side-splitting 

 

 
Side    Direct                Indirect              Difference 
        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z| 
Plac agom-.1417504  .0990303  -.2047001   .1094086   .0629497   .1475627  0.670 
Plac amit -.259652  .0996284   .1001535   .0849819  -.3598056   .1309883  0.006 
Plac bupr .0092913  .0993403  -.1479865   .1537447   .1572779   .1832422  0.391 
Plac cita .0400299  .1128471    -.15235   .1105812   .1923799   .1585456  0.225 
Plac clom-.7790896  .8380909   .2953841   .1301104  -1.074474   .8481303  0.205 
Plac dulo .0681872  .0754057   .1107586    .105277  -.0425714   .1307833  0.745 
Plac esci-.0095213  .0779628  -.2347466   .0968923   .2252254   .1250739  0.072 
Plac fluo-.1553179  .0648497  -.0947885   .0626326  -.0605294   .0903839  0.503 
Plac fluv .0949152  .1433244    .102093   .1249923  -.0071777   .1901941  0.970 
Plac mirt-.0648253  .1242582   .0302744   .1000767  -.0950997    .160317  0.553 
Plac nefa-.1690423    .15114   .1023489   .2282917  -.2713912   .2737707  0.322 
Plac paro-.0266118  .0560642  -.0721487   .0641619   .0455369   .0852774  0.593 
Plac rebo .0844146  .1152656   .2898218   .1559599  -.2054072   .1945918  0.291 
Plac sert  .063378  .0846077  -.1581981   .0900008   .2215762    .123491  0.073 
Plac traz .1844915  .1545033   .0697202   .1493147   .1147713   .2150916  0.594 
Plac venl-.0052645  .0769717   .0706177   .0754349  -.0758822   .1079615  0.482 
Plac vort .0741987  .0888104  -.2918756   .1956225   .3660744    .217939  0.093 
agom dulo-.1481214  .3168311   .2889453   .0952119  -.4370667   .3308282  0.186 
agom esci .2448182  .3183052   .0559886   .0954026   .1888295   .3322877  0.570 
agom fluo .0158028  .1586163   .0565966   .0928699  -.0407938   .1845338  0.825 
agom paro .0184064  .1460356   .1663836   .0929442  -.1479773   .1730588  0.393 
agom venl .7159061  .2661728   .1436906   .0906823   .5722155   .2811986  0.042 
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amit bupr .5764223  .5488314  -.0058267   .1048726    .582249   .5587613  0.297 
amit fluo-.4284238   .178743  -.0037237   .0784072  -.4247001   .1951835  0.030 
amit fluv-.2747875  .2654016   .2332383   .1167896  -.5080258   .2899632  0.080 
amit miln-.0309054  .3935253   .0144379   .1538861  -.0453433   .4225395  0.915 
amit mirt .1472953  .2394118   .0255482   .1029574   .1217471   .2606315  0.640 
amit paro-.0155594  .1329109   .0132981   .0811668  -.0288574   .1556934  0.853 
amit sert -.074271  .1422772   .0507895   .0971334  -.1250605   .1723138  0.468 
amit traz-.0157647  .2885761   .2164643   .1308097   -.232229   .3166449  0.463 
amit venl-.0029246  .3316963   .0906345   .0821985  -.0935591   .3417317  0.784 
bupr esci .0683956  .2317756  -.0903197   .1095689   .1587154   .2562695  0.536 
bupr fluo-.0003371  .1904218  -.1121022   .1028219   .1117651   .2164123  0.606 
bupr paro .2883557  .4445731  -.0222188   .0931103   .3105745   .4542188  0.494 
bupr traz-.0800427  .4096088   .1900265   .1385847  -.2700692   .4324177  0.532 
bupr venl .1485547  .2840458   .0606486   .1013179   .0879061   .3015748  0.771 
cita clom-.4906225  .5329733   .3949748   .1519771  -.8855973    .554218  0.11 
cita esci-.1323977  .1465726   .0142948   .1130091  -.1466925   .1847094  0.427 
cita fluo-.1456367  .2363589  -.0535927   .0924288   -.092044   .2537923  0.717 
cita fluv  .348574  .3711307   .1356334   .1245917   .2129406   .3914857  0.586 
cita mirt .8601203  .4797164    .008839   .1095908   .8512813   .4920751  0.084 
cita paro .0530123  .3429991   .0089729   .0891721   .0440393   .3552035  0.901 
cita rebo .4728524  .3238006   .1773268   .1242521   .2955256   .3468219  0.394 
cita sert .5067421  .2902116  -.0418243   .1010627   .5485664   .3072354  0.074 
cita venl 2.154652  .8499842   .0667774   .0932234   2.087875    .855081  0.015 
cita vila .1953294  .2557092   .1892247   .1695264   .0061048   .3070547  0.984 
clom fluo-.4212824   .312232  -.3879587   .1443728  -.0333237   .3439786  0.923 
clom fluv .6359866  .8319994   -.200197   .1582428   .8361836   .8469142  0.323 
clom paro-.4282242  .1687926  -.1728656    .191041  -.2553585   .2549252  0.316 
clom sert -.601302  .3647615  -.2625946   .1484312  -.3387074   .3938777  0.390 
clom venl-.0606247  .4531709  -.2536835   .1419271   .1930589   .4748759  0.684 
desv dulo -.157439  .2792424   .0466251   .1300133   -.204064   .3097438  0.510 
dulo esci-.4784728  .1775344  -.1058253   .0894518  -.3726475   .1987863  0.061 
dulo fluo .2440621  .3230467  -.2315906   .0743652   .4756527   .3321355  0.152 
dulo paro .0111432  .1305052  -.1833732   .0808647   .1945164   .1542294  0.207 
dulo venl-.4539591  .2208525    .004951    .080955  -.4589101   .2352208  0.051 
dulo vort-.0347382   .131541  -.1109828   .1260087   .0762445   .1831531  0.677 
esci fluo .1288183  .2063248  -.0460838   .0754116    .174902   .2196087  0.426 
esci paro .1510066  .2209788   .0410271   .0738005   .1099795   .2332714  0.637 
esci sert-.0340373    .25033    .069022   .0876949  -.1030594   .2653119  0.698 
esci venl .1061694  .2578714   .1344531    .080692  -.0282837   .2702023  0.917 
fluo fluv .1432547  .3268883   .2312358   .1049457  -.0879811   .3433256  0.798 
fluo miln .0830921  .2431603   .0794899   .1643766   .0036022   .2935315  0.990 
fluo mirt .2943965  .1806695   .0697051   .0928864   .2246914   .2034191  0.269 
fluo nefa .5708648  .4630752  -.0094023    .137485    .580267   .4830494  0.230 
fluo paro  .019244  .1056897   .0974142   .0614584  -.0781702   .1221767  0.522 
fluo rebo .3145562  .1837164   .2676995   .1153572   .0468567   .2173354  0.829 
fluo sert-.1597467  .1722636   .1317876   .0769326  -.2915343   .1886872  0.122 
fluo traz .4276314  .3093663    .222172   .1203377   .2054595   .3319793  0.536 
fluo venl  .122035  .1074902   .1747721   .0752073  -.0527371   .1312373  0.688 
fluv miln-.2626376  .3621303  -.1153561   .1716433  -.1472814   .4007496  0.713 
fluv mirt  .158668  .2744426  -.1613906   .1252845   .3200586   .3016875  0.289 
fluv paro-.2931033  .3477839  -.1322704   .1033132  -.1608329   .3628044  0.658 
fluv sert-.8551494   .489317  -.1027194   .1112877    -.75243   .5018057  0.134 
fluv venl-.7075923  .4799498  -.0332143   .1077533  -.6743781   .4918969  0.170 
miln paro .0156181  .2053644  -.0170514   .1785608   .0326695   .2721706  0.904 
miln sert-.5332985  .5840223   .0376363   .1493491  -.5709348   .6028161  0.344 
mirt paro .1593249  .1844662  -.0878227   .0914471   .2471475   .2058905  0.230 
mirt sert-.2698151  .3224156  -.0115051   .0984112    -.25831   .3371003  0.444 
mirt traz .0843296   .299112    .142679    .138093  -.0583493   .3297285  0.860 
mirt venl .3137912  .2260323  -.0083831   .0956875   .3221743   .2454522  0.189 
nefa paro-.0568818  .3328155   .0575481   .1419699  -.1144298   .3617328  0.752 
nefa sert .0016964  .4115949   .0510046   .1456874  -.0493083   .4366179  0.910 
paro rebo .2307754  .1646449   .1890859   .1185038   .0416895   .2029929  0.837 
paro sert  .135232  .2510286  -.0054009   .0729908   .1406328   .2614221  0.591 
paro traz .3177554  .3235305   .1516761   .1189406   .1660793   .3447228  0.630 
paro venl-.2014348  .2064662   .1087371   .0663071  -.3101719   .2169694  0.153 
sert traz-.5618109   .628627   .1937958    .122931  -.7556067   .6405341  0.238 
sert venl .1802162  .2584007   .0637154   .0812185   .1165007   .2708656  0.667 
traz venl-.1514985  .3865997  -.0856581   .1225909  -.0658405   .4057546  0.871 
venl vort-.4214359  .2281205   .0515964   .1003368  -.4730323   .2495049  0.058 
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7.4.2.3 Design-by-treatment test 

 

chi2(137) =  134.86 

Prob > chi2 =    0.2190 

 

7.4.3 Efficacy continuous 

7.4.3.1 Loop-specific approach 

 

Loops With Evidence of Statistical Inconsistency: 
 
  +-------------------------------------------------------------------------------------------+ 
  |                Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |---------------------+-------+-------+---------+---------+-------------+-------------------| 
  |      clom-fluo-miln | 1.015 | 0.284 |   3.570 |   0.000 | (0.46,1.57) |             0.000 | 
  | amit-clom-miln-sert | 0.862 | 0.292 |   2.957 |   0.003 | (0.29,1.43) |             0.000 | 
  |      clom-fluv-miln | 0.724 | 0.337 |   2.151 |   0.031 | (0.06,1.38) |             0.000 | 
  |      cita-clom-fluo | 0.590 | 0.257 |   2.293 |   0.022 | (0.09,1.09) |             0.000 | 
  |      agom-dulo-esci | 0.433 | 0.195 |   2.216 |   0.027 | (0.05,0.82) |             0.008 | 
  |      agom-paro-venl | 0.426 | 0.193 |   2.211 |   0.027 | (0.05,0.80) |             0.017 | 
  |      Plac-cita-fluv | 0.424 | 0.162 |   2.611 |   0.009 | (0.11,0.74) |             0.000 | 
  |      agom-dulo-venl | 0.357 | 0.147 |   2.424 |   0.015 | (0.07,0.65) |             0.000 | 
  |      dulo-venl-vort | 0.341 | 0.114 |   3.002 |   0.003 | (0.12,0.56) |             0.000 | 
  |      Plac-dulo-esci | 0.263 | 0.115 |   2.286 |   0.022 | (0.04,0.49) |             0.017 | 
  |      Plac-amit-paro | 0.245 | 0.089 |   2.748 |   0.006 | (0.07,0.42) |             0.009 | 
  |      Plac-amit-sert | 0.173 | 0.086 |   2.016 |   0.044 | (0.00,0.34) |             0.001 | 
  |      Plac-cita-esci | 0.137 | 0.063 |   2.172 |   0.030 | (0.01,0.26) |             0.000 | 
  +-------------------------------------------------------------------------------------------+ 
 
 Loops Without Evidence of Statistical Inconsistency: 
 
  +-------------------------------------------------------------------------------------------+ 
  |                Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |---------------------+-------+-------+---------+---------+-------------+-------------------| 
  | amit-clom-miln-venl | 0.876 | 0.545 |   1.608 |   0.108 | (0.00,1.94) |             0.053 | 
  |      clom-miln-paro | 0.609 | 0.415 |   1.468 |   0.142 | (0.00,1.42) |             0.038 | 
  |      cita-clom-venl | 0.579 | 0.329 |   1.757 |   0.079 | (0.00,1.22) |             0.000 | 
  |      cita-clom-sert | 0.503 | 0.336 |   1.496 |   0.135 | (0.00,1.16) |             0.017 | 
  |      cita-clom-paro | 0.488 | 0.521 |   0.936 |   0.349 | (0.00,1.51) |             0.070 | 
  |      clom-fluv-sert | 0.436 | 0.296 |   1.473 |   0.141 | (0.00,1.02) |             0.000 | 
  |      clom-fluo-fluv | 0.435 | 0.289 |   1.504 |   0.133 | (0.00,1.00) |             0.000 | 
  |      cita-clom-fluv | 0.403 | 0.328 |   1.229 |   0.219 | (0.00,1.05) |             0.000 | 
  | cita-mirt-sert-traz | 0.400 | 0.548 |   0.729 |   0.466 | (0.00,1.47) |             0.037 | 
  |      cita-fluv-sert | 0.338 | 0.330 |   1.025 |   0.305 | (0.00,0.99) |             0.023 | 
  |      bupr-sert-traz | 0.321 | 0.569 |   0.564 |   0.573 | (0.00,1.44) |             0.000 | 
  |      Plac-mirt-traz | 0.321 | 0.378 |   0.849 |   0.396 | (0.00,1.06) |             0.042 | 
  |      amit-mirt-traz | 0.306 | 0.277 |   1.106 |   0.269 | (0.00,0.85) |             0.000 | 
  |      amit-fluv-venl | 0.290 | 0.316 |   0.918 |   0.359 | (0.00,0.91) |             0.000 | 
  |      agom-esci-paro | 0.287 | 0.172 |   1.665 |   0.096 | (0.00,0.63) |             0.013 | 
  |      amit-fluv-miln | 0.284 | 0.379 |   0.749 |   0.454 | (0.00,1.03) |             0.040 | 
  |      Plac-fluv-venl | 0.274 | 0.291 |   0.941 |   0.346 | (0.00,0.84) |             0.007 | 
  |      Plac-bupr-traz | 0.272 | 0.332 |   0.820 |   0.412 | (0.00,0.92) |             0.031 | 
  |      esci-paro-venl | 0.262 | 0.201 |   1.305 |   0.192 | (0.00,0.66) |             0.016 | 
  |      amit-traz-venl | 0.259 | 0.263 |   0.985 |   0.325 | (0.00,0.77) |             0.000 | 
  |      paro-sert-traz | 0.253 | 0.231 |   1.096 |   0.273 | (0.00,0.70) |             0.000 | 
  |      Plac-traz-venl | 0.252 | 0.247 |   1.019 |   0.308 | (0.00,0.74) |             0.014 | 
  |      cita-fluo-fluv | 0.247 | 0.200 |   1.238 |   0.216 | (0.00,0.64) |             0.000 | 
  |      fluv-miln-paro | 0.245 | 0.222 |   1.102 |   0.270 | (0.00,0.68) |             0.000 | 
  |      amit-paro-venl | 0.245 | 0.230 |   1.064 |   0.287 | (0.00,0.70) |             0.020 | 
  |      Plac-paro-traz | 0.243 | 0.165 |   1.475 |   0.140 | (0.00,0.57) |             0.010 | 
  |      cita-esci-paro | 0.238 | 0.169 |   1.408 |   0.159 | (0.00,0.57) |             0.005 | 
  |      Plac-amit-fluo | 0.238 | 0.126 |   1.882 |   0.060 | (0.00,0.48) |             0.026 | 
  |      Plac-cita-rebo | 0.228 | 0.236 |   0.968 |   0.333 | (0.00,0.69) |             0.021 | 
  |      mirt-paro-venl | 0.226 | 0.326 |   0.695 |   0.487 | (0.00,0.86) |             0.057 | 
  |      clom-fluo-paro | 0.217 | 0.197 |   1.102 |   0.271 | (0.00,0.60) |             0.017 | 
  |      dulo-esci-fluo | 0.210 | 0.182 |   1.154 |   0.249 | (0.00,0.57) |             0.002 | 
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  |      Plac-cita-paro | 0.208 | 0.148 |   1.403 |   0.161 | (0.00,0.50) |             0.004 | 
  |      Plac-dulo-vort | 0.206 | 0.107 |   1.923 |   0.054 | (0.00,0.42) |             0.024 | 
  |      fluo-miln-paro | 0.205 | 0.164 |   1.254 |   0.210 | (0.00,0.53) |             0.003 | 
  |      bupr-paro-venl | 0.201 | 0.224 |   0.900 |   0.368 | (0.00,0.64) |             0.000 | 
  |      fluo-paro-traz | 0.195 | 0.237 |   0.825 |   0.409 | (0.00,0.66) |             0.010 | 
  |      Plac-amit-traz | 0.192 | 0.244 |   0.784 |   0.433 | (0.00,0.67) |             0.021 | 
  |      amit-paro-traz | 0.190 | 0.241 |   0.788 |   0.431 | (0.00,0.66) |             0.013 | 
  |      paro-rebo-venl | 0.187 | 0.199 |   0.939 |   0.348 | (0.00,0.58) |             0.002 | 
  |      Plac-cita-venl | 0.186 | 0.183 |   1.019 |   0.308 | (0.00,0.54) |             0.003 | 
  |      Plac-amit-fluv | 0.186 | 0.202 |   0.922 |   0.357 | (0.00,0.58) |             0.007 | 
  |      Plac-esci-venl | 0.182 | 0.118 |   1.547 |   0.122 | (0.00,0.41) |             0.006 | 
  |      fluo-fluv-venl | 0.181 | 0.285 |   0.635 |   0.525 | (0.00,0.74) |             0.000 | 
  |      cita-fluo-mirt | 0.175 | 0.225 |   0.778 |   0.437 | (0.00,0.62) |             0.012 | 
  | fluv-mirt-sert-traz | 0.173 | 0.387 |   0.446 |   0.656 | (0.00,0.93) |             0.014 | 
  |      Plac-cita-mirt | 0.172 | 0.163 |   1.054 |   0.292 | (0.00,0.49) |             0.004 | 
  |      Plac-amit-mirt | 0.168 | 0.176 |   0.956 |   0.339 | (0.00,0.51) |             0.023 | 
  |      agom-fluo-venl | 0.168 | 0.113 |   1.488 |   0.137 | (0.00,0.39) |             0.003 | 
  |      amit-fluv-mirt | 0.167 | 0.249 |   0.671 |   0.502 | (0.00,0.66) |             0.012 | 
  |      Plac-amit-venl | 0.166 | 0.160 |   1.038 |   0.299 | (0.00,0.48) |             0.009 | 
  |      clom-paro-sert | 0.166 | 0.310 |   0.535 |   0.593 | (0.00,0.77) |             0.040 | 
  |      dulo-esci-paro | 0.165 | 0.130 |   1.277 |   0.202 | (0.00,0.42) |             0.009 | 
  |      Plac-paro-venl | 0.165 | 0.111 |   1.485 |   0.138 | (0.00,0.38) |             0.006 | 
  |      Plac-fluv-paro | 0.165 | 0.198 |   0.831 |   0.406 | (0.00,0.55) |             0.006 | 
  |      fluo-traz-venl | 0.164 | 0.266 |   0.616 |   0.538 | (0.00,0.68) |             0.006 | 
  |      fluo-nefa-paro | 0.164 | 0.214 |   0.765 |   0.444 | (0.00,0.58) |             0.002 | 
  |      Plac-fluo-traz | 0.163 | 0.283 |   0.574 |   0.566 | (0.00,0.72) |             0.035 | 
  |      Plac-nefa-paro | 0.161 | 0.170 |   0.947 |   0.344 | (0.00,0.50) |             0.007 | 
  |      fluo-fluv-sert | 0.157 | 0.205 |   0.766 |   0.444 | (0.00,0.56) |             0.000 | 
  |      clom-fluo-sert | 0.156 | 0.199 |   0.785 |   0.432 | (0.00,0.55) |             0.000 | 
  |      cita-esci-fluo | 0.155 | 0.119 |   1.302 |   0.193 | (0.00,0.39) |             0.001 | 
  |      cita-paro-sert | 0.150 | 0.286 |   0.524 |   0.601 | (0.00,0.71) |             0.018 | 
  |      fluo-mirt-paro | 0.147 | 0.176 |   0.840 |   0.401 | (0.00,0.49) |             0.022 | 
  |      fluo-sert-traz | 0.146 | 0.270 |   0.540 |   0.589 | (0.00,0.67) |             0.002 | 
  |      fluo-fluv-miln | 0.144 | 0.221 |   0.652 |   0.514 | (0.00,0.58) |             0.000 | 
  |      Plac-agom-venl | 0.144 | 0.131 |   1.101 |   0.271 | (0.00,0.40) |             0.013 | 
  |      cita-esci-sert | 0.144 | 0.148 |   0.972 |   0.331 | (0.00,0.43) |             0.006 | 
  |      bupr-fluo-venl | 0.144 | 0.162 |   0.889 |   0.374 | (0.00,0.46) |             0.004 | 
  |      fluo-paro-sert | 0.141 | 0.121 |   1.162 |   0.245 | (0.00,0.38) |             0.001 | 
  |      clom-fluv-paro | 0.138 | 0.394 |   0.350 |   0.727 | (0.00,0.91) |             0.049 | 
  |      mirt-paro-traz | 0.137 | 0.442 |   0.311 |   0.756 | (0.00,1.00) |             0.072 | 
  |      cita-fluo-rebo | 0.137 | 0.203 |   0.673 |   0.501 | (0.00,0.54) |             0.010 | 
  |      esci-fluo-venl | 0.133 | 0.125 |   1.061 |   0.289 | (0.00,0.38) |             0.001 | 
  |      cita-esci-venl | 0.132 | 0.214 |   0.619 |   0.536 | (0.00,0.55) |             0.005 | 
  |      Plac-fluv-mirt | 0.132 | 0.201 |   0.658 |   0.511 | (0.00,0.53) |             0.022 | 
  |      fluv-paro-sert | 0.130 | 0.238 |   0.547 |   0.585 | (0.00,0.60) |             0.000 | 
  |      cita-mirt-paro | 0.130 | 0.524 |   0.248 |   0.804 | (0.00,1.16) |             0.099 | 
  |      Plac-desv-dulo | 0.129 | 0.190 |   0.678 |   0.498 | (0.00,0.50) |             0.018 | 
  |      Plac-bupr-venl | 0.129 | 0.187 |   0.691 |   0.489 | (0.00,0.49) |             0.014 | 
  |      cita-paro-venl | 0.129 | 0.223 |   0.578 |   0.563 | (0.00,0.57) |             0.000 | 
  |      bupr-paro-sert | 0.126 | 0.540 |   0.233 |   0.816 | (0.00,1.18) |             0.000 | 
  |      agom-fluo-paro | 0.125 | 0.108 |   1.164 |   0.245 | (0.00,0.34) |             0.009 | 
  |      clom-fluo-venl | 0.123 | 0.250 |   0.491 |   0.624 | (0.00,0.61) |             0.000 | 
  |      agom-esci-fluo | 0.122 | 0.131 |   0.934 |   0.350 | (0.00,0.38) |             0.001 | 
  |      dulo-fluo-venl | 0.119 | 0.167 |   0.714 |   0.475 | (0.00,0.45) |             0.000 | 
  |      amit-fluo-mirt | 0.119 | 0.180 |   0.658 |   0.510 | (0.00,0.47) |             0.011 | 
  |      Plac-agom-paro | 0.118 | 0.091 |   1.295 |   0.195 | (0.00,0.30) |             0.013 | 
  |      Plac-agom-dulo | 0.116 | 0.208 |   0.560 |   0.575 | (0.00,0.52) |             0.028 | 
  |      cita-fluo-venl | 0.115 | 0.190 |   0.606 |   0.545 | (0.00,0.49) |             0.001 | 
  |      Plac-fluo-fluv | 0.113 | 0.221 |   0.510 |   0.610 | (0.00,0.55) |             0.028 | 
  |      agom-esci-venl | 0.108 | 0.177 |   0.610 |   0.542 | (0.00,0.46) |             0.005 | 
  |      fluo-paro-venl | 0.107 | 0.117 |   0.921 |   0.357 | (0.00,0.34) |             0.004 | 
  |      amit-fluv-paro | 0.105 | 0.285 |   0.369 |   0.712 | (0.00,0.66) |             0.016 | 
  |      fluo-fluv-paro | 0.103 | 0.216 |   0.475 |   0.635 | (0.00,0.53) |             0.003 | 
  |      cita-fluv-mirt | 0.102 | 0.208 |   0.490 |   0.624 | (0.00,0.51) |             0.000 | 
  |      cita-fluo-paro | 0.101 | 0.177 |   0.573 |   0.567 | (0.00,0.45) |             0.005 | 
  |      Plac-dulo-venl | 0.098 | 0.139 |   0.701 |   0.483 | (0.00,0.37) |             0.019 | 
  |      Plac-venl-vort | 0.097 | 0.152 |   0.640 |   0.522 | (0.00,0.39) |             0.025 | 
  |      amit-fluo-sert | 0.096 | 0.116 |   0.821 |   0.411 | (0.00,0.32) |             0.000 | 
  | amit-cita-mirt-sert | 0.095 | 0.189 |   0.500 |   0.617 | (0.00,0.47) |             0.000 | 
  |      Plac-esci-paro | 0.094 | 0.087 |   1.073 |   0.283 | (0.00,0.26) |             0.006 | 
  |      amit-sert-venl | 0.092 | 0.176 |   0.523 |   0.601 | (0.00,0.44) |             0.000 | 
  |      bupr-fluo-traz | 0.091 | 0.499 |   0.182 |   0.856 | (0.00,1.07) |             0.050 | 
  |      esci-paro-sert | 0.084 | 0.139 |   0.601 |   0.548 | (0.00,0.36) |             0.002 | 
  |      Plac-fluo-mirt | 0.083 | 0.170 |   0.487 |   0.626 | (0.00,0.42) |             0.031 | 
  |      amit-fluo-traz | 0.082 | 0.309 |   0.265 |   0.791 | (0.00,0.69) |             0.022 | 
  |      Plac-cita-sert | 0.081 | 0.096 |   0.847 |   0.397 | (0.00,0.27) |             0.000 | 
  |      agom-dulo-fluo | 0.079 | 0.203 |   0.390 |   0.697 | (0.00,0.48) |             0.005 | 



 168 

  |      Plac-bupr-paro | 0.079 | 0.221 |   0.358 |   0.720 | (0.00,0.51) |             0.012 | 
  |      amit-fluo-fluv | 0.079 | 0.221 |   0.358 |   0.720 | (0.00,0.51) |             0.004 | 
  |      Plac-agom-esci | 0.075 | 0.132 |   0.563 |   0.573 | (0.00,0.33) |             0.010 | 
  |      amit-fluo-miln | 0.074 | 0.288 |   0.257 |   0.797 | (0.00,0.64) |             0.023 | 
  |      Plac-sert-venl | 0.073 | 0.132 |   0.550 |   0.583 | (0.00,0.33) |             0.004 | 
  |      fluv-mirt-paro | 0.072 | 0.357 |   0.202 |   0.840 | (0.00,0.77) |             0.065 | 
  |      fluo-mirt-venl | 0.068 | 0.146 |   0.464 |   0.642 | (0.00,0.35) |             0.004 | 
  |      nefa-paro-sert | 0.064 | 0.229 |   0.278 |   0.781 | (0.00,0.51) |             0.000 | 
  |      clom-paro-venl | 0.063 | 0.439 |   0.143 |   0.886 | (0.00,0.92) |             0.057 | 
  |      esci-fluo-sert | 0.062 | 0.127 |   0.485 |   0.628 | (0.00,0.31) |             0.000 | 
  |      Plac-sert-traz | 0.061 | 0.219 |   0.277 |   0.781 | (0.00,0.49) |             0.007 | 
  |      clom-sert-venl | 0.059 | 0.302 |   0.196 |   0.845 | (0.00,0.65) |             0.011 | 
  |      amit-fluo-paro | 0.059 | 0.120 |   0.491 |   0.623 | (0.00,0.29) |             0.010 | 
  |      Plac-esci-sert | 0.059 | 0.092 |   0.635 |   0.525 | (0.00,0.24) |             0.000 | 
  |      bupr-paro-traz | 0.058 | 0.281 |   0.205 |   0.838 | (0.00,0.61) |             0.000 | 
  |      amit-miln-paro | 0.058 | 0.236 |   0.244 |   0.807 | (0.00,0.52) |             0.017 | 
  |      cita-fluo-sert | 0.057 | 0.133 |   0.428 |   0.669 | (0.00,0.32) |             0.000 | 
  |      Plac-cita-fluo | 0.056 | 0.154 |   0.363 |   0.717 | (0.00,0.36) |             0.020 | 
  |      bupr-fluo-sert | 0.054 | 0.514 |   0.105 |   0.916 | (0.00,1.06) |             0.000 | 
  |      bupr-sert-venl | 0.052 | 0.528 |   0.099 |   0.921 | (0.00,1.09) |             0.000 | 
  |      Plac-paro-sert | 0.051 | 0.108 |   0.473 |   0.636 | (0.00,0.26) |             0.004 | 
  |      fluo-paro-rebo | 0.049 | 0.116 |   0.420 |   0.674 | (0.00,0.28) |             0.005 | 
  |      amit-fluo-venl | 0.048 | 0.157 |   0.304 |   0.761 | (0.00,0.36) |             0.003 | 
  |      amit-paro-sert | 0.047 | 0.129 |   0.366 |   0.714 | (0.00,0.30) |             0.003 | 
  |      Plac-fluo-rebo | 0.047 | 0.170 |   0.278 |   0.781 | (0.00,0.38) |             0.036 | 
  |      fluo-fluv-mirt | 0.047 | 0.238 |   0.197 |   0.844 | (0.00,0.51) |             0.018 | 
  |      cita-fluv-paro | 0.046 | 0.246 |   0.188 |   0.851 | (0.00,0.53) |             0.000 | 
  |      Plac-nefa-sert | 0.046 | 0.183 |   0.252 |   0.801 | (0.00,0.40) |             0.000 | 
  |      bupr-fluo-paro | 0.045 | 0.225 |   0.201 |   0.840 | (0.00,0.49) |             0.009 | 
  |      dulo-paro-venl | 0.045 | 0.152 |   0.298 |   0.766 | (0.00,0.34) |             0.006 | 
  |      cita-fluv-venl | 0.045 | 0.332 |   0.136 |   0.892 | (0.00,0.70) |             0.000 | 
  |      Plac-fluo-paro | 0.045 | 0.077 |   0.580 |   0.562 | (0.00,0.20) |             0.018 | 
  |      esci-sert-venl | 0.043 | 0.193 |   0.221 |   0.825 | (0.00,0.42) |             0.007 | 
  |      Plac-fluo-nefa | 0.042 | 0.220 |   0.193 |   0.847 | (0.00,0.47) |             0.028 | 
  |      Plac-agom-fluo | 0.041 | 0.125 |   0.328 |   0.743 | (0.00,0.29) |             0.027  
  |      fluo-nefa-sert | 0.040 | 0.240 |   0.169 |   0.866 | (0.00,0.51) |             0.000 | 
  |      cita-mirt-venl | 0.040 | 0.224 |   0.180 |   0.857 | (0.00,0.48) |             0.000 | 
  |      dulo-esci-venl | 0.039 | 0.171 |   0.228 |   0.819 | (0.00,0.37) |             0.009 | 
  |      cita-rebo-venl | 0.039 | 0.252 |   0.153 |   0.878 | (0.00,0.53) |             0.000 | 
  |      dulo-fluo-paro | 0.038 | 0.170 |   0.224 |   0.823 | (0.00,0.37) |             0.005 | 
  |      Plac-bupr-esci | 0.037 | 0.137 |   0.268 |   0.788 | (0.00,0.31) |             0.012 | 
  |      fluo-rebo-venl | 0.034 | 0.189 |   0.181 |   0.857 | (0.00,0.41) |             0.004 | 
  |      Plac-mirt-paro | 0.032 | 0.132 |   0.243 |   0.808 | (0.00,0.29) |             0.014 | 
  |      Plac-fluo-venl | 0.030 | 0.082 |   0.372 |   0.710 | (0.00,0.19) |             0.018 | 
  |      Plac-esci-fluo | 0.030 | 0.125 |   0.240 |   0.810 | (0.00,0.28) |             0.018 | 
  |      fluo-sert-venl | 0.029 | 0.136 |   0.213 |   0.831 | (0.00,0.30) |             0.000 | 
  |      Plac-mirt-venl | 0.024 | 0.151 |   0.161 |   0.872 | (0.00,0.32) |             0.013 | 
  |      Plac-fluo-sert | 0.024 | 0.111 |   0.217 |   0.828 | (0.00,0.24) |             0.018 | 
  |      bupr-esci-sert | 0.023 | 0.518 |   0.044 |   0.965 | (0.00,1.04) |             0.000 | 
  |      bupr-esci-paro | 0.022 | 0.234 |   0.093 |   0.926 | (0.00,0.48) |             0.007 | 
  |      amit-mirt-venl | 0.021 | 0.208 |   0.102 |   0.919 | (0.00,0.43) |             0.007 | 
  |      Plac-dulo-paro | 0.020 | 0.086 |   0.236 |   0.813 | (0.00,0.19) |             0.016 | 
  |      Plac-paro-rebo | 0.020 | 0.125 |   0.161 |   0.872 | (0.00,0.26) |             0.016 | 
  |      esci-fluo-paro | 0.020 | 0.119 |   0.165 |   0.869 | (0.00,0.25) |             0.005 | 
  |      amit-sert-traz | 0.019 | 0.247 |   0.078 |   0.938 | (0.00,0.50) |             0.000 | 
  |      agom-dulo-paro | 0.018 | 0.175 |   0.100 |   0.920 | (0.00,0.36) |             0.011 | 
  |      amit-mirt-paro | 0.015 | 0.216 |   0.070 |   0.944 | (0.00,0.44) |             0.036 | 
  |      bupr-esci-venl | 0.015 | 0.208 |   0.072 |   0.943 | (0.00,0.42) |             0.007 | 
  |      amit-fluv-sert | 0.015 | 0.215 |   0.069 |   0.945 | (0.00,0.44) |             0.000 | 
  |      cita-paro-rebo | 0.014 | 0.176 |   0.079 |   0.937 | (0.00,0.36) |             0.000 | 
  |      Plac-dulo-fluo | 0.013 | 0.215 |   0.062 |   0.951 | (0.00,0.43) |             0.033 | 
  |      Plac-bupr-sert | 0.011 | 0.525 |   0.021 |   0.984 | (0.00,1.04) |             0.010 | 
  |      Plac-cita-vila | 0.008 | 0.135 |   0.058 |   0.954 | (0.00,0.27) |             0.013 | 
  |      Plac-bupr-fluo | 0.006 | 0.163 |   0.040 |   0.968 | (0.00,0.33) |             0.032 | 
  |      fluo-mirt-traz | 0.006 | 0.460 |   0.013 |   0.989 | (0.00,0.91) |             0.058 | 
  |      Plac-fluv-sert | 0.005 | 0.175 |   0.031 |   0.975 | (0.00,0.35) |             0.000 | 
  |      bupr-esci-fluo | 0.004 | 0.157 |   0.026 |   0.979 | (0.00,0.31) |             0.004 | 
  |      cita-sert-venl | 0.004 | 0.384 |   0.010 |   0.992 | (0.00,0.76) |             0.038 | 
  |      Plac-rebo-venl | 0.003 | 0.259 |   0.013 |   0.990 | (0.00,0.51) |             0.023 | 
  +-------------------------------------------------------------------------------------------+ 
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7.4.3.2 Side-splitting 

 

Side    Direct                Indirect              Difference 
        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z| 
Plac agom-.2512808  .0459306  -.2660282   .0514991   .0147474   .0690935  0.831 
Plac amit-.6103598  .0519063  -.3732179    .043578  -.2371419   .0677481  0.000 
Plac bupr-.2024932  .0497705  -.3410445   .0824924   .1385513   .0962711  0.150 
Plac cita-.2098557  .0507747  -.2640504   .0462435   .0541946   .0688042  0.431 
Plac dulo -.375099  .0383956  -.3658008   .0518621  -.0092981   .0650107  0.886 
Plac esci-.2150141  .0373355  -.3857045   .0418394   .1706904   .0562674  0.002 
Plac fluo-.2087802  .0315559  -.2427501   .0311074   .0339699   .0443257  0.443 
Plac fluv-.4378883   .098869  -.2742997   .0604566  -.1635886   .1159017  0.158 
Plac mirt-.3637403  .0683478  -.3603649   .0543432  -.0033754   .0873718  0.969 
Plac nefa-.3026198  .0781393  -.2264457   .1031057   -.076174   .1293746  0.556 
Plac paro-.2929862  .0291566  -.3493622    .032029    .056376   .0433307  0.193 
Plac rebo-.1714061  .0604265  -.1395756      .0733  -.0318305   .0949709  0.738 
Plac sert-.2721599   .045185  -.2708246   .0437179  -.0013353   .0628841  0.983 
Plac traz-.3486727  .0814432  -.2014595   .0825684  -.1472132    .115877  0.204 
Plac venl -.336268  .0371874  -.3245724   .0368772  -.0116956   .0523786  0.823 
Plac vort-.3014117  .0416346  -.1612856    .097015  -.1401262   .1065828  0.189 
agom dulo -.237261  .1513232  -.1026529   .0458873  -.1346081   .1581276  0.395 
agom esci .1119963  .1271535  -.0508843   .0445176   .1628806    .134717  0.227 
agom fluo-.0017993  .0752683    .043039   .0435064  -.0448383   .0870529  0.607 
agom paro -.160856   .071295  -.0234497   .0435325  -.1374064   .0835343  0.100 
agom venl .0602802  .1144701  -.0914764    .043244   .1517565   .1223642  0.215 
amit fluo .1704286  .0873593   .2619879    .040509  -.0915594   .0962961  0.342 
amit fluv -.021912  .1818389   .1729215   .0614824  -.1948335   .1919517  0.310 
amit miln .0846067  .1650324   .1978638    .082096   -.113257   .1843328  0.539 
amit mirt .0811044  .1187676   .1166636   .0562391  -.0355592   .1314063  0.787 
amit paro .0723168  .0685035   .1832981   .0417883  -.1109813   .0802468  0.167 
amit sert .1876655  .0732317   .2062233   .0497213  -.0185578   .0885043  0.834 
amit traz .0726626   .176609   .2146241   .0693656  -.1419615   .1897242  0.454 
amit venl  .109774   .147427   .1440288   .0418692  -.0342549    .153257  0.823 
bupr esci-.0525734  .1188586  -.0509015   .0543524  -.0016719   .1306898  0.990 
bupr fluo-.0157645  .1023828    .021155    .051824  -.0369195   .1146863  0.748 
bupr paro-.0140928  .2082742  -.0824246   .0479194   .0683318   .2137157  0.749 
bupr sert-.0629887  .5168931  -.0315514   .0523925  -.0314373   .5195416  0.952 
bupr traz .1271639  .2220119  -.0545544   .0736182   .1817183   .2338994  0.437 
bupr venl-.0013175  .1594447   -.099801   .0508484   .0984835   .1673564  0.556 
cita clom  -.37479  .2300268  -.0595383   .0705494  -.3152517   .2406025  0.190 
cita esci-.1302309  .0557588   .0155008    .051377  -.1457316   .0757714  0.054 
cita fluo .0536987  .1145703   .0084047    .040552    .045294   .1215348  0.709 
cita fluv .1855169  .1772178   -.112525   .0626899   .2980419   .1879792  0.113 
cita mirt .0202473   .167092  -.1375008   .0547901   .1577481   .1758457  0.370 
cita paro .1194218   .167554  -.0904116   .0395137   .2098333   .1723919  0.224 
cita rebo .2558837  .1601036   .0573587   .0589473    .198525   .1706105  0.245 
cita sert .0355478  .1142018  -.0434445    .047032   .0789923   .1235181  0.522 
cita venl .0658867  .2002698  -.0977906   .0421119   .1636774   .2046495  0.424 
cita vila -.034457  .1100089  -.0254496   .0752578  -.0090074    .133315  0.946 
clom fluo-.1596859  .1586681   .1471659   .0675902  -.3068518   .1724635  0.075 
clom fluv .1574758  .2355193  -.0100022   .0799784    .167478   .2487286  0.501 
clom miln .6887981  .2416763  -.0678511     .09298   .7566492   .2589454  0.003 
clom paro  .006088  .0870943   .0090016    .083562  -.0029136   .1207017  0.981 
clom sert-.0885061  .1497974    .087926   .0721373  -.1764322   .1662697  0.289 
clom venl-.1378382  .2334831   .0068743   .0670299  -.1447125   .2429143  0.551 
desv dulo-.0278205  .1506692  -.1426767   .0614205   .1148563    .163147  0.481 
dulo esci -.091101  .0902523   .1197651   .0428972  -.2108661   .0999293  0.035 
dulo fluo  .143706  .1638625   .1458712   .0372474  -.0021652     .16835  0.990 
dulo paro .0919989  .0628171   .0360679    .041534   .0559311   .0755905  0.459 
dulo venl-.0593003  .1089809   .0553195   .0404329  -.1146198   .1162357  0.324 
dulo vort .2003974  .0640412  -.0011567   .0599429   .2015541   .0880397  0.022 
esci fluo .0255431  .0987587    .069917   .0354663  -.0443739   .1049367  0.672 
esci paro .0125007  .0897985  -.0341039   .0355654   .0466046   .0966372  0.630 
esci sert .0147888  .1050175   .0201744   .0429075  -.0053856   .1134523  0.962 
esci venl .0700348  .1224274  -.0500007   .0379761   .1200355   .1281963  0.349 
fluo fluv-.1095842  .1478212  -.0903056   .0575448  -.0192786    .158625  0.903 
fluo miln-.1652954  .1686345  -.0499987   .0782099  -.1152966   .1858881  0.535 
fluo mirt-.2110616  .1090864  -.1201967   .0493536  -.0908649   .1197584  0.448 
fluo nefa-.0418493  .1723411  -.0499643   .0698117    .008115   .1859457  0.965 
fluo paro-.0440312   .054283  -.1080671   .0306567   .0640359   .0623394  0.304 
fluo rebo .0633928  .0938962   .0690271   .0573141  -.0056343   .1099872  0.959 
fluo sert-.0863324  .0846608  -.0368474   .0387958   -.049485   .0931402  0.595 
fluo traz-.0369502  .1933362    -.05157    .063679   .0146198   .2035894  0.943 
fluo venl-.1317808  .0524652  -.0909532   .0366298  -.0408276   .0639789  0.523 
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fluv miln-.1917567  .1586241   .0944508   .0918993  -.2862075   .1833224  0.118 
fluv mirt-.0640723  .1282119   -.036494   .0698865  -.0275783   .1460215  0.850 
fluv paro-.0104914  .1826039   .0012551   .0559455  -.0117465    .190985  0.951 
fluv sert .1948878   .171668   .0287214   .0611204   .1661664   .1822251  0.362 
fluv venl-.1647263  .2789115  -.0049965   .0573374  -.1597299   .2847441  0.575 
miln paro-.0658516  .1052015   .0115019   .0924334  -.0773535   .1400403  0.581 
mirt paro .0394475  .1000604   .0439373   .0499147  -.0044898   .1118342  0.968 
mirt traz .3008748    .23366   .0643191    .073306   .2365557   .2449005  0.334 
mirt venl .0052397  .1218664    .035896    .051105  -.0306563   .1321482  0.817 
nefa paro-.1537458  .1612114  -.0228335   .0703625  -.1309123   .1758773  0.457 
nefa sert 2.67e-08  .2026366   .0037946   .0722005  -.0037945   .2151151  0.986 
paro rebo .1506427  .0869293    .164429   .0587844  -.0137863   .1049623  0.896 
paro sert .0658566  .1194948   .0453614    .037182   .0204952   .1251588  0.870 
paro traz .1899164  .1398435   .0094342   .0661789   .1804823   .1547145  0.243 
paro venl-.1883823  .1180784   .0017336   .0325076  -.1901159   .1225212  0.121 
rebo venl-.1513165  .1927701  -.1734378   .0536946   .0221213   .2001085  0.912 
sert traz-.1307871  .2149651   .0075863   .0670861  -.1383735     .22519  0.539 
sert venl .0093448  .1387856  -.0646365   .0402715   .0739813   .1445103  0.609 
traz venl-.2272443  .2064317  -.0366811   .0653753  -.1905633   .2167323  0.379 
venl vort-.0864418  .1102267   .0779534   .0480877  -.1643952   .1204024  0.172 
 
 

7.4.3.3 Design-by-treatment test 

         chi2(134) =  106.50 

         Prob > chi2 =    0.7872 

 

7.4.4 Remission 

7.4.4.1 Loop-specific approach 

 

Loops With Evidence of Statistical Inconsistency: 
 
  +--------------------------------------------------------------------------------------+ 
  |           Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |----------------+-------+-------+---------+---------+-------------+-------------------| 
  | cita-clom-venl | 2.334 | 0.710 |   3.288 |   0.001 | (0.94,3.73) |             0.000 | 
  | cita-clom-fluo | 1.707 | 0.493 |   3.464 |   0.001 | (0.74,2.67) |             0.000 | 
  | cita-clom-sert | 1.332 | 0.573 |   2.323 |   0.020 | (0.21,2.46) |             0.031 | 
  | cita-esci-venl | 1.230 | 0.596 |   2.063 |   0.039 | (0.06,2.40) |             0.140 | 
  | clom-fluo-miln | 1.108 | 0.543 |   2.041 |   0.041 | (0.04,2.17) |             0.000 | 
  | Plac-cita-venl | 1.039 | 0.350 |   2.970 |   0.003 | (0.35,1.73) |             0.000 | 
  | agom-dulo-venl | 1.006 | 0.326 |   3.090 |   0.002 | (0.37,1.64) |             0.000 | 
  | agom-dulo-esci | 0.862 | 0.404 |   2.132 |   0.033 | (0.07,1.65) |             0.028 | 
  | cita-fluo-venl | 0.823 | 0.387 |   2.126 |   0.034 | (0.06,1.58) |             0.007 | 
  | Plac-bupr-venl | 0.674 | 0.261 |   2.585 |   0.010 | (0.16,1.19) |             0.000 | 
  | Plac-agom-venl | 0.587 | 0.216 |   2.719 |   0.007 | (0.16,1.01) |             0.005 | 
  | Plac-amit-fluo | 0.518 | 0.229 |   2.260 |   0.024 | (0.07,0.97) |             0.066 | 
  | Plac-amit-paro | 0.450 | 0.162 |   2.787 |   0.005 | (0.13,0.77) |             0.000 | 
  +--------------------------------------------------------------------------------------+ 
 
 Loops Without Evidence of Statistical Inconsistency: 
 
  +-------------------------------------------------------------------------------------------+ 
  |                Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |---------------------+-------+-------+---------+---------+-------------+-------------------| 
  |      cita-clom-paro | 1.534 | 0.947 |   1.620 |   0.105 | (0.00,3.39) |             0.206 | 
  |      cita-clom-fluv | 1.444 | 0.783 |   1.846 |   0.065 | (0.00,2.98) |             0.000 | 
  |      bupr-sert-traz | 1.428 | 1.218 |   1.173 |   0.241 | (0.00,3.82) |             0.000 | 
  |      cita-sert-venl | 1.159 | 0.675 |   1.717 |   0.086 | (0.00,2.48) |             0.189 | 
  |      cita-paro-venl | 1.101 | 0.840 |   1.312 |   0.190 | (0.00,2.75) |             0.185 | 
  |      agom-paro-venl | 1.082 | 0.565 |   1.915 |   0.056 | (0.00,2.19) |             0.158 | 
  |      cita-fluv-sert | 1.032 | 0.743 |   1.389 |   0.165 | (0.00,2.49) |             0.111 | 
  |      clom-fluo-fluv | 0.959 | 0.604 |   1.588 |   0.112 | (0.00,2.14) |             0.000 | 
  |      bupr-paro-venl | 0.943 | 0.735 |   1.283 |   0.199 | (0.00,2.38) |             0.107 | 
  |      clom-fluv-sert | 0.906 | 0.649 |   1.397 |   0.162 | (0.00,2.18) |             0.000 | 
  |      bupr-sert-venl | 0.889 | 1.288 |   0.691 |   0.490 | (0.00,3.41) |             0.157 | 
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  |      fluo-traz-venl | 0.855 | 0.570 |   1.500 |   0.134 | (0.00,1.97) |             0.000 | 
  |      fluv-mirt-venl | 0.841 | 0.515 |   1.632 |   0.103 | (0.00,1.85) |             0.000 
  |      Plac-cita-fluv | 0.834 | 0.492 |   1.694 |   0.090 | (0.00,1.80) |             0.000 | 
  |      mirt-sert-traz | 0.831 | 0.754 |   1.101 |   0.271 | (0.00,2.31) |             0.000 | 
  |      cita-fluv-venl | 0.797 | 0.700 |   1.138 |   0.255 | (0.00,2.17) |             0.000 | 
  |      Plac-bupr-traz | 0.737 | 0.440 |   1.675 |   0.094 | (0.00,1.60) |             0.011 | 
  |      paro-sert-traz | 0.720 | 0.478 |   1.507 |   0.132 | (0.00,1.66) |             0.000 | 
  |      cita-mirt-venl | 0.706 | 0.733 |   0.963 |   0.335 | (0.00,2.14) |             0.102 | 
  |      bupr-fluo-traz | 0.699 | 0.503 |   1.390 |   0.165 | (0.00,1.68) |             0.000 | 
  |      cita-fluo-fluv | 0.696 | 0.536 |   1.298 |   0.194 | (0.00,1.75) |             0.000 | 
  |      paro-rebo-venl | 0.695 | 0.520 |   1.338 |   0.181 | (0.00,1.71) |             0.042 | 
  |      fluo-fluv-venl | 0.692 | 0.500 |   1.383 |   0.167 | (0.00,1.67) |             0.000 | 
  |      cita-fluv-mirt | 0.674 | 0.551 |   1.222 |   0.222 | (0.00,1.75) |             0.000 | 
  |      Plac-traz-venl | 0.668 | 0.514 |   1.299 |   0.194 | (0.00,1.68) |             0.000 | 
  |      cita-esci-paro | 0.609 | 0.543 |   1.120 |   0.263 | (0.00,1.67) |             0.110 | 
  |      Plac-fluv-venl | 0.591 | 0.471 |   1.255 |   0.209 | (0.00,1.51) |             0.000 | 
  |      agom-esci-paro | 0.569 | 0.519 |   1.096 |   0.273 | (0.00,1.59) |             0.121 | 
  |      fluo-sert-traz | 0.535 | 0.480 |   1.115 |   0.265 | (0.00,1.47) |             0.000 | 
  |      Plac-sert-traz | 0.535 | 0.582 |   0.919 |   0.358 | (0.00,1.68) |             0.106 | 
  |      amit-traz-venl | 0.528 | 0.613 |   0.862 |   0.389 | (0.00,1.73) |             0.000 | 
  |      amit-fluo-miln | 0.526 | 0.499 |   1.055 |   0.292 | (0.00,1.50) |             0.000 | 
  |      bupr-esci-venl | 0.514 | 0.427 |   1.203 |   0.229 | (0.00,1.35) |             0.029 | 
  |      cita-esci-sert | 0.507 | 0.513 |   0.987 |   0.324 | (0.00,1.51) |             0.143 | 
  |      amit-fluv-venl | 0.502 | 0.649 |   0.773 |   0.439 | (0.00,1.77) |             0.043 | 
  |      dulo-esci-fluo | 0.484 | 0.456 |   1.063 |   0.288 | (0.00,1.38) |             0.062 | 
  |      amit-sert-traz | 0.476 | 0.679 |   0.701 |   0.483 | (0.00,1.81) |             0.097 | 
  |      bupr-paro-traz | 0.474 | 0.593 |   0.800 |   0.424 | (0.00,1.64) |             0.000 | 
  |      clom-fluo-paro | 0.468 | 0.350 |   1.336 |   0.181 | (0.00,1.15) |             0.064 | 
  |      dulo-venl-vort | 0.461 | 0.329 |   1.402 |   0.161 | (0.00,1.11) |             0.045 | 
  |      Plac-nefa-paro | 0.461 | 0.383 |   1.205 |   0.228 | (0.00,1.21) |             0.000 | 
  |      dulo-fluo-venl | 0.459 | 0.353 |   1.299 |   0.194 | (0.00,1.15) |             0.000 | 
  |      Plac-rebo-venl | 0.459 | 0.385 |   1.191 |   0.234 | (0.00,1.21) |             0.005 | 
  |      cita-esci-fluo | 0.453 | 0.434 |   1.043 |   0.297 | (0.00,1.30) |             0.127 | 
  |      fluv-paro-sert | 0.445 | 0.522 |   0.852 |   0.394 | (0.00,1.47) |             0.000 | 
  | amit-clom-miln-sert | 0.443 | 0.951 |   0.465 |   0.642 | (0.00,2.31) |             0.107 | 
  |      Plac-cita-paro | 0.439 | 0.300 |   1.464 |   0.143 | (0.00,1.03) |             0.000 | 
  |      bupr-fluo-venl | 0.436 | 0.293 |   1.489 |   0.136 | (0.00,1.01) |             0.000 | 
  |      fluv-mirt-paro | 0.433 | 0.446 |   0.971 |   0.332 | (0.00,1.31) |             0.000 
  |      clom-miln-paro | 0.432 | 0.722 |   0.598 |   0.550 | (0.00,1.85) |             0.111 | 
  |      Plac-fluo-nefa | 0.419 | 0.473 |   0.885 |   0.376 | (0.00,1.35) |             0.100 | 
  |      esci-sert-venl | 0.418 | 0.401 |   1.043 |   0.297 | (0.00,1.20) |             0.025 | 
  |      Plac-amit-venl | 0.409 | 0.301 |   1.360 |   0.174 | (0.00,1.00) |             0.000 | 
  |      clom-fluo-sert | 0.400 | 0.373 |   1.072 |   0.284 | (0.00,1.13) |             0.000 | 
  |      agom-fluo-venl | 0.385 | 0.221 |   1.743 |   0.081 | (0.00,0.82) |             0.000 | 
  |      amit-miln-paro | 0.380 | 0.405 |   0.937 |   0.349 | (0.00,1.17) |             0.000 | 
  |      Plac-amit-mirt | 0.373 | 0.313 |   1.192 |   0.233 | (0.00,0.99) |             0.000 | 
  |      dulo-fluo-paro | 0.370 | 0.347 |   1.064 |   0.287 | (0.00,1.05) |             0.013 | 
  |      esci-paro-venl | 0.362 | 0.335 |   1.082 |   0.279 | (0.00,1.02) |             0.023 | 
  |      amit-nefa-paro | 0.362 | 0.754 |   0.480 |   0.631 | (0.00,1.84) |             0.000 | 
  |      Plac-amit-nefa | 0.351 | 0.694 |   0.505 |   0.613 | (0.00,1.71) |             0.000 | 
  |      fluo-mirt-traz | 0.347 | 0.698 |   0.497 |   0.619 | (0.00,1.72) |             0.000 | 
  |      fluo-fluv-sert | 0.347 | 0.429 |   0.808 |   0.419 | (0.00,1.19) |             0.000 | 
  |      fluo-rebo-venl | 0.341 | 0.395 |   0.864 |   0.387 | (0.00,1.12) |             0.000 | 
  |      Plac-amit-fluv | 0.340 | 0.331 |   1.026 |   0.305 | (0.00,0.99) |             0.000 | 
  |      cita-paro-sert | 0.340 | 0.497 |   0.684 |   0.494 | (0.00,1.31) |             0.048 | 
  |      Plac-cita-esci | 0.338 | 0.179 |   1.882 |   0.060 | (0.00,0.69) |             0.042 | 
  |      Plac-cita-rebo | 0.334 | 0.322 |   1.035 |   0.301 | (0.00,0.97) |             0.027 | 
  |      Plac-amit-sert | 0.332 | 0.274 |   1.211 |   0.226 | (0.00,0.87) |             0.079 | 
  |      amit-paro-venl | 0.331 | 0.365 |   0.908 |   0.364 | (0.00,1.05) |             0.017 | 
  |      Plac-agom-esci | 0.328 | 0.285 |   1.151 |   0.250 | (0.00,0.89) |             0.034 | 
  |      amit-fluo-nefa | 0.327 | 0.775 |   0.421 |   0.674 | (0.00,1.85) |             0.000 | 
  |      fluo-paro-venl | 0.321 | 0.222 |   1.449 |   0.147 | (0.00,0.76) |             0.017 | 
  |      Plac-agom-dulo | 0.318 | 0.362 |   0.880 |   0.379 | (0.00,1.03) |             0.057 | 
  |      mirt-paro-venl | 0.315 | 0.351 |   0.898 |   0.369 | (0.00,1.00) |             0.024 | 
  |      amit-nefa-sert | 0.314 | 1.146 |   0.274 |   0.784 | (0.00,2.56) |             0.138 | 
  |      clom-fluv-paro | 0.309 | 0.801 |   0.386 |   0.700 | (0.00,1.88) |             0.145 | 
  | amit-clom-miln-venl | 0.307 | 0.769 |   0.400 |   0.689 | (0.00,1.81) |             0.000 | 
  |      esci-paro-sert | 0.299 | 0.311 |   0.961 |   0.336 | (0.00,0.91) |             0.000 | 
  |      agom-dulo-paro | 0.296 | 0.481 |   0.617 |   0.537 | (0.00,1.24) |             0.081 | 
  |      fluo-nefa-sert | 0.291 | 0.541 |   0.538 |   0.591 | (0.00,1.35) |             0.000 | 
  |      Plac-fluv-sert | 0.287 | 0.493 |   0.582 |   0.560 | (0.00,1.25) |             0.107 | 
  |      nefa-paro-sert | 0.286 | 0.533 |   0.537 |   0.592 | (0.00,1.33) |             0.000 | 
  |      cita-fluo-paro | 0.283 | 0.415 |   0.681 |   0.496 | (0.00,1.10) |             0.037 | 
  | amit-clom-fluv-miln | 0.280 | 0.877 |   0.320 |   0.749 | (0.00,2.00) |             0.056 | 
  |      Plac-amit-traz | 0.276 | 0.307 |   0.902 |   0.367 | (0.00,0.88) |             0.000 | 
  |      Plac-paro-venl | 0.275 | 0.180 |   1.529 |   0.126 | (0.00,0.63) |             0.000 | 
  |      fluo-paro-traz | 0.269 | 0.424 |   0.633 |   0.527 | (0.00,1.10) |             0.030 | 



 172 

  |      Plac-venl-vort | 0.265 | 0.215 |   1.232 |   0.218 | (0.00,0.69) |             0.024 | 
  |      Plac-cita-mirt | 0.260 | 0.305 |   0.854 |   0.393 | (0.00,0.86) |             0.000 | 
  |      cita-rebo-venl | 0.248 | 0.539 |   0.461 |   0.645 | (0.00,1.30) |             0.000 | 
  |      fluo-sert-venl | 0.248 | 0.240 |   1.031 |   0.302 | (0.00,0.72) |             0.000 | 
  |      amit-fluo-sert | 0.245 | 0.269 |   0.911 |   0.363 | (0.00,0.77) |             0.027 | 
  |      amit-mirt-paro | 0.242 | 0.313 |   0.774 |   0.439 | (0.00,0.86) |             0.000 | 
  |      Plac-mirt-traz | 0.242 | 0.684 |   0.353 |   0.724 | (0.00,1.58) |             0.022 | 
  |      agom-esci-fluo | 0.237 | 0.356 |   0.666 |   0.505 | (0.00,0.93) |             0.041 | 
  |      bupr-paro-sert | 0.235 | 1.170 |   0.200 |   0.841 | (0.00,2.53) |             0.000 | 
  |      dulo-paro-venl | 0.232 | 0.253 |   0.917 |   0.359 | (0.00,0.73) |             0.005 | 
  |      Plac-esci-venl | 0.228 | 0.215 |   1.058 |   0.290 | (0.00,0.65) |             0.000 | 
  |      amit-fluo-traz | 0.226 | 0.404 |   0.560 |   0.575 | (0.00,1.02) |             0.000 | 
  |      fluo-miln-paro | 0.225 | 0.394 |   0.571 |   0.568 | (0.00,1.00) |             0.025 | 
  |      Plac-dulo-esci | 0.224 | 0.200 |   1.117 |   0.264 | (0.00,0.62) |             0.036 | 
  |      cita-fluv-paro | 0.219 | 0.646 |   0.339 |   0.734 | (0.00,1.49) |             0.000 | 
  |      cita-fluo-rebo | 0.219 | 0.370 |   0.593 |   0.553 | (0.00,0.94) |             0.023 | 
  |      amit-paro-sert | 0.219 | 0.343 |   0.637 |   0.524 | (0.00,0.89) |             0.053 | 
  |      bupr-esci-fluo | 0.214 | 0.386 |   0.553 |   0.580 | (0.00,0.97) |             0.061 | 
  |      Plac-nefa-sert | 0.208 | 0.541 |   0.385 |   0.700 | (0.00,1.27) |             0.087 | 
  |      fluo-fluv-paro | 0.205 | 0.488 |   0.420 |   0.675 | (0.00,1.16) |             0.025 | 
  |      amit-mirt-venl | 0.197 | 0.429 |   0.458 |   0.647 | (0.00,1.04) |             0.000 | 
  |      Plac-bupr-sert | 0.196 | 1.161 |   0.169 |   0.866 | (0.00,2.47) |             0.051 | 
  |      bupr-fluo-sert | 0.195 | 1.114 |   0.175 |   0.861 | (0.00,2.38) |             0.000 | 
  |      Plac-dulo-fluo | 0.194 | 0.389 |   0.500 |   0.617 | (0.00,0.96) |             0.084 | 
  |      clom-paro-venl | 0.189 | 0.817 |   0.232 |   0.817 | (0.00,1.79) |             0.170 | 
  |      fluv-mirt-sert | 0.188 | 0.547 |   0.343 |   0.731 | (0.00,1.26) |             0.051 | 
  |      Plac-fluv-paro | 0.180 | 0.421 |   0.426 |   0.670 | (0.00,1.01) |             0.000 | 
  |      amit-mirt-traz | 0.176 | 0.718 |   0.245 |   0.806 | (0.00,1.58) |             0.000 | 
  |      Plac-esci-paro | 0.176 | 0.148 |   1.183 |   0.237 | (0.00,0.47) |             0.000  
  |      mirt-paro-sert | 0.175 | 0.317 |   0.554 |   0.580 | (0.00,0.80) |             0.001 | 
  |      clom-fluo-venl | 0.175 | 0.534 |   0.327 |   0.744 | (0.00,1.22) |             0.000 | 
  |      Plac-paro-traz | 0.175 | 0.293 |   0.596 |   0.551 | (0.00,0.75) |             0.000 | 
  |      cita-mirt-sert | 0.173 | 0.650 |   0.266 |   0.790 | (0.00,1.45) |             0.112 | 
  |      Plac-esci-sert | 0.171 | 0.308 |   0.556 |   0.578 | (0.00,0.78) |             0.041 | 
  |      amit-fluv-sert | 0.171 | 0.675 |   0.253 |   0.800 | (0.00,1.49) |             0.143 | 
  |      agom-fluo-paro | 0.167 | 0.296 |   0.565 |   0.572 | (0.00,0.75) |             0.081 | 
  |      amit-mirt-sert | 0.167 | 0.559 |   0.298 |   0.766 | (0.00,1.26) |             0.089 | 
  |      agom-dulo-fluo | 0.163 | 0.423 |   0.386 |   0.699 | (0.00,0.99) |             0.012 | 
  |      Plac-mirt-paro | 0.153 | 0.209 |   0.735 |   0.462 | (0.00,0.56) |             0.000 | 
  |      Plac-mirt-venl | 0.149 | 0.264 |   0.565 |   0.572 | (0.00,0.67) |             0.000 | 
  |      Plac-paro-rebo | 0.142 | 0.152 |   0.938 |   0.348 | (0.00,0.44) |             0.002 | 
  |      cita-fluo-mirt | 0.130 | 0.333 |   0.389 |   0.697 | (0.00,0.78) |             0.000 | 
  |      amit-fluv-mirt | 0.130 | 0.422 |   0.307 |   0.759 | (0.00,0.96) |             0.010 | 
  |      esci-fluo-paro | 0.129 | 0.279 |   0.463 |   0.644 | (0.00,0.68) |             0.042 | 
  |      dulo-esci-venl | 0.126 | 0.296 |   0.426 |   0.670 | (0.00,0.71) |             0.007 | 
  |      fluo-nefa-paro | 0.125 | 0.538 |   0.233 |   0.816 | (0.00,1.18) |             0.027 | 
  |      Plac-fluo-paro | 0.123 | 0.143 |   0.856 |   0.392 | (0.00,0.40) |             0.043 | 
  |      clom-paro-sert | 0.121 | 0.563 |   0.215 |   0.830 | (0.00,1.22) |             0.114 | 
  |      fluo-paro-sert | 0.116 | 0.272 |   0.426 |   0.670 | (0.00,0.65) |             0.023 | 
  |      Plac-fluo-venl | 0.114 | 0.146 |   0.784 |   0.433 | (0.00,0.40) |             0.039 | 
  |      amit-sert-venl | 0.114 | 0.562 |   0.203 |   0.839 | (0.00,1.22) |             0.120 | 
  |      Plac-dulo-venl | 0.108 | 0.191 |   0.567 |   0.571 | (0.00,0.48) |             0.008 | 
  |      fluo-fluv-mirt | 0.108 | 0.351 |   0.307 |   0.759 | (0.00,0.80) |             0.000 | 
  |      Plac-fluv-mirt | 0.100 | 0.310 |   0.324 |   0.746 | (0.00,0.71) |             0.000 | 
  |      amit-fluo-venl | 0.100 | 0.319 |   0.314 |   0.754 | (0.00,0.73) |             0.000 | 
  |      esci-fluo-venl | 0.098 | 0.260 |   0.378 |   0.705 | (0.00,0.61) |             0.002 | 
  |      Plac-bupr-paro | 0.096 | 0.384 |   0.249 |   0.803 | (0.00,0.85) |             0.000 | 
  |      Plac-dulo-vort | 0.093 | 0.169 |   0.553 |   0.580 | (0.00,0.42) |             0.036 | 
  |      Plac-fluo-rebo | 0.093 | 0.283 |   0.330 |   0.742 | (0.00,0.65) |             0.103 | 
  |      clom-fluv-venl | 0.093 | 0.810 |   0.114 |   0.909 | (0.00,1.68) |             0.000 | 
  |      Plac-mirt-sert | 0.088 | 0.410 |   0.215 |   0.830 | (0.00,0.89) |             0.071 | 
  |      amit-fluo-paro | 0.086 | 0.214 |   0.402 |   0.688 | (0.00,0.51) |             0.013 | 
  |      bupr-fluo-paro | 0.084 | 0.457 |   0.184 |   0.854 | (0.00,0.98) |             0.027 | 
  |      Plac-desv-dulo | 0.081 | 0.305 |   0.266 |   0.790 | (0.00,0.68) |             0.030 | 
  |      Plac-bupr-esci | 0.080 | 0.213 |   0.375 |   0.708 | (0.00,0.50) |             0.006 | 
  |      Plac-bupr-fluo | 0.079 | 0.278 |   0.284 |   0.776 | (0.00,0.62) |             0.084 | 
  |      fluo-mirt-paro | 0.075 | 0.244 |   0.306 |   0.759 | (0.00,0.55) |             0.018 | 
  |      Plac-fluo-sert | 0.074 | 0.244 |   0.305 |   0.761 | (0.00,0.55) |             0.100 | 
  |      amit-fluo-fluv | 0.069 | 0.384 |   0.181 |   0.857 | (0.00,0.82) |             0.000 | 
  |      esci-fluo-sert | 0.068 | 0.316 |   0.216 |   0.829 | (0.00,0.69) |             0.009 | 
  |      Plac-dulo-paro | 0.063 | 0.133 |   0.476 |   0.634 | (0.00,0.32) |             0.013 | 
  |      amit-fluv-paro | 0.062 | 0.484 |   0.128 |   0.898 | (0.00,1.01) |             0.015 | 
  |      amit-fluo-mirt | 0.055 | 0.327 |   0.168 |   0.867 | (0.00,0.70) |             0.000 | 
  |      Plac-agom-fluo | 0.053 | 0.251 |   0.211 |   0.833 | (0.00,0.55) |             0.099 | 
  |      mirt-paro-traz | 0.053 | 0.700 |   0.075 |   0.940 | (0.00,1.43) |             0.009 | 
  |      fluo-mirt-sert | 0.051 | 0.290 |   0.177 |   0.860 | (0.00,0.62) |             0.000 | 
  |      Plac-paro-sert | 0.051 | 0.223 |   0.230 |   0.818 | (0.00,0.49) |             0.012 | 
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  |      cita-fluo-sert | 0.050 | 0.291 |   0.171 |   0.864 | (0.00,0.62) |             0.010 | 
  |      bupr-esci-sert | 0.049 | 1.160 |   0.042 |   0.966 | (0.00,2.32) |             0.032 | 
  |      Plac-agom-paro | 0.049 | 0.195 |   0.249 |   0.803 | (0.00,0.43) |             0.037 | 
  |      Plac-cita-fluo | 0.048 | 0.287 |   0.168 |   0.867 | (0.00,0.61) |             0.074 | 
  |      fluo-mirt-venl | 0.042 | 0.267 |   0.157 |   0.876 | (0.00,0.56) |             0.000 | 
  |      agom-esci-venl | 0.039 | 0.330 |   0.118 |   0.906 | (0.00,0.69) |             0.000 | 
  |      Plac-sert-venl | 0.038 | 0.245 |   0.155 |   0.877 | (0.00,0.52) |             0.022 | 
  |      fluo-paro-rebo | 0.036 | 0.247 |   0.147 |   0.883 | (0.00,0.52) |             0.029 | 
  |      Plac-fluo-mirt | 0.035 | 0.278 |   0.127 |   0.899 | (0.00,0.58) |             0.087 | 
  |      Plac-esci-fluo | 0.027 | 0.229 |   0.119 |   0.905 | (0.00,0.48) |             0.053 | 
  |      cita-mirt-paro | 0.027 | 0.427 |   0.063 |   0.950 | (0.00,0.86) |             0.006 | 
  |      Plac-cita-sert | 0.026 | 0.286 |   0.091 |   0.927 | (0.00,0.59) |             0.045 | 
  |      Plac-fluo-traz | 0.026 | 0.414 |   0.062 |   0.951 | (0.00,0.84) |             0.106 | 
  |      dulo-esci-paro | 0.023 | 0.221 |   0.106 |   0.915 | (0.00,0.46) |             0.010 | 
  |      clom-sert-venl | 0.023 | 0.694 |   0.033 |   0.974 | (0.00,1.38) |             0.080 | 
  |      Plac-fluo-fluv | 0.013 | 0.426 |   0.030 |   0.976 | (0.00,0.85) |             0.106 | 
  |      cita-paro-rebo | 0.013 | 0.423 |   0.030 |   0.976 | (0.00,0.84) |             0.016 | 
  |      amit-paro-traz | 0.001 | 0.371 |   0.002 |   0.998 | (0.00,0.73) |             0.000 | 
  |      Plac-cita-vila | 0.001 | 0.204 |   0.004 |   0.997 | (0.00,0.40) |             0.000 | 
  |      bupr-esci-paro | 0.001 | 0.502 |   0.001 |   0.999 | (0.00,0.98) |             0.037 | 
  +-------------------------------------------------------------------------------------------+ 

 

7.4.4.2 Side-splitting 

 

Side    Direct                Indirect              Difference 
        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z| 
Plac agom .2742141  .1008079   .4267388   .0950954  -.1525247   .1387232  0.272 
Plac amit .9241333   .116775   .4925027   .0810043   .4316306   .1433067  0.003 
Plac bupr .3560292  .0993803   .7296492   .1536516    -.37362   .1835915  0.042 
Plac cita .3075801  .0990608   .3136082     .08528  -.0060281    .131428  0.963 
Plac dulo .5653745  .0679892   .5554197   .0941565   .0099547   .1180411  0.933 
Plac esci .3555811  .0745968   .6003433   .0773862  -.2447622   .1082139  0.024 
Plac fluo   .30149  .0635611   .4145661   .0578933  -.1130761   .0862272  0.190 
Plac fluv .5162983  .2057231   .4702389    .122176   .0460593   .2392422  0.847 
Plac mirt .4799069  .1499081   .4787367   .0942249   .0011701   .1795984  0.995 
Plac nefa .6705887  .1813463   .3516411   .2129321   .3189476   .2796895  0.254 
Plac paro .4791893  .0571388   .4939838   .0605267  -.0147944   .0834337  0.859 
Plac rebo   .18131  .1081985   .2000003   .1320203  -.0186904    .170965  0.913 
Plac sert .4028782  .1059181   .4142359   .0781377  -.0113578   .1317119  0.931 
Plac traz .3373667  .1678135    .274706   .1463917   .0626606   .2233274  0.779 
Plac venl .5789591  .0755828   .4645588   .0660139   .1144003   .1008816  0.257 
Plac vort .3780048  .0772756   .4183703   .1697759  -.0403655   .1900658  0.832 
agom dulo .6234499  .2769449    .165558   .0871584   .4578919   .2903361  0.115 
agom esci-.2207809  .2387446   .1645752   .0875731  -.3853561   .2542993  0.130 
agom fluo .0247353  .1396562   .0017863   .0873788    .022949   .1651037  0.889 
agom paro .2484744  .1396965    .086656   .0863003   .1618184   .1635326  0.322 
agom venl-.2598312  .2092811   .2274581   .0846972  -.4872893   .2257737  0.031 
amit fluo-.1423882  .1603549  -.3023517   .0785859   .1599636   .1786469  0.371 
amit fluv-.0613769  .2735419  -.1722257   .1275542   .1108488   .3017491  0.713 
amit miln-.4157315  .4037919  -.2018824   .1609912  -.2138491   .4347024  0.623 
amit mirt-.0923577  .2673307  -.1646894   .1013209   .0723316    .285852  0.800 
amit nefa .0953095  .6835875  -.1079172   .1538382   .2032267    .700684  0.772 
amit paro-.0105921  .1234971  -.2094176   .0819697   .1988256   .1482359  0.180 
amit sert-.2276593  .1419361  -.2230223   .0964473   -.004637   .1716713  0.978 
amit traz-.3044849  .2668247   -.340145   .1350799     .03566   .2988839  0.905 
amit venl .0625363  .2956076  -.1337461   .0798471   .1962824   .3062014  0.522 
bupr esci .0708213  .2064996  -.0104458   .1070143   .0812671   .2325033  0.727 
bupr fluo-.1290124  .1848312  -.0962969    .102387  -.0327156   .2112596  0.877 
bupr paro .0285873  .4056227   .0184147    .092918   .0101726   .4161292  0.980 
bupr sert .2231338    1.1074  -.0593396   .1026126   .2824734   1.112144  0.800 
bupr traz-.7463907   .419044  -.0997854   .1406402  -.6466053   .4420153  0.144 
bupr venl-.4392145  .2859877   .1044274   .0982077  -.5436419   .3023801  0.072 
cita clom 1.298032  .4368018   .0872732   .1266529   1.210759   .4547932  0.008 
cita esci .3931275  .1016305  -.0418589   .0957442   .4349864   .1395716  0.002 
cita fluo-.0582283  .1956727   .0690615    .076364  -.1272898   .2100509  0.545 
cita fluv-.5833954  .4738403   .2219321   .1225709  -.8053275   .4894367  0.100 
cita mirt-.0870115  .3040366   .1961548   .1009481  -.2831662   .3203572  0.377 
cita paro-.2543858  .3228698   .1980203   .0736482   -.452406   .3317471  0.173 
cita rebo-.4534165  .2751395  -.0722515   .1070669   -.381165   .2952373  0.197 
cita sert .0538369   .209193   .1076963   .0905164  -.0538594   .2278978  0.813 
cita venl-.7713011  .3545617   .2508198    .078555  -1.022121   .3632405  0.005 
cita vila .0571497  .1986198   .0863117   .1444772  -.0291621   .2457155  0.906 
clom fluo .3409582  .2460238  -.2479651   .1240904   .5889233   .2754941  0.033 
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clom fluv -.436202  .5125198   .0271245   .1510976  -.4633264   .5343301  0.386 
clom miln-.4986637  .4232228  -.0131933   .1816694  -.4854703   .4605663  0.292 
clom paro -.031953  .1511654   .0201977   .1526492  -.0521506   .2148302  0.808 
clom sert .0908138  .2889452  -.1169353    .129823   .2077491    .316767  0.512 
clom venl .2876811   .503945   .0071756   .1190794   .2805054   .5178228  0.588 
desv dulo .3329104  .2732742   .2125814   .1130657   .1203291   .2967423  0.685 
dulo esci .0173482  .1597234  -.1137475   .0790624   .1310957   .1782316  0.462 
dulo fluo-.4234202  .3206089  -.1884475   .0668632  -.2349727   .3280352  0.474 
dulo paro-.0262073  .1111627  -.0981952   .0745963   .0719879   .1343478  0.592 
dulo venl .1274991  .1929787   -.072681   .0730183   .2001801   .2063243  0.332 
dulo vort-.2546992  .1130444  -.1041826   .1087407  -.1505166   .1574449  0.339 
esci fluo .0060652  .1769062   -.127646   .0673566   .1337111   .1893701  0.480 
esci paro-.0445955   .156975   .0227883   .0676492  -.0673838   .1710477  0.694 
esci sert .1973457   .254803  -.0903131   .0813813   .2876588   .2674512  0.282 
esci venl .0029825  .2270103   .0440628   .0714351  -.0410803   .2379822  0.863 
fluo fluv .1684262  .2790038   .1103187   .1167112   .0581075   .3024221  0.848 
fluo miln .2608335  .3406348   -.007133   .1577959   .2679666   .3754087  0.475 
fluo mirt .1228264  .1642476   .1135786   .0935013   .0092477   .1889685  0.961 
fluo nefa-.0731966  .3840808   .2121007   .1525065  -.2852974   .4132447  0.490 
fluo paro .0729963   .099284   .1394884   .0574559   -.066492   .1145319  0.562 
fluo rebo-.1733843  .1694422  -.1748456   .1028733   .0014613   .1980348  0.994 
fluo sert .1517345  .1482942   .0194696   .0759256   .1322649   .1665881  0.427 
fluo traz .0595788  .2979704  -.0820012   .1227041     .14158   .3222506  0.660 
fluo venl .1498138  .0915963   .1518161   .0692024  -.0020023   .1147595  0.986 
fluv mirt-.1766771  .2293632   .0597968   .1382579  -.2364739   .2678081  0.377 
fluv paro .1074053  .3896344  -.0048645   .1126463   .1122698   .4056007  0.782 
fluv sert-.3743977   .341117  -.0330137   .1226846   -.341384   .3625052  0.346 
fluv venl .6321052  .4547529  -.0068444   .1154137   .6389496   .4691699  0.173 
miln paro  .036084   .175547   .1609197   .2273029  -.1248358    .287178  0.664 
mirt paro-.1255477  .1670261   .0479214   .0927999   -.173469   .1910706  0.364 
mirt sert-.0098146  .2717728   -.076703   .0989077   .0668883   .2892113  0.817 
mirt traz-.3653329  .6422027  -.1691677   .1339661  -.1961651    .655639  0.765 
mirt venl-.0296934   .243448   .0446196   .0926351   -.074313   .2604758  0.775 
nefa paro .2716517  .3627116  -.1081791   .1535092   .3798308   .3938298  0.335 
nefa sert-.0655973  .4056699  -.1355531   .1583121   .0699558   .4354662  0.872 
paro rebo-.2142652  .1444555  -.3443312     .10864   .1300659   .1807835  0.472 
paro sert-.0270348  .2115334  -.0816764   .0724652   .0546416   .2236256  0.807 
paro traz-.2891909  .2787074  -.1636174    .123715  -.1255736   .3049765  0.681 
paro venl .3891754  .1904294  -.0092893    .061129   .3984647   .2002183  0.047 
rebo venl-.0465201   .394682   .3475787   .0960614  -.3940988    .406204  0.332 
sert traz .4587335  .3998632  -.1658906    .127368   .6246241   .4196584  0.137 
sert venl .2199969   .209497   .0877627   .0785648   .1322342   .2237383  0.555 
traz venl .9022304   .510545   .1760041   .1203618   .7262263   .5230417  0.165 
venl vort .0995657  .1878571  -.1800679   .0886338   .2796335   .2080229  0.179 
 

7.4.4.3 Design-by-treatment test 

 

         chi2(133) =  120.68 

         Prob > chi2 =    0.4655 

 

7.4.5 Dropouts due to adverse events 

7.4.5.1 Loop-specific approach 

 

Loops With Evidence of Statistical Inconsistency: 
 
  +--------------------------------------------------------------------------------------+ 
  |           Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |----------------+-------+-------+---------+---------+-------------+-------------------| 
  | mirt-sert-traz | 3.232 | 1.092 |   2.960 |   0.003 | (1.09,5.37) |             0.000 | 
  | paro-sert-traz | 2.189 | 1.058 |   2.069 |   0.039 | (0.12,4.26) |             0.000 | 
  | Plac-mirt-sert | 1.997 | 0.690 |   2.892 |   0.004 | (0.64,3.35) |             0.126 | 
  | agom-dulo-venl | 1.909 | 0.587 |   3.252 |   0.001 | (0.76,3.06) |             0.000 | 
  | agom-dulo-esci | 1.904 | 0.792 |   2.405 |   0.016 | (0.35,3.46) |             0.087 | 
  | cita-fluo-venl | 1.876 | 0.933 |   2.011 |   0.044 | (0.05,3.70) |             0.020 | 
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  | amit-mirt-sert | 1.673 | 0.602 |   2.780 |   0.005 | (0.49,2.85) |             0.000 | 
  | dulo-venl-vort | 1.577 | 0.427 |   3.694 |   0.000 | (0.74,2.41) |             0.017 | 
  | esci-paro-venl | 1.297 | 0.579 |   2.240 |   0.025 | (0.16,2.43) |             0.000 | 
  | agom-paro-venl | 1.278 | 0.489 |   2.612 |   0.009 | (0.32,2.24) |             0.000 | 
  | amit-fluo-sert | 1.270 | 0.439 |   2.896 |   0.004 | (0.41,2.13) |             0.029 | 
  | Plac-fluv-mirt | 1.199 | 0.428 |   2.803 |   0.005 | (0.36,2.04) |             0.000 | 
  | Plac-dulo-venl | 1.025 | 0.338 |   3.032 |   0.002 | (0.36,1.69) |             0.037 | 
  | amit-fluo-paro | 0.795 | 0.340 |   2.338 |   0.019 | (0.13,1.46) |             0.000 | 
  | Plac-dulo-esci | 0.675 | 0.300 |   2.252 |   0.024 | (0.09,1.26) |             0.000 | 
  | Plac-paro-venl | 0.583 | 0.297 |   1.962 |   0.050 | (0.00,1.17) |             0.009 | 
  +--------------------------------------------------------------------------------------+ 
 
 Loops Without Evidence of Statistical Inconsistency: 
 
  +-------------------------------------------------------------------------------------------+ 
  |                Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |---------------------+-------+-------+---------+---------+-------------+-------------------| 
  |      Plac-cita-clom | 3.244 | 1.849 |   1.755 |   0.079 | (0.00,6.87) |             0.000 | 
  |      cita-clom-fluv | 2.428 | 1.998 |   1.216 |   0.224 | (0.00,6.34) |             0.000 | 
  | clom-fluv-mirt-venl | 2.094 | 1.436 |   1.458 |   0.145 | (0.00,4.91) |             0.000 | 
  |      clom-fluo-fluv | 1.985 | 1.700 |   1.167 |   0.243 | (0.00,5.32) |             0.000 | 
  | bupr-esci-sert-traz | 1.957 | 1.789 |   1.094 |   0.274 | (0.00,5.46) |             0.658 | 
  |      Plac-clom-sert | 1.904 | 1.254 |   1.517 |   0.129 | (0.00,4.36) |             0.141 | 
  |      Plac-clom-fluo | 1.879 | 1.209 |   1.555 |   0.120 | (0.00,4.25) |             0.058 | 
  | amit-clom-fluv-venl | 1.798 | 1.489 |   1.207 |   0.227 | (0.00,4.72) |             0.000 | 
  |      Plac-cita-venl | 1.677 | 0.908 |   1.847 |   0.065 | (0.00,3.46) |             0.057 | 
  |      Plac-clom-venl | 1.622 | 1.279 |   1.269 |   0.205 | (0.00,4.13) |             0.104 | 
  |      fluo-sert-traz | 1.604 | 0.990 |   1.620 |   0.105 | (0.00,3.54) |             0.000 | 
  |      cita-fluo-sert | 1.584 | 0.977 |   1.622 |   0.105 | (0.00,3.50) |             0.000 | 
  |      cita-mirt-sert | 1.570 | 1.196 |   1.313 |   0.189 | (0.00,3.91) |             0.000 | 
  |      cita-clom-fluo | 1.544 | 1.614 |   0.957 |   0.339 | (0.00,4.71) |             0.000 | 
  |      agom-dulo-fluo | 1.533 | 1.172 |   1.307 |   0.191 | (0.00,3.83) |             0.000 | 
  |      Plac-sert-traz | 1.501 | 1.002 |   1.497 |   0.134 | (0.00,3.47) |             0.132 | 
  |      cita-paro-venl | 1.472 | 0.994 |   1.481 |   0.139 | (0.00,3.42) |             0.000 | 
  |      bupr-paro-venl | 1.417 | 0.756 |   1.875 |   0.061 | (0.00,2.90) |             0.000 | 
  |      Plac-clom-paro | 1.375 | 1.075 |   1.279 |   0.201 | (0.00,3.48) |             0.000 | 
  |      amit-sert-traz | 1.295 | 0.961 |   1.347 |   0.178 | (0.00,3.18) |             0.006 | 
  | Plac-amit-clom-miln | 1.263 | 1.688 |   0.748 |   0.454 | (0.00,4.57) |             0.267 | 
  |      amit-fluv-sert | 1.252 | 0.948 |   1.320 |   0.187 | (0.00,3.11) |             0.073 | 
  |      amit-bupr-fluo | 1.232 | 1.410 |   0.873 |   0.382 | (0.00,4.00) |             0.223 | 
  |      mirt-paro-sert | 1.221 | 0.772 |   1.581 |   0.114 | (0.00,2.73) |             0.000 | 
  |      fluv-mirt-paro | 1.202 | 0.843 |   1.427 |   0.154 | (0.00,2.85) |             0.165 | 
  |      cita-esci-venl | 1.170 | 0.971 |   1.204 |   0.228 | (0.00,3.07) |             0.043 | 
  |      Plac-dulo-fluo | 1.154 | 1.121 |   1.030 |   0.303 | (0.00,3.35) |             0.038 | 
  |      agom-esci-fluo | 1.142 | 0.589 |   1.940 |   0.052 | (0.00,2.30) |             0.000 | 
  |      Plac-cita-mirt | 1.130 | 0.708 |   1.595 |   0.111 | (0.00,2.52) |             0.025 | 
  |      cita-esci-sert | 1.130 | 1.064 |   1.062 |   0.288 | (0.00,3.21) |             0.055 | 
  |      cita-fluo-fluv | 1.100 | 1.128 |   0.976 |   0.329 | (0.00,3.31) |             0.000 | 
  |      amit-bupr-venl | 1.095 | 1.323 |   0.828 |   0.408 | (0.00,3.69) |             0.000 | 
  |      cita-clom-paro | 1.054 | 1.660 |   0.635 |   0.525 | (0.00,4.31) |             0.041 | 
  |      mirt-sert-venl | 1.049 | 0.696 |   1.507 |   0.132 | (0.00,2.41) |             0.000 | 
  |      clom-fluv-paro | 1.038 | 1.687 |   0.616 |   0.538 | (0.00,4.34) |             0.231 | 
  |      cita-fluv-sert | 1.024 | 1.238 |   0.827 |   0.408 | (0.00,3.45) |             0.000 | 
  |      cita-esci-paro | 1.020 | 0.667 |   1.529 |   0.126 | (0.00,2.33) |             0.000 | 
  |      clom-fluo-miln | 1.001 | 0.813 |   1.231 |   0.218 | (0.00,2.59) |             0.000 | 
  |      amit-fluv-paro | 0.991 | 0.640 |   1.548 |   0.122 | (0.00,2.25) |             0.000 | 
  |      clom-fluv-sert | 0.986 | 2.541 |   0.388 |   0.698 | (0.00,5.97) |             1.291 | 
  |      dulo-esci-paro | 0.960 | 0.504 |   1.904 |   0.057 | (0.00,1.95) |             0.000 | 
  |      Plac-nefa-sert | 0.950 | 0.600 |   1.581 |   0.114 | (0.00,2.13) |             0.074 | 
  |      dulo-fluo-paro | 0.943 | 1.115 |   0.846 |   0.398 | (0.00,3.13) |             0.000 | 
  |      amit-fluo-miln | 0.935 | 0.960 |   0.975 |   0.330 | (0.00,2.82) |             0.070 | 
  |      Plac-paro-sert | 0.933 | 0.561 |   1.663 |   0.096 | (0.00,2.03) |             0.003 | 
  |      amit-bupr-traz | 0.885 | 1.323 |   0.669 |   0.503 | (0.00,3.48) |             0.000 | 
  |      Plac-amit-bupr | 0.884 | 1.259 |   0.702 |   0.483 | (0.00,3.35) |             0.132 | 
  |      amit-fluo-traz | 0.862 | 0.777 |   1.109 |   0.267 | (0.00,2.39) |             0.101 | 
  |      esci-fluo-paro | 0.837 | 0.503 |   1.663 |   0.096 | (0.00,1.82) |             0.000 | 
  |      cita-fluo-mirt | 0.830 | 0.743 |   1.116 |   0.264 | (0.00,2.29) |             0.000 | 
  |      Plac-cita-paro | 0.824 | 0.526 |   1.567 |   0.117 | (0.00,1.86) |             0.000 | 
  |      fluo-mirt-sert | 0.815 | 0.620 |   1.315 |   0.189 | (0.00,2.03) |             0.000 | 
  |      fluo-mirt-traz | 0.812 | 0.704 |   1.153 |   0.249 | (0.00,2.19) |             0.000 | 
  |      cita-fluo-paro | 0.806 | 0.591 |   1.363 |   0.173 | (0.00,1.96) |             0.000 | 
  |      dulo-esci-fluo | 0.799 | 1.186 |   0.674 |   0.500 | (0.00,3.12) |             0.037 | 
  |      amit-fluv-miln | 0.794 | 0.994 |   0.799 |   0.425 | (0.00,2.74) |             0.000 | 
  |      cita-paro-sert | 0.794 | 1.134 |   0.700 |   0.484 | (0.00,3.02) |             0.000 | 
  |      cita-mirt-venl | 0.788 | 1.067 |   0.738 |   0.460 | (0.00,2.88) |             0.000 | 
  |      fluo-traz-venl | 0.773 | 0.671 |   1.152 |   0.249 | (0.00,2.09) |             0.030 | 
  |      clom-fluo-sert | 0.762 | 0.684 |   1.115 |   0.265 | (0.00,2.10) |             0.000 | 
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  |      dulo-esci-venl | 0.745 | 0.671 |   1.110 |   0.267 | (0.00,2.06) |             0.114 | 
  |      Plac-fluo-sert | 0.736 | 0.377 |   1.951 |   0.051 | (0.00,1.48) |             0.072 | 
  |      Plac-sert-venl | 0.724 | 0.515 |   1.406 |   0.160 | (0.00,1.73) |             0.095 | 
  |      cita-clom-sert | 0.722 | 1.788 |   0.404 |   0.686 | (0.00,4.23) |             0.000 | 
  | amit-cita-fluv-venl | 0.690 | 1.069 |   0.645 |   0.519 | (0.00,2.78) |             0.000 | 
  |      agom-esci-venl | 0.690 | 0.694 |   0.994 |   0.320 | (0.00,2.05) |             0.000 | 
  |      bupr-traz-venl | 0.681 | 0.714 |   0.954 |   0.340 | (0.00,2.08) |             0.000 | 
  |      Plac-agom-esci | 0.680 | 0.526 |   1.292 |   0.196 | (0.00,1.71) |             0.000 | 
  |      fluo-fluv-paro | 0.672 | 1.193 |   0.563 |   0.573 | (0.00,3.01) |             0.044 | 
  |      agom-esci-paro | 0.671 | 0.659 |   1.019 |   0.308 | (0.00,1.96) |             0.000 | 
  |      Plac-cita-sert | 0.671 | 0.960 |   0.699 |   0.485 | (0.00,2.55) |             0.053 | 
  |      Plac-amit-fluv | 0.671 | 0.446 |   1.505 |   0.132 | (0.00,1.54) |             0.062 | 
  |      paro-rebo-venl | 0.666 | 1.011 |   0.659 |   0.510 | (0.00,2.65) |             0.336 | 
  |      fluo-miln-paro | 0.665 | 0.425 |   1.566 |   0.117 | (0.00,1.50) |             0.000 | 
  |      Plac-esci-sert | 0.649 | 0.520 |   1.248 |   0.212 | (0.00,1.67) |             0.046 | 
  |      amit-sert-venl | 0.648 | 0.652 |   0.994 |   0.320 | (0.00,1.93) |             0.000 | 
  |      esci-paro-sert | 0.644 | 0.801 |   0.805 |   0.421 | (0.00,2.21) |             0.000 | 
  |      Plac-desv-dulo | 0.637 | 0.396 |   1.609 |   0.108 | (0.00,1.41) |             0.000 | 
  |      Plac-fluv-sert | 0.636 | 0.867 |   0.734 |   0.463 | (0.00,2.34) |             0.068 | 
  |      amit-fluo-venl | 0.634 | 0.603 |   1.050 |   0.294 | (0.00,1.82) |             0.050 | 
  |      cita-esci-fluo | 0.623 | 0.488 |   1.276 |   0.202 | (0.00,1.58) |             0.000 | 
  |      Plac-fluo-fluv | 0.605 | 1.053 |   0.574 |   0.566 | (0.00,2.67) |             0.019 | 
  | amit-clom-miln-sert | 0.595 | 1.119 |   0.531 |   0.595 | (0.00,2.79) |             0.052 | 
  |      clom-fluv-miln | 0.588 | 1.490 |   0.395 |   0.693 | (0.00,3.51) |             0.000 | 
  |      Plac-amit-fluo | 0.578 | 0.374 |   1.544 |   0.123 | (0.00,1.31) |             0.131 | 
  |      Plac-bupr-paro | 0.574 | 0.627 |   0.915 |   0.360 | (0.00,1.80) |             0.000 | 
  |      fluo-paro-traz | 0.570 | 0.603 |   0.944 |   0.345 | (0.00,1.75) |             0.000 | 
  |      Plac-agom-dulo | 0.567 | 0.429 |   1.323 |   0.186 | (0.00,1.41) |             0.000 | 
  |      Plac-fluo-traz | 0.563 | 0.602 |   0.935 |   0.350 | (0.00,1.74) |             0.079 | 
  |      bupr-paro-traz | 0.553 | 0.828 |   0.668 |   0.504 | (0.00,2.18) |             0.000 | 
  |      amit-fluo-fluv | 0.547 | 1.125 |   0.486 |   0.627 | (0.00,2.75) |             0.026 | 
  |      bupr-fluo-paro | 0.540 | 0.720 |   0.750 |   0.453 | (0.00,1.95) |             0.009 | 
  |      Plac-fluo-rebo | 0.518 | 0.344 |   1.508 |   0.132 | (0.00,1.19) |             0.050 | 
  |      clom-sert-venl | 0.514 | 0.790 |   0.651 |   0.515 | (0.00,2.06) |             0.000 | 
  |      amit-miln-paro | 0.511 | 0.809 |   0.632 |   0.528 | (0.00,2.10) |             0.000 | 
  |      Plac-cita-vila | 0.493 | 0.452 |   1.092 |   0.275 | (0.00,1.38) |             0.000 | 
  |      agom-fluo-venl | 0.492 | 0.441 |   1.116 |   0.265 | (0.00,1.36) |             0.000 | 
  |      fluo-fluv-sert | 0.482 | 1.669 |   0.289 |   0.773 | (0.00,3.75) |             0.194 | 
  |      amit-paro-sert | 0.480 | 0.575 |   0.835 |   0.404 | (0.00,1.61) |             0.000 | 
  |      Plac-clom-fluv | 0.479 | 1.661 |   0.288 |   0.773 | (0.00,3.73) |             0.000 | 
  |      amit-traz-venl | 0.471 | 0.759 |   0.621 |   0.535 | (0.00,1.96) |             0.000 | 
  |      bupr-fluo-venl | 0.466 | 0.629 |   0.742 |   0.458 | (0.00,1.70) |             0.048 | 
  |      cita-fluv-paro | 0.452 | 0.800 |   0.565 |   0.572 | (0.00,2.02) |             0.000 | 
  |      bupr-fluo-traz | 0.446 | 1.059 |   0.421 |   0.674 | (0.00,2.52) |             0.301 | 
  |      cita-mirt-paro | 0.445 | 0.820 |   0.543 |   0.587 | (0.00,2.05) |             0.000 | 
  |      Plac-nefa-paro | 0.445 | 0.448 |   0.993 |   0.321 | (0.00,1.32) |             0.000 | 
  |      Plac-fluo-mirt | 0.439 | 0.362 |   1.214 |   0.225 | (0.00,1.15) |             0.073 | 
  |      Plac-agom-paro | 0.433 | 0.274 |   1.580 |   0.114 | (0.00,0.97) |             0.000 | 
  |      fluo-mirt-paro | 0.421 | 0.358 |   1.176 |   0.240 | (0.00,1.12) |             0.000 | 
  |      fluo-paro-venl | 0.420 | 0.308 |   1.363 |   0.173 | (0.00,1.02) |             0.000 | 
  |      clom-paro-sert | 0.420 | 0.820 |   0.513 |   0.608 | (0.00,2.03) |             0.077 | 
  | amit-clom-miln-venl | 0.416 | 1.184 |   0.351 |   0.725 | (0.00,2.74) |             0.000 | 
  |      Plac-amit-mirt | 0.415 | 0.431 |   0.963 |   0.335 | (0.00,1.26) |             0.091 | 
  |      amit-paro-traz | 0.411 | 0.591 |   0.695 |   0.487 | (0.00,1.57) |             0.000 | 
  |      dulo-paro-venl | 0.408 | 0.401 |   1.015 |   0.310 | (0.00,1.19) |             0.000 | 
  |      amit-fluo-mirt | 0.402 | 0.455 |   0.885 |   0.376 | (0.00,1.29) |             0.000 | 
  |      nefa-paro-sert | 0.401 | 0.791 |   0.507 |   0.612 | (0.00,1.95) |             0.000 | 
  |      fluo-fluv-miln | 0.395 | 1.212 |   0.326 |   0.744 | (0.00,2.77) |             0.000 | 
  |      cita-fluv-mirt | 0.395 | 0.794 |   0.497 |   0.619 | (0.00,1.95) |             0.000 | 
  |      fluo-nefa-paro | 0.390 | 0.723 |   0.540 |   0.589 | (0.00,1.81) |             0.000 | 
  |      fluv-miln-paro | 0.387 | 1.059 |   0.366 |   0.715 | (0.00,2.46) |             0.133 | 
  |      Plac-esci-paro | 0.384 | 0.433 |   0.887 |   0.375 | (0.00,1.23) |             0.000 | 
  |      agom-fluo-paro | 0.366 | 0.311 |   1.175 |   0.240 | (0.00,0.98) |             0.000 | 
  |      Plac-bupr-esci | 0.358 | 0.470 |   0.763 |   0.445 | (0.00,1.28) |             0.000 | 
  |      Plac-esci-venl | 0.357 | 0.419 |   0.850 |   0.395 | (0.00,1.18) |             0.047 | 
  |      clom-paro-venl | 0.356 | 0.618 |   0.576 |   0.565 | (0.00,1.57) |             0.000 | 
  |      Plac-amit-paro | 0.343 | 0.246 |   1.398 |   0.162 | (0.00,0.82) |             0.012 | 
  |      Plac-venl-vort | 0.342 | 0.366 |   0.935 |   0.350 | (0.00,1.06) |             0.048 | 
  |      Plac-cita-fluv | 0.337 | 0.446 |   0.756 |   0.449 | (0.00,1.21) |             0.000 | 
  |      Plac-esci-fluo | 0.328 | 0.323 |   1.014 |   0.311 | (0.00,0.96) |             0.000 | 
  |      Plac-agom-venl | 0.323 | 0.426 |   0.757 |   0.449 | (0.00,1.16) |             0.005 | 
  |      clom-fluo-paro | 0.318 | 0.536 |   0.592 |   0.554 | (0.00,1.37) |             0.000 | 
  |      amit-fluv-mirt | 0.273 | 0.537 |   0.509 |   0.611 | (0.00,1.32) |             0.000 | 
  |      bupr-esci-fluo | 0.271 | 0.830 |   0.327 |   0.744 | (0.00,1.90) |             0.227 | 
  |      cita-sert-venl | 0.267 | 1.286 |   0.208 |   0.835 | (0.00,2.79) |             0.000 | 
  |      Plac-amit-traz | 0.260 | 0.703 |   0.370 |   0.711 | (0.00,1.64) |             0.214 | 
  |      amit-mirt-traz | 0.260 | 0.703 |   0.371 |   0.711 | (0.00,1.64) |             0.000 | 
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  |      clom-fluo-venl | 0.256 | 0.745 |   0.344 |   0.731 | (0.00,1.72) |             0.004 | 
  |      Plac-bupr-traz | 0.252 | 0.559 |   0.450 |   0.653 | (0.00,1.35) |             0.010 | 
  |      esci-sert-venl | 0.251 | 0.727 |   0.346 |   0.729 | (0.00,1.68) |             0.030 | 
  |      Plac-bupr-venl | 0.247 | 0.517 |   0.478 |   0.632 | (0.00,1.26) |             0.061 | 
  |      amit-paro-venl | 0.243 | 0.558 |   0.435 |   0.663 | (0.00,1.34) |             0.000 | 
  |      fluo-mirt-venl | 0.239 | 0.350 |   0.684 |   0.494 | (0.00,0.92) |             0.000 | 
  |      Plac-dulo-vort | 0.239 | 0.275 |   0.870 |   0.385 | (0.00,0.78) |             0.032 | 
  |      fluo-rebo-venl | 0.239 | 0.685 |   0.349 |   0.727 | (0.00,1.58) |             0.035 | 
  |      mirt-paro-venl | 0.238 | 0.408 |   0.584 |   0.559 | (0.00,1.04) |             0.000 | 
  |      mirt-traz-venl | 0.234 | 0.667 |   0.352 |   0.725 | (0.00,1.54) |             0.000 | 
  |      Plac-paro-traz | 0.232 | 0.472 |   0.490 |   0.624 | (0.00,1.16) |             0.000 | 
  |      Plac-mirt-venl | 0.230 | 0.396 |   0.581 |   0.561 | (0.00,1.00) |             0.088 | 
  |      Plac-fluo-nefa | 0.229 | 0.663 |   0.345 |   0.730 | (0.00,1.53) |             0.044 | 
  |      agom-dulo-paro | 0.223 | 0.471 |   0.474 |   0.635 | (0.00,1.15) |             0.000 | 
  |      Plac-bupr-fluo | 0.219 | 0.467 |   0.469 |   0.639 | (0.00,1.13) |             0.072 | 
  |      Plac-cita-esci | 0.217 | 0.347 |   0.624 |   0.533 | (0.00,0.90) |             0.000 | 
  |      Plac-fluo-paro | 0.215 | 0.187 |   1.149 |   0.251 | (0.00,0.58) |             0.000 | 
  |      Plac-paro-rebo | 0.209 | 0.321 |   0.650 |   0.516 | (0.00,0.84) |             0.068 | 
  |      esci-fluo-sert | 0.208 | 0.585 |   0.355 |   0.722 | (0.00,1.36) |             0.000 | 
  |      Plac-rebo-venl | 0.202 | 0.727 |   0.277 |   0.782 | (0.00,1.63) |             0.129 | 
  |      Plac-mirt-traz | 0.201 | 0.683 |   0.294 |   0.769 | (0.00,1.54) |             0.125 | 
  |      Plac-cita-fluo | 0.198 | 0.432 |   0.457 |   0.648 | (0.00,1.04) |             0.037 | 
  |      Plac-agom-fluo | 0.189 | 0.278 |   0.680 |   0.496 | (0.00,0.73) |             0.000 | 
  |      paro-traz-venl | 0.183 | 0.604 |   0.303 |   0.762 | (0.00,1.37) |             0.000 | 
  |      mirt-paro-traz | 0.179 | 0.651 |   0.275 |   0.784 | (0.00,1.45) |             0.000 | 
  |      Plac-traz-venl | 0.176 | 0.638 |   0.275 |   0.783 | (0.00,1.43) |             0.114 | 
  |      fluv-mirt-sert | 0.145 | 1.870 |   0.078 |   0.938 | (0.00,3.81) |             0.623 | 
  |      Plac-amit-sert | 0.142 | 0.345 |   0.413 |   0.680 | (0.00,0.82) |             0.091 | 
  |      fluo-fluv-mirt | 0.124 | 1.102 |   0.113 |   0.910 | (0.00,2.28) |             0.000 | 
  |      dulo-fluo-venl | 0.118 | 1.135 |   0.104 |   0.917 | (0.00,2.34) |             0.006 | 
  |      Plac-mirt-paro | 0.117 | 0.313 |   0.375 |   0.708 | (0.00,0.73) |             0.000 | 
  |      amit-bupr-paro | 0.079 | 1.324 |   0.060 |   0.952 | (0.00,2.67) |             0.000 | 
  |      cita-clom-venl | 0.060 | 1.802 |   0.033 |   0.974 | (0.00,3.59) |             0.000 | 
  |      esci-fluo-venl | 0.059 | 0.476 |   0.125 |   0.901 | (0.00,0.99) |             0.018 | 
  | amit-bupr-esci-sert | 0.055 | 1.492 |   0.037 |   0.970 | (0.00,2.98) |             0.130 | 
  |      Plac-dulo-paro | 0.045 | 0.241 |   0.188 |   0.851 | (0.00,0.52) |             0.000 | 
  |      fluo-paro-rebo | 0.045 | 0.454 |   0.100 |   0.921 | (0.00,0.94) |             0.130 | 
  |      Plac-fluo-venl | 0.033 | 0.247 |   0.135 |   0.893 | (0.00,0.52) |             0.078 | 
  |      amit-mirt-paro | 0.028 | 0.398 |   0.071 |   0.944 | (0.00,0.81) |             0.000 | 
  |      Plac-amit-venl | 0.027 | 0.602 |   0.045 |   0.964 | (0.00,1.21) |             0.158 | 
  |      Plac-fluv-paro | 0.024 | 0.574 |   0.042 |   0.967 | (0.00,1.15) |             0.000 | 
  |      amit-mirt-venl | 0.024 | 0.592 |   0.040 |   0.968 | (0.00,1.18) |             0.000 | 
  |      clom-miln-paro | 0.018 | 0.615 |   0.029 |   0.977 | (0.00,1.22) |             0.000 | 
  |      bupr-esci-paro | 0.017 | 1.202 |   0.014 |   0.989 | (0.00,2.37) |             0.364 | 
  |      fluo-paro-sert | 0.016 | 0.606 |   0.026 |   0.979 | (0.00,1.20) |             0.000 | 
  |      bupr-esci-venl | 0.015 | 1.355 |   0.011 |   0.991 | (0.00,2.67) |             0.654 | 
  |      fluo-sert-venl | 0.006 | 0.511 |   0.011 |   0.991 | (0.00,1.01) |             0.000 | 
  |      fluo-nefa-sert | 0.005 | 0.790 |   0.006 |   0.995 | (0.00,1.55) |             0.000 | 
  +-------------------------------------------------------------------------------------------+ 

 

7.4.5.2 Side-splitting 

 

Side    Direct                Indirect              Difference 
        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z| 
Plac agom .0368342  .1771775   .2384122   .1646743   -.201578   .2422192  0.405 
Plac amit .9994015  .1673345   .9948111   .1255082   .0045904   .2118561  0.983 
Plac bupr .6739476  .1851941   .8414251   .2652018  -.1674776   .3268148  0.608 
Plac cita .7878851  .2203316   .3777655   .2003561   .4101196   .3078968  0.183 
Plac clom -.117783  1.083012   1.371263   .1805781  -1.489046   1.097963  0.175 
Plac dulo .6789495  .1268085   1.111076   .1664644  -.4321269   .2152391  0.045 
Plac esci .5580632  .1458396     .35059    .169294   .2074732   .2285179  0.364 
Plac fluo .5315609  .1137867   .5142279   .1023526    .017333   .1550585  0.911 
Plac fluv 1.135195  .2107863   .7251524   .1940882   .4100428   .2863476  0.152 
Plac mirt .4381218  .1953816   .8470265   .1474625  -.4089047   .2490433  0.101 
Plac nefa  .521457  .2310991   1.019478   .2963012  -.4980207   .3757358  0.185 
Plac paro .7043564   .093708   .7566027   .1020084  -.0522462   .1404567  0.710 
Plac rebo  .742254  .1801749   1.268105   .2396442  -.5258515   .3083804  0.088 
Plac sert .9433967  .1637246   .3413535   .1514809   .6020432   .2265209  0.008 
Plac traz 1.251293  .2990593    .907548   .2174225   .3437446   .3780128  0.363 
Plac venl .9973621  .1292609   .9760276   .1116891   .0213345   .1731546  0.902 
Plac vort .3991385  .1493948   .5495124   .2864206  -.1503739   .3346712  0.653 
agom dulo .0716558   .444745   .7724352   .1558532  -.7007793   .4712625  0.137 
agom esci 1.183167  .5117796   .2388736   .1607456   .9442938   .5364406  0.078 
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agom fluo .3361908  .2437035   .3933197   .1522884  -.0571289   .2876512  0.843 
agom paro .2391442  .2292214   .7309795   .1503746  -.4918353    .273475  0.072 
agom venl 1.300315  .4093664   .7821962   .1449299   .5181192   .4342336  0.233 
amit bupr  .483416  1.194528  -.2833206   .1770446   .7667366   1.207577  0.525 
amit fluo-1.068725   .282084  -.3690595   .1186784  -.6996653   .3059999  0.022 
amit fluv-.5674969  .3451656   .0486081   .1794009   -.616105   .3890209  0.113 
amit miln-.5868074  .7995766  -.5642671   .2204212  -.0225404   .8294022  0.978 
amit mirt-.3316328  .3015131  -.2907855   .1537206  -.0408473   .3381541  0.904 
amit paro-.0189716  .1770262  -.3923627   .1261221   .3733912   .2167599  0.085 
amit sert-.1673621  .1908589  -.5316114   .1649528   .3642493   .2524355  0.149 
amit traz-.0861581  .4721936   .0542414   .2034784  -.1403995   .5141011  0.785 
amit venl  .005513   .502289  -.0123089   .1227268   .0178219   .5170664  0.973 
bupr esci-.4031209  .4387582  -.2319817   .1949775  -.1711391   .4807404  0.722 
bupr fluo -.298959  .3965199  -.1891581   .1765325  -.1098009   .4351711  0.801 
bupr paro-.5487822  .6414033   .0353194   .1651753  -.5841016   .6623301  0.378 
bupr traz .3263267  .4971493   .2930618   .2374161   .0332649     .55093  0.952 
bupr venl .6167635  .4566186   .2020895   .1758405    .414674    .489306  0.397 
cita clom 2.269275  1.520907   .7334024   .2250649   1.535872    1.53747  0.318 
cita esci-.1014954  .2597697  -.0920975    .204482  -.0093979   .3303741  0.977 
cita fluo-.4884944  .3685151   .0487214   .1672701  -.5372158   .4047845  0.184 
cita fluv .5884544  .4234505    .289647   .2105816   .2988074   .4729217  0.527 
cita mirt .6931453  .6674609   .0906886   .1821399   .6024567   .6918663  0.384 
cita paro .6260824  .5309617   .1219115   .1591277   .5041709   .5545114  0.363 
cita sert .8541692  .9063854    .024764   .1785865   .8294051   .9235949  0.369 
cita venl 1.854524  .8678957   .3701911   .1619565   1.484333   .8828773  0.093 
cita vila .4294403  .4015273   .0851854   .3100165   .3442548   .5093124  0.499 
clom fluo-1.195078  .5199162  -.7552473   .1946524  -.4398303   .5551573  0.428 
clom fluv  .747194  1.289608  -.4527268    .224205   1.199921   1.308952  0.359 
clom miln -.650583  .5981236  -.9517271   .2702543   .3011441   .6563453  0.646 
clom paro-.5826601  .2344708  -.6274839   .2581198   .0448238    .348652  0.898 
clom sert-.8180359  .4392723  -.6842149   .2186526   -.133821    .490727  0.785 
clom venl-.4744547  .5879405  -.3314267    .198156  -.1430281   .6204352  0.818 
desv dulo  .808185  .4091193   .2462568   .2268308   .5619282   .4679017  0.230 
dulo esci-.7638434  .2780351  -.2515276   .1540117  -.5123159   .3179542  0.107 
dulo fluo-1.012427  .9848392  -.3081431   .1186403  -.7042837   .9933554  0.478 
dulo paro .0082135  .2191539  -.1547067   .1287655   .1629202   .2549911  0.523 
dulo venl-.6927157  .2944473   .2946754    .125998  -.9873911   .3202784  0.002 
dulo vort-.0756807  .1842195  -.8069424   .2033783   .7312617   .2754692  0.008 
esci fluo .3071848  .3123055   .0075518   .1317678    .299633   .3388543  0.377 
esci paro-.2521645   .431949   .3033944   .1254927  -.5555589   .4504239  0.217 
esci sert-.2017458  .4653987   .1913036   .1559822  -.3930495   .4912991  0.424 
esci venl .8300667  .3773687   .4757893   .1350119   .3542774   .4007747  0.377 
fluo fluv-.0416727  1.047248    .401427   .1562435  -.4430997   1.058839  0.676 
fluo miln-.4567047  .3878018   .0423891   .2340129  -.4990938    .452928  0.270 
fluo mirt .2968483  .2652595   .1417448   .1392922   .1551035    .299853  0.605 
fluo nefa .1851867  .6161665    .188382   .2024422  -.0031953   .6485709  0.996 
fluo paro .2421431  .1606138   .1928264   .0982577   .0493167    .187703  0.793 
fluo rebo .5618311  .2677049   .3462549   .1804253   .2155762   .3257239  0.508 
fluo sert-.3571537  .3020124   .1865023   .1326979   -.543656   .3294498  0.099 
fluo traz .0812856  .4868728   .5729973   .1914961  -.4917117   .5233253  0.347 
fluo venl .4369159  .1529482   .4787403   .1176804  -.0418244   .1932453  0.829 
fluv miln -.823075  .5863681  -.4201645    .252222  -.4029105   .6382351  0.528 
fluv mirt .5123113  .3788996  -.3957739   .1881258   .9080852   .4230644  0.032 
fluv paro-.3826246   .564582  -.1700294   .1565494  -.2125952   .5860024  0.717 
fluv sert-.8415077  .8107806  -.2671259    .176853  -.5743818   .8298501  0.489 
miln paro .0943881  .2713632   .5114988   .2786245  -.4171108   .3889656  0.284 
mirt paro .3548524  .2756223  -.0460458   .1350286   .4008982   .3068146  0.191 
mirt sert  -1.4976  .5570794   .0318482    .153778  -1.529448   .5779145  0.008 
mirt traz .5106705  .5105894   .3000682   .2129035   .2106023   .5539976  0.704 
mirt venl .3734287  .2780177   .2646563   .1449682   .1087723   .3135438  0.729 
nefa paro-.3145918  .4380565   .0948154   .2097582  -.4094072   .4855787  0.399 
nefa sert-.5389951   .501241  -.0002533    .223432  -.5387418   .5487845  0.326 
paro rebo .3118461  .2325733    .142371   .1846674   .1694751   .2966311  0.568 
paro sert-.6357388  .5746065  -.0848512   .1228977  -.5508876   .5865767  0.348 
paro traz .3552921   .431924   .2894249   .1936733   .0658672   .4733207  0.889 
paro venl -.233858  .2943236   .3131965   .1008622  -.5470545   .3111609  0.079 
rebo venl .0761883   .625335   .0470955   .1618875   .0290928     .64595  0.964 
sert traz-1.203963  .8694493   .4951407   .2016529  -1.699104   .8925278  0.057 
sert venl .8204079  .4450608    .322584   .1351633    .497824   .4651352  0.284 
traz venl -.410494  .4693935   .0219081   .1978134   -.432402   .5099875  0.397 
venl vort-.9806834  .3097823  -.4368283   .1592761  -.5438551   .3479028  0.118 
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7.4.5.3 Design-by-treatment test 

 

         chi2(130) =  171.38 

         Prob > chi2 =    0.0008 

 

7.5 Comparison-adjusted funnel plots (all drugs vs placebo) 

The funnel plots pertain to all trials comparing at least one antidepressant versus placebo. In the case of multi-

arm trials which compared, for example, placebo vs drug A vs drug B, we plotted placebo vs A as well as 

placebo vs B.  

The comparison-adjusted funnel plots against placebo suggest that there might be small-study effects for 

“efficacy continuous” but not for the other outcomes. The asymmetry in the funnel plot of response is 

primarily driven by one study.  

 

7.5.1 Response 
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7.5.2 Dropouts for any reason 

 

7.5.3 Efficacy continuous 
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7.5.4 Remission 

 

7.5.5 Dropouts due to adverse events 
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7.6 Meta-regressions and sensitivity analyses  

To decide upon the impact of variables we consider the meta-regression results and subgroup analysis results 

and we judged  

(a) whether heterogeneity is explained compared to the unadjusted analysis as reflected on the relative % 

change in the variance presented in section 7.6.2 

(b) the changes in the estimated median ORs of active versus placebo 

(c) the magnitude and significance of the regression coefficients when estimated/relevant (section 7.6.2). 

Preplanned analyses including studies at low risk of bias only were not performed because very few studies 

would have been included compared to the total sample (39 studies).  

7.6.1 Statistical details for network meta-analysis and meta-regression models 

All models presented below (apart from the model accounting for the effect of novelty) pertain to meta-

regressions with consistent coefficients. The basic coefficients (for each drug vs placebo) were assumed 

independent for comparisons with sufficient data and excangeable for comparisons with few data for which 

coefficients were not estimable. Specifically, we first ran all models assuming all coefficients bwing 

independent. Subsequently, we ran again the meta-regression models and we assumed exchangeable those 

coefficients (log	ሺߚሻ) with lower or upper credible interval value exceeding the value of -20 or 20 respectively.   

For the novelty effect model we used exchangeable coefficients for the effect of novel/experimental versus 

older/control intervention.  

 

For every study i ൌ 1,… , N we denote with ݎ௜,௞	 the number of events in arm k ൌ 1,… ,  is the	and ݊௜,௞ ܭ

sample size in arm ݇. 

Binomial Likelihood:       r୧,୩~Binomሺπ୧,୩, n୧,୩ሻ 

Parameterization:            

 logitሺπ୧,ଵ	ሻ ൌ   ௜ݑ

 logitሺπ୧,୩	ሻ ൌ u୧ 	൅ ௜,௞ߠ
∗  for ݇ ൒ 2, 

 

Random effects distribution: 

For the model without covariates we set ߠ௜,௞
∗ ൌ  ௜,௞ߠ

,௜,ଶߠ  … , ,ଶߤሺܸܰܯ~௜,௄ߠ … , ,௷ߤ  ሻࢴ

The matrix ߒ involves the heterogeneity standard deviation τ 

 

Consistency Equations: Each ߤଶ, … , ௞ߤ .corresponds into a treatment comparison, e.g	௷ߤ ≡  ௮௯  then weߤ

assume consistency by putting ߤ஺஻ ൌ ݀஺ െ ݀஻, with ݀஺ ൌ 0 for an arbitrarily selected reference treatment.  

 

Model for study-level moderators: ߠ௜,௞
∗ ൌ ௜,௞ߠ ൅ log	ሺߚଵ,఑ሻݔ௜,௞ 
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 if treatment 1 is placebo,  log	ሺߚଵ,఑ሻ ൌ log	ሺߚ఑ሻ 

 if treatment 1 ്placebo, ݈݃݋ሺߚଵ,఑ሻ ≡ log	ሺߚ஺஻ሻ ൌ log	ሺߚ஻ሻ െ log	ሺߚ஺ሻ for any active treatments ܣ,  ܤ

(assumption of consistent coefficients)  

The dependant variable ݔ௜,௞ is defined as: 

for small-study effects: ݔ௜,௞ ൌ
ଵ

௥೔,ೖ
൅

ଵ

௥೔,భ
൅

ଵ

௡೔,ೖି௥೔,ೖ
൅

ଵ

௡೔,భି௥೔,భ
 

for other continuous characteristics:  ݔ௜,௞ ≡ ௜ݔ ൌ ௜݁ݑ݈ܽݒ െ ሺ݁ݑ݈ܽݒ	݂݋	݊݋݅ݐܽݖ݈݅ܽݎݐ݊݁ܿሻ (the value of 

centralization is given before thre results) 

for sponsorship: ݔ௜,௞ ൌ
ூ೔,భିூ೔,ೖ

ଶ
, with ܫ௜,௞ ൌ ൜

1, ݅	ݕ݀ݑݐݏ	݊݅	݀݁ݎ݋ݏ݊݋݌ݏ	ݏ݅	݇	ݐ݊݁݉ݐܽ݁ݎݐ	݂݅
െ1, ݊݋݊	ݏ݅	݇	ݐ݊݁݉ݐܽ݁ݎݐ	݂݅ െ  ݅	݊݅	݀݁ݎ݋ݏ݊݋݌ݏ

for single/multi-centre trials: ݔ௜,௞ ≡ ௜ݔ ൌ ൜
1, ݈݁݃݊݅ݏ	݅	ݕ݀ݑݐݏ		݂݅ െ ݁ݎݐ݊݁ܿ
0, ݅ݐ݈ݑ݉	݅	ݕ݀ݑݐݏ		݂݅ െ ݁ݎݐ݊݁ܿ  

   

There are cases where there are not enough data to estimate separate ߚ஺, ,஻ߚ  We assumed to be .ܿݐ݁

exchangeable any coefficients to improve power and estimation (relevant information is presented before the 

results). For example, we assumed that ߚ஺, ,߀݃݋஺~ܰሺ݈ߚ݃݋݈ ஻ are exchangeableߚ ߬௯
ଶሻ, ݈ߚ݃݋஻~ܰሺ݈߀݃݋, ߬௯

ଶሻ 

 

Model for novel agent effects: ߠ௜,௞
∗ ൌ ௜,௞ߠ ൅ log	ሺߚ௜,ଵ,఑ሻݔ௜,௞ 

if treatment 1 is placebo, log	ሺߚ௜,ଵ,఑ሻ ൌ 0 

 if treatment 1 ്placebo,log	ሺߚ௜,ଵ,఑ሻ~ܰሺlog	ሺߚଵ,఑ሻ, ߬௟௢௚ఉభ,ഉ
ଶ ሻ 

 for any active treatments ܣ, ଵ,఑ሻߚሺ	log ܤ ≡ log	ሺߚ஺஻ሻ ൌ log	ሺ߀ሻ, ߬௟௢௚ఉభ,ഉ
ଶ ≡ ߬௟௢௚ఉಲಳ

ଶ ൌ ߬௯
ଶ   

  priors: log	ሺܤሻ~ܰሺ0,10ସሻ, ߬௯
ଶ~ܷሺ0,5ሻ 

௜,௞ݔ  ൌ
ூ೔,భିூ೔,ೖ

ଶ
, with ܫ௜,௞ ൌ ൜

1, ݅	ݕ݀ݑݐݏ	݊݅	݈ܽݐ݊݁݉݅ݎ݁݌ݔ݁/݈݁ݒ݋݊	ݏ݅	݇	ݐ݊݁݉ݐܽ݁ݎݐ	݂݅
െ1, ݅	ݕ݀ݑݐݏ	݊݅	ݎ݋ݐܽݎܽ݌݉݋ܿ/݈݀݋	ݏ݅	݇	ݐ݊݁݉ݐܽ݁ݎݐ	݂݅  

 

Priors:  

We assume vague normal priors ܰሺ0,10ସሻ	for the paraemters	ݑ௜ and ݀஻, ݀஼,݀஽	, …. 

if ߚ஺ is assumed independent ݈݃݋ሺߚ஺ሻ~ܰሺ0,10ସሻ 

  if ߚ஺, ,߀݃݋஺~ܰሺ݈ߚ݃݋݈ ஻ are assumed exchangeableߚ ߬௯
ଶሻ, ݈ߚ݃݋஻~ܰሺ݈߀݃݋, ߬௯

ଶሻ 

,ሺ0,10ସሻܰ~ܤ݃݋݈   ߬௯
ଶ~ܷሺ0,5ሻ  

߬~ܷሺ0,5ሻ 

 

 

7.6.2 Changes in heterogeneity after accounting for potential effect modifiers  

Covariate Heterogeneity 
standard deviation 
(median and 95% 
CrI) 

Relative 
change in the 
variance 
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Response 
None 0.21 (0.17,0.25) - 
Study variance 0.19 (0.15,0.24) 10% 
Year 0.18 (0.13,0.22) 14% 
Sponsorship 0.21 (0.17,0.26) 0% 
Probability of receiving placebo 0.20 (0.16,0.24) 5% 
Dosing Schedule 0.21 (0.16,0.25) 0% 
Accounting for novel/experimental agent effects 0.20 (0.16,0.24) 5% 
Excluding studies with no unpublished data 0.21 (0.16,0.26) 0% 
Excluding studies with imputed number of 
responders 

0.21 (0.17,0.26) 0% 

Excluding placebo-controlled trials 0.16 (0.04,0.25) 24% 
Including only studies with low to moderate average 
severity at baseline (HAMD<=24) 

0.25 (0.19,0.32) 0% 

Including only studies with high average severity at 
baseline (HAMD>24) 

0.24 (0.19,0.30) 0% 

Multi-center vs single center trials  0.20 (0.16,0.24) 5% 
Including all studies with accepted dose range 0.20 (0.17,0.24) 5% 

Dropout 
None 0.20 (0.15,0.25) - 
Study variance 0.19 (0.14,0.24) 5% 
Year 0.19 (0.14,0.24) 5% 
Sponsorship 0.20 (0.14,0.25) 0% 
Probability of receiving placebo 0.19 (0.14,0.24) 5% 
Dosing Schedule 0.19 (0.14,0.24) 5% 
Excluding studies with no unpublished data 0.18 (0.11,0.24) 10% 
Excluding placebo-controlled trials 0.11 (0.01,0.23) 45% 
Including only studies with low to moderate average 
severity at baseline (HAMD<=24) 

0.26 (0.18,0.34) 0% 

Including only studies with high average severity at 
baseline (HAMD>24) 

0.20 (0.13,0.27) 0% 

Multi-center vs single center trials  0.18 (0.13,0.24) 10% 
Including all studies with accepted dose range 0.20 (0.15,0.25) 0% 

 

 

 

 

 

 

7.6.3 Sensitivity analyses 

7.6.3.1 Excluding studies with no unpublished data 

 

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison 

 

OR drug vs PLA beta of comparison 

 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 
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Agomelatine 1.33 1.53 1.76     0.76 0.89 1.03     

Amitriptyline 1.65 2.05 2.56     0.69 0.87 1.08     

Bupropion 1.20 1.43 1.71     0.80 0.96 1.15     

Citalopram 1.27 1.49 1.74     0.84 1.01 1.19     

Clomipramine 0.90 1.31 1.88     1.02 1.46 2.11     
Desvenlafaxin
e 1.16 1.49 1.90     1.07 1.39 1.81     

Duloxetine 1.61 1.81 2.04     1.00 1.13 1.29     

Escitalopram 1.43 1.62 1.85     0.86 0.99 1.13     

Fluoxetine 1.27 1.43 1.61     0.80 0.91 1.02     

Fluvoxamine 0.94 1.36 1.97     0.83 1.20 1.75     
Levomilnacipr
an 1.24 1.59 2.05     0.94 1.19 1.52     

Milnacipran - - -     - - -     

Mirtazapine 1.46 1.74 2.08     0.86 1.02 1.21     

Nefazodone 1.23 1.69 2.34     0.62 0.85 1.17     

Paroxetine 1.51 1.66 1.84     0.90 0.99 1.09     

Reboxetine 1.11 1.32 1.58     0.99 1.19 1.42     

Sertraline 1.29 1.60 1.97     0.82 1.01 1.23     

Trazodone 0.94 1.38 2.02     0.95 1.40 2.05     

Venlafaxine 1.49 1.70 1.94     0.93 1.06 1.21     

Vilazodone 1.09 1.44 1.90     0.92 1.26 1.71     

Vortioxetine 1.43 1.65 1.91     0.88 1.03 1.20     

(230 studies included  for response) 

(264 studies included for dropout) 

 

7.6.3.2 Excluding studies with imputed response 

 Response 

 OR drug vs PLA beta of comparison 
 

 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 1.48 1.69 1.94     

Amitriptyline 1.87 2.16 2.49     

Bupropion 1.32 1.57 1.87     

Citalopram 1.35 1.60 1.88     

Clomipramine 1.18 1.53 1.99     

Desvenlafaxine 1.21 1.46 1.77     

Duloxetine 1.68 1.88 2.11     

Escitalopram 1.55 1.76 2.01     

Fluoxetine 1.42 1.56 1.71     

Fluvoxamine 1.40 1.76 2.20     

Levomilnacipran 1.24 1.59 2.05     

Milnacipran 1.46 1.95 2.62     
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Mirtazapine 1.73 2.04 2.41     

Nefazodone 1.39 1.87 2.52     

Paroxetine 1.66 1.82 2.00     

Reboxetine 1.18 1.40 1.67     

Sertraline 1.52 1.73 1.96     

Trazodone 1.25 1.55 1.92     

Venlafaxine 1.67 1.85 2.06     

Vilazodone 1.33 1.84 2.56     

Vortioxetine 1.45 1.68 1.93     

(321 studies included for response) 

 

7.6.3.3 Adjusted for effect of novel agents 

 Response 

 OR drug vs PLA beta of comparison 
 

 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 1.37 1.56 1.78 1.09 1.18 1.27  

Amitriptyline 2.07 2.36 2.68     

Bupropion 1.31 1.54 1.80     

Citalopram 1.33 1.52 1.74     

Clomipramine 1.40 1.76 2.22     

Desvenlafaxine 1.24 1.48 1.78     

Duloxetine 1.64 1.84 2.05     

Escitalopram 1.43 1.59 1.78     

Fluoxetine 1.47 1.60 1.75     

Fluvoxamine 1.43 1.71 2.05     

Levomilnacipran 1.25 1.59 2.03     

Milnacipran 1.20 1.55 1.99     

Mirtazapine 1.50 1.74 2.03     

Nefazodone 1.25 1.59 2.02     

Paroxetine 1.63 1.76 1.91     

Reboxetine 1.11 1.32 1.57     

Sertraline 1.46 1.64 1.84     

Trazodone 1.27 1.54 1.87     

Venlafaxine 1.65 1.83 2.03     

Vilazodone 1.28 1.60 1.99     

Vortioxetine 1.43 1.65 1.89     

 

Adjustment took place only in head-to-head trials. To increase power we did not account for differences 

between the interventions but assumed a single coefficient B for the effect of novel/experimental over 

older/control trial interventions which was estimated at B= 1.18 (1.09,1.28) 
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All coefficients were assumed exchangeable. 

 

7.6.3.4 Inncluding all the studies that used the drugs within the accepted doses  

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison  OR drug vs PLA beta of comparison  

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 1.44 1.64 1.87     0.72 0.84 0.97     

Amitriptyline 1.92 2.14 2.38     0.88 0.99 1.11     

Bupropion 1.40 1.58 1.80     0.85 0.97 1.11     

Citalopram 1.39 1.57 1.77     0.81 0.94 1.08     

Clomipramine 1.27 1.56 1.91     0.94 1.21 1.55     
Desvenlafaxin
e 1.24 1.49 1.78     0.88 1.08 1.33     

Duloxetine 1.65 1.85 2.07     0.96 1.08 1.22     

Escitalopram 1.51 1.68 1.87     0.81 0.91 1.03     

Fluoxetine 1.41 1.52 1.65     0.80 0.88 0.96     

Fluvoxamine 1.41 1.68 2.01     0.93 1.12 1.35     
Levomilnacipr
an 1.24 1.59 2.04     0.93 1.19 1.53     

Milnacipran 1.37 1.74 2.22     0.73 0.96 1.26     

Mirtazapine 1.60 1.84 2.12     0.85 0.98 1.14     

Nefazodone 1.23 1.53 1.90     0.76 0.94 1.17     

Paroxetine 1.62 1.75 1.89     0.87 0.94 1.03     

Reboxetine 1.15 1.36 1.60     0.97 1.16 1.39     

Sertraline 1.46 1.62 1.80     0.88 0.99 1.11     

Trazodone 1.29 1.55 1.86     0.90 1.10 1.36     

Venlafaxine 1.59 1.74 1.91     0.92 1.01 1.12     

Vilazodone 1.21 1.46 1.77     0.89 1.12 1.42     

Vortioxetine 1.44 1.66 1.91     0.86 1.01 1.19     

 

(474 studies included  for response) 

(464 studies included for dropout) 

7.6.4 Summary of significance in the regression coefficients from meta-regressions 

The following table has been constructed using the convention that statistically significant effects are 

identified by a 95% CrI that excludes the value of 1. Because of multiple-testing issues significance levels 

should be higher than nominal and hence this table is for presentation purposes only. Bold corresponds to 

coefficients that exclude a 10% relative increase or decrease in the odds (OR 1.1 or 0.9). 

 

  Response Dropout 
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Agomelatine                  X       
Amitriptyline X X  X X X X X  X X   

Bupropion X X       X             
Citalopram         X           X   

Clomipramine                        
Desvenlafaxine                   X    

Duloxetine    X         X         X 
Escitalopram                        

Fluoxetine X X     X     X     X X 
Fluvoxamine X     X   X             

Levomilnacipran                         
Milnacipran                         
Mirtazapine                       X 
Nefazodone                         
Paroxetine    X     X     X     X   
Reboxetine  X         X X       X 
Sertraline   X           X       X 
Trazodone X     X X               

Venlafaxine   X           X        
Vilazodone                         

Vortioxetine                         
 

 

 

7.6.5 Odds-ratios for response and dropout for any reason adjusted for covariates. 

Percentage (%) change between adjusted and unadjusted ORs were estimated when the adjusted ORs could be 

considered as more 'trustworthly', e.g. when extrapolated at studies with very large sample size or estimated 

from multicenter studies    

 

7.6.5.1 Unadjusted 

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison 
 

OR drug vs PLA beta of comparison 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 1.44 1.65 1.88     0.72 0.84 0.97     
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Amitriptyline 1.89 2.13 2.41     0.83 0.95 1.08     

Bupropion 1.35 1.58 1.86     0.81 0.96 1.14     

Citalopram 1.33 1.52 1.74     0.80 0.94 1.09     

Clomipramine 1.21 1.49 1.85     1.01 1.30 1.68     
Desvenlafaxin
e 1.24 1.49 1.79     0.88 1.08 1.33     

Duloxetine 1.66 1.85 2.07     0.96 1.09 1.23     

Escitalopram 1.50 1.68 1.87     0.80 0.90 1.02     

Fluoxetine 1.40 1.52 1.66     0.80 0.88 0.96     

Fluvoxamine 1.41 1.69 2.02     0.91 1.10 1.33     
Levomilnacipr
an 1.24 1.59 2.05     0.93 1.19 1.53     

Milnacipran 1.37 1.74 2.23     0.73 0.95 1.26     

Mirtazapine 1.64 1.89 2.20     0.85 0.99 1.15     

Nefazodone 1.32 1.67 2.12     0.72 0.93 1.19     

Paroxetine 1.61 1.75 1.90     0.87 0.95 1.03     

Reboxetine 1.16 1.37 1.63     0.96 1.16 1.40     

Sertraline 1.49 1.67 1.87     0.85 0.96 1.08     

Trazodone 1.25 1.51 1.83     0.93 1.15 1.42     

Venlafaxine 1.61 1.78 1.96     0.93 1.04 1.15     

Vilazodone 1.28 1.60 2.00     0.88 1.14 1.47     

Vortioxetine 1.45 1.66 1.92     0.86 1.01 1.19     
   

7.6.5.2 Adjusted for small-study effects 

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison 
 

OR drug vs PLA beta of comparison 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 1.24 1.53 1.88 0.03 2.19 
157.9

1  0.74 0.92 1.14 0.03 0.51 7.78  

Amitriptyline 1.51 1.75 2.04 2.40 7.10 21.12  0.99 1.15 1.35 0.05 0.13 0.37  

Bupropion 1.11 1.34 1.62 1.21 4.56 19.18  0.87 1.07 1.32 0.11 0.46 1.91  

Citalopram 1.19 1.45 1.76 0.02 1.27 64.39  0.80 0.99 1.22 0.08 0.95 11.54  

Clomipramine 1.08 1.34 1.67 - - -  1.12 1.46 1.91 0.01 0.15 1.75  
Desvenlafaxin
e 0.62 1.14 2.04 

- - - 
 0.64 1.18 2.18 

- - - 
 

Duloxetine 1.26 1.56 1.93 - - -  1.09 1.36 1.70 0.00 0.05 0.70  

Escitalopram 1.51 1.80 2.13 0.00 0.05 1.07  0.78 0.94 1.15 0.10 1.09 11.95  

Fluoxetine 1.21 1.34 1.50 1.43 3.77 10.03  0.86 0.97 1.10 0.15 0.46 1.41  

Fluvoxamine 1.16 1.42 1.75 1.04 3.71 13.79  1.00 1.24 1.54 0.13 0.50 1.88  
Levomilnacipr
an 1.00 3.52 14.08 

- - - 
 0.93 1.37 2.07 0.00 0.10 20.76  

Milnacipran 1.19 1.52 1.95 - - -  0.81 1.06 1.40 - - -  

Mirtazapine 1.38 1.66 2.00 0.62 3.32 17.94  0.91 1.12 1.38 0.05 0.29 1.88  

Nefazodone 0.97 1.40 2.02 0.21 4.66 
102.8

2  0.73 1.09 1.66 0.01 0.24 5.69  
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Paroxetine 1.42 1.57 1.75 0.84 2.01 4.79  0.94 1.05 1.16 0.31 0.61 1.19  

Reboxetine 0.86 1.06 1.31 - - -  1.22 1.55 1.97 0.00 0.03 0.22  

Sertraline 1.33 1.54 1.78 0.21 1.24 7.32  0.82 0.97 1.13 0.60 2.48 10.72  

Trazodone 1.08 1.32 1.62 1.13 2.45 6.48  1.01 1.30 1.67 0.05 0.32 1.86  

Venlafaxine 1.35 1.56 1.81 0.64 6.38 66.02  1.01 1.19 1.40 0.02 0.16 1.26  

Vilazodone 1.44 2.89 5.74 0.00 0.00 4.74  0.45 1.13 2.77 - - -  

Vortioxetine 1.06 1.62 2.48 - - -  0.63 0.93 1.36 - - -  

*Parameters with estimated intervals from 0 to >100 have been substituted by NA 

 

The ORs presented are extrapolated for a study with infinite sample size (zero variance).  

Then the OR of each active intervention j is multiplied by beta for one unit increase in the variance of the 

logOR.   

Coefficients assumed exchangeable in response and dropout: beta[1,6], beta[1,12], beta[1,13] 

 

7.6.5.3 Adjusted for year of studies 

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison 
 

OR drug vs PLA beta of comparison 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 0.94 1.27 1.72 0.53 0.76 1.09  0.72 1.05 1.50 0.80 1.24 1.91  

Amitriptyline 1.64 1.96 2.35 1.02 1.26 1.55  0.87 1.07 1.31 0.62 0.77 0.96  

Bupropion 1.34 1.56 1.82 1.06 1.25 1.48  0.83 0.99 1.17 0.76 0.92 1.11  

Citalopram 1.31 1.54 1.80 0.81 1.01 1.26  0.79 0.95 1.14 0.73 0.94 1.22  

Clomipramine 1.18 1.64 2.28 0.65 1.05 1.70  0.89 1.40 2.21 0.38 0.72 1.39  
Desvenlafaxin
e 1.11 2.04 3.69 0.80 1.29 2.04  0.76 1.68 3.64 0.77 1.43 2.60  

Duloxetine 1.11 1.44 1.88 0.58 0.76 1.01  0.89 1.17 1.54 0.79 1.05 1.41  

Escitalopram 1.44 1.85 2.39 0.86 1.19 1.64  0.82 1.10 1.48 0.86 1.26 1.83  

Fluoxetine 1.47 1.60 1.74 1.22 1.38 1.57  0.78 0.85 0.94 0.68 0.79 0.91  

Fluvoxamine 1.35 1.66 2.05 0.82 1.07 1.40  0.85 1.06 1.33 0.78 1.10 1.54  
Levomilnacipr
an 0.59 2.60 11.57 0.45 1.50 5.03  0.06 0.33 1.71 0.09 0.35 1.33  

Milnacipran 1.43 1.82 2.33 0.82 1.08 1.43  0.69 0.93 1.25 0.61 0.85 1.19  

Mirtazapine 1.64 1.93 2.27 0.85 1.17 1.61  0.85 1.01 1.21 0.68 0.96 1.35  

Nefazodone 1.25 1.80 2.61 0.33 1.01 3.12  0.65 0.98 1.48 0.23 0.75 2.42  

Paroxetine 1.66 1.80 1.95 0.95 1.06 1.18  0.85 0.93 1.01 0.78 0.87 0.98  

Reboxetine 1.24 1.46 1.72 1.21 1.87 2.92  0.92 1.11 1.33 0.28 0.46 0.77  

Sertraline 1.58 1.78 2.00 1.01 1.27 1.60  0.80 0.91 1.04 0.55 0.72 0.93  

Trazodone 1.36 1.64 1.98 0.83 1.00 1.21  0.89 1.10 1.37 0.69 0.85 1.05  

Venlafaxine 1.86 2.12 2.42 1.30 1.59 1.95  0.77 0.89 1.03 0.51 0.64 0.81  

Vilazodone 0.31 1.13 4.11 0.26 0.69 1.86  0.20 0.87 3.51 0.26 0.82 2.39  

Vortioxetine 0.72 1.56 3.30 0.53 0.96 1.72  0.30 0.79 2.00 0.38 0.79 1.63  
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The ORs are estimated/extrapolated for a study published in 1999 (centralisation value). Then, for every ten 

years increase, the OR is multiplied by beta.  

No coefficients were assumed exchangeable. 

 

7.6.5.4 Adjusted for sponsorship 

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison 
 

OR drug vs PLA beta of comparison 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 1.44 1.78 2.19 0.60 0.85 1.18  0.62 0.75 0.92 1.03 1.40 1.90  

Amitriptyline 1.97 2.32 2.72 0.47 0.73 1.14  0.79 0.94 1.12 0.66 1.00 1.52  

Bupropion 1.20 1.61 2.16 0.65 0.97 1.46  0.74 0.96 1.24 0.73 1.04 1.46  

Citalopram 1.23 1.48 1.79 0.79 1.04 1.38  0.67 0.84 1.06 0.85 1.24 1.81  

Clomipramine 1.10 1.50 2.05 0.35 0.77 1.33  0.90 1.35 1.98 0.47 0.96 2.17  
Desvenlafaxin
e 1.04 1.62 2.51 0.52 0.89 1.54  0.78 1.20 2.01 0.43 0.86 1.46  

Duloxetine 1.52 1.81 2.16 0.81 1.04 1.35  1.06 1.27 1.52 0.47 0.66 0.91  

Escitalopram 1.47 1.73 2.03 0.73 0.93 1.20  0.74 0.87 1.03 0.80 1.06 1.42  

Fluoxetine 1.31 1.48 1.67 0.85 1.06 1.33  0.76 0.87 1.00 0.81 1.02 1.29  

Fluvoxamine 1.23 1.56 1.96 0.99 1.49 2.27  0.84 1.15 1.58 0.45 0.80 1.40  
Levomilnacipr
an 1.10 1.98 4.25 0.35 0.79 1.42  0.84 1.44 3.15 0.32 0.80 1.40  

Milnacipran 1.21 1.65 2.23 0.43 0.86 1.70  0.70 0.96 1.32 0.54 1.07 2.10  

Mirtazapine 1.59 1.91 2.29 0.65 0.88 1.21  0.78 0.94 1.14 0.87 1.17 1.56  

Nefazodone 1.05 1.56 2.30 0.66 1.14 2.00  0.62 0.94 1.44 0.53 0.95 1.69  

Paroxetine 1.59 1.80 2.03 0.73 0.90 1.11  0.83 0.94 1.06 0.85 1.03 1.26  

Reboxetine 0.94 1.30 1.76 0.68 0.99 1.52  0.84 1.22 1.76 0.57 0.93 1.53  

Sertraline 1.44 1.69 1.97 0.71 0.96 1.31  0.74 0.87 1.03 0.85 1.15 1.57  

Trazodone 1.17 1.48 1.87 0.69 1.26 2.34  0.90 1.15 1.47 0.54 0.95 1.67  

Venlafaxine 1.52 1.75 2.02 0.84 1.08 1.40  0.91 1.06 1.23 0.68 0.88 1.14  

Vilazodone 1.24 1.90 3.23 0.36 0.77 1.32  0.70 1.33 3.41 0.32 0.86 1.60  

Vortioxetine 1.43 1.97 2.93 0.41 0.76 1.21  0.66 0.97 1.34 0.71 1.10 1.95  

 

The ORs are extrapolated for a study without sponsoring. When the study is sponsored then the OR is on 

average multiplied by beta. Hence, beta>1 means that sponsoring magnifies the efficacy of the active 

intervention. It was not possible to estimate effects for interventions that are sponsored in all included studies 

(or not sponsored in all included studies) such as vortioxetine. 

 

7.6.5.5 Adjusted for probability of receiving placebo 

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison  OR drug vs PLA beta of comparison  
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 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 1.25 1.57 1.98 0.47 1.04 2.28  0.67 0.87 1.14 0.39 0.93 2.22  

Amitriptyline 2.40 3.16 4.17 1.75 4.02 9.37  0.48 0.66 0.89 0.11 0.29 0.72  

Bupropion 1.23 1.60 2.08 0.44 1.29 3.70  0.65 0.86 1.14 0.17 0.50 1.45  

Citalopram 1.02 1.42 1.97 0.38 0.99 2.67  0.77 1.15 1.69 0.48 1.52 4.57  

Clomipramine 0.97 1.28 1.69 - - -  0.01 0.19 1.79 - - -  
Desvenlafaxin
e 1.10 1.58 2.30 0.19 1.54 12.96  0.50 0.75 1.13 0.01 0.09 0.92  

Duloxetine 1.69 2.09 2.59 0.82 1.80 4.02  0.74 0.94 1.19 0.21 0.49 1.16  

Escitalopram 1.13 1.39 1.72 0.31 0.63 1.35  0.86 1.09 1.37 0.74 1.62 3.63  

Fluoxetine 1.45 1.73 2.06 0.97 1.85 3.57  0.66 0.80 0.96 0.31 0.62 1.19  

Fluvoxamine 1.61 2.60 4.10 1.16 4.00 13.17  0.53 0.90 1.56 0.13 0.51 1.90  
Levomilnacipr
an 1.19 1.63 2.24 0.13 1.29 12.97  0.75 1.05 1.46 0.02 0.26 2.72  

Milnacipran 1.06 1.42 1.91 - - -  0.00 0.08 2.68 - - -  

Mirtazapine 1.40 1.96 2.72 0.55 1.41 3.57  0.63 0.88 1.24 0.23 0.61 1.60  

Nefazodone 1.29 2.07 3.31 0.58 2.49 10.70  0.45 0.72 1.17 0.08 0.36 1.71  

Paroxetine 1.47 1.76 2.13 0.69 1.34 2.68  0.77 0.92 1.11 0.36 0.73 1.43  

Reboxetine 1.25 1.69 2.30 0.92 2.69 8.12  0.66 0.91 1.25 0.10 0.32 1.07  

Sertraline 1.30 1.65 2.08 0.59 1.27 2.63  0.89 1.14 1.46 0.64 1.41 3.10  

Trazodone 1.41 1.97 2.76 1.17 3.13 8.54  0.84 1.19 1.69 0.31 0.90 2.60  

Venlafaxine 1.66 2.10 2.66 0.91 1.92 4.06  0.66 0.85 1.08 0.21 0.48 1.01  

Vilazodone 1.34 1.85 2.55 0.55 3.30 19.91  0.72 1.01 1.41 0.04 0.29 2.18  

Vortioxetine 0.91 1.26 1.76 0.08 0.30 1.22  0.74 1.06 1.54 0.26 1.13 5.31  

  

The ORs estimated are for a study with 0% probability of receiving placebo (head-to-head studies). Then, the 

ORs are multiplied by beta for every 20% increase in the probability;  beta[1,j]<1 means that the higher the 

probability of receiving placebo, the smalled the effectiveness of the intervention.  

Betas were not estimable for clomipramine and milnacipran because they feature only in head-to-head studies 

(so the covariate is always 0%).  

 

7.6.5.6 Multicenter trials 

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison 
 

OR drug vs PLA beta of comparison 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 1.42 1.61 1.84 - - -  0.75 0.86 0.99 - - -  

Amitriptyline 1.67 1.92 2.21 1.24 1.74 2.44  0.90 1.05 1.22 0.44 0.63 0.88  

Bupropion 1.29 1.51 1.77 0.16 0.91 6.49  0.84 0.99 1.17 - - -  

Citalopram 1.27 1.45 1.66 1.10 3.18 9.50  0.84 0.98 1.14 0.03 0.19 0.95  

Clomipramine 1.15 1.43 1.77 0.41 1.63 8.92  1.09 1.41 1.82 - - -  
Desvenlafaxin
e 1.24 1.49 1.78 

- - - 
 0.88 1.08 1.32 

- - - 
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Duloxetine 1.64 1.83 2.04 - - -  0.98 1.10 1.24 - - -  

Escitalopram 1.47 1.64 1.82 0.93 3.50 13.41  0.82 0.92 1.04 0.01 0.13 1.00  

Fluoxetine 1.33 1.45 1.58 1.28 1.84 2.64  0.84 0.93 1.02 0.40 0.58 0.84  

Fluvoxamine 1.28 1.55 1.87 0.83 1.37 2.29  0.95 1.16 1.42 0.55 0.94 1.60  
Levomilnacipr
an 1.25 1.59 2.03 

- - - 
 0.94 1.19 1.52 

- - - 
 

Milnacipran 1.28 1.64 2.09 - - -  0.77 1.01 1.32 - - -  

Mirtazapine 1.48 1.75 2.07 0.98 1.62 2.72  0.91 1.09 1.30 0.35 0.61 1.04  

Nefazodone 1.24 1.62 2.10 0.65 1.15 2.05  0.70 0.93 1.23 0.55 1.01 1.82  

Paroxetine 1.53 1.67 1.81 1.14 1.51 2.00  0.92 1.00 1.09 0.53 0.69 0.90  

Reboxetine 1.14 1.34 1.59 - - -  0.99 1.19 1.42 - - -  

Sertraline 1.43 1.60 1.81 0.54 1.06 2.09  0.88 1.00 1.13 0.88 2.32 6.53  

Trazodone 1.13 1.39 1.72 1.14 2.17 4.12  0.96 1.21 1.53 0.36 0.73 1.46  

Venlafaxine 1.61 1.78 1.97 0.24 0.49 0.99  0.94 1.05 1.17 0.74 1.56 3.27  

Vilazodone 1.28 1.59 1.98 - - -  0.90 1.15 1.47 - - -  

Vortioxetine 1.45 1.66 1.90 - - -  0.87 1.02 1.19 - - -  

   

The ORs estimated are estimated from studies in multi-center trials. Then, the ORs are multiplied by beta for 

single center trials 

 

7.6.5.7 Adjusted for baseline severity (continuous) 

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison 
 

OR drug vs PLA beta of comparison 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 1.33 1.57 1.84 0.76 1.36 2.43  0.75 0.89 1.06 0.39 0.71 1.30  

Amitriptyline 1.77 2.03 2.32 1.09 1.58 2.31  0.83 0.96 1.11 0.38 0.63 1.05  

Bupropion 1.27 1.51 1.81 1.12 2.17 4.22  0.76 0.94 1.15 0.34 0.99 2.90  

Citalopram 1.33 1.60 1.92 0.84 1.28 1.93  0.77 0.95 1.16 0.54 0.86 1.36  

Clomipramine 1.19 1.49 1.87 0.59 0.98 1.65  0.98 1.27 1.65 0.47 0.80 1.37  
Desvenlafaxin
e 0.92 1.44 2.27 0.04 0.79 16.78  1.17 1.99 3.40 - - -  

Duloxetine 1.54 1.80 2.10 0.64 0.94 1.36  1.09 1.29 1.53 1.07 1.59 2.35  

Escitalopram 1.42 1.62 1.85 0.64 0.88 1.22  0.81 0.93 1.07 0.77 1.10 1.58  

Fluoxetine 1.38 1.50 1.64 0.95 1.27 1.68  0.81 0.89 0.97 0.54 0.72 0.96  

Fluvoxamine 1.36 1.63 1.96 1.24 2.58 5.38  0.94 1.14 1.39 0.25 0.55 1.24  
Levomilnacipr
an 1.22 1.60 2.10 0.40 1.03 2.64  0.90 1.19 1.56 0.24 0.63 1.66  

Milnacipran 1.38 1.77 2.28 0.46 1.57 5.39  0.73 0.96 1.26 0.16 0.59 2.14  

Mirtazapine 1.58 1.85 2.16 0.97 1.72 3.06  0.86 1.01 1.19 0.28 0.51 0.94  

Nefazodone 1.31 1.67 2.11 0.42 2.54 15.56  0.73 0.94 1.20 0.06 0.35 2.10  

Paroxetine 1.60 1.74 1.89 0.78 1.01 1.30  0.89 0.97 1.05 0.63 0.82 1.07  

Reboxetine 0.76 1.08 1.51 0.89 3.29 12.33  1.30 1.87 2.67 0.02 0.10 0.44  

Sertraline 1.46 1.66 1.89 0.83 1.22 1.78  0.78 0.90 1.03 0.33 0.51 0.80  

Trazodone 1.31 1.61 1.97 0.40 0.88 1.97  0.95 1.18 1.47 0.21 0.49 1.14  
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Venlafaxine 1.57 1.74 1.92 0.98 1.35 1.86  0.93 1.03 1.15 0.51 0.72 1.00  

Vilazodone 1.04 1.40 1.89 0.28 0.62 1.32  0.81 1.13 1.58 0.42 0.92 2.04  

Vortioxetine 1.39 1.65 1.96 0.71 1.03 1.50  0.83 1.01 1.22 0.58 0.87 1.31  

 

The ORs are estimated/extrapolated for a study with average baseline severity of 24.5 on HAMD17 

(centralisation value). Then, for 10 units of increase, the OR is multiplied by beta. However, we observed that 

the association might not be linear and hence we perforemed a subgroup analysis of studies with average socre 

of 24 or below (moderate to low severity) versus studies with average severity above 24 (severe).  

No coefficients were assumed exchangeable.  

 

7.6.5.8 Adjusted for baseline severity (dichotomised) 

 Response Dropouts for any reason 

 <=24 >24 
 

<=24 >24 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine - - - 1.46 1.70 1.98  - - - 0.70 0.83 0.97  

Amitriptyline 1.52 1.93 2.45 1.89 2.20 2.57  0.79 1.02 1.31 0.74 0.87 1.03  

Bupropion 0.89 1.27 1.80 1.36 1.69 2.11  0.63 0.99 1.54 0.74 0.91 1.12  

Citalopram 1.20 1.43 1.70 1.30 1.71 2.24  0.76 0.95 1.18 0.70 0.92 1.20  

Clomipramine 1.13 1.57 2.20 0.90 1.27 1.79  0.88 1.30 1.94 0.84 1.23 1.80  
Desvenlafaxin
e 1.17 1.45 1.81 0.97 1.80 3.34  0.81 1.04 1.33 0.70 1.50 3.37  

Duloxetine 1.54 1.78 2.05 1.49 1.94 2.52  0.85 1.00 1.17 1.07 1.40 1.83  

Escitalopram 1.46 1.73 2.04 1.35 1.60 1.91  0.68 0.83 1.01 0.79 0.95 1.13  

Fluoxetine 1.15 1.36 1.61 1.40 1.55 1.73  0.76 0.92 1.11 0.76 0.85 0.94  

Fluvoxamine 0.96 1.32 1.82 1.52 1.92 2.42  0.75 1.12 1.69 0.85 1.06 1.33  
Levomilnacipr
an 1.07 1.66 2.60 1.09 1.54 2.19  0.84 1.36 2.20 0.84 1.17 1.64  

Milnacipran 1.06 1.62 2.46 1.36 1.91 2.71  0.56 0.94 1.56 0.64 0.91 1.31  

Mirtazapine 1.27 1.70 2.26 1.62 1.97 2.40  0.89 1.22 1.68 0.70 0.85 1.03  

Nefazodone 1.05 1.52 2.20 1.25 1.75 2.46  0.66 0.98 1.46 0.64 0.90 1.27  

Paroxetine 1.45 1.65 1.89 1.58 1.78 2.01  0.83 0.96 1.11 0.81 0.91 1.02  

Reboxetine - - - 1.17 1.41 1.70  - - - 0.94 1.14 1.37  

Sertraline 1.23 1.47 1.75 1.49 1.81 2.20  0.88 1.07 1.30 0.65 0.80 0.98  

Trazodone 1.27 1.78 2.49 1.07 1.41 1.85  0.85 1.24 1.81 0.79 1.05 1.39  

Venlafaxine 1.25 1.51 1.82 1.57 1.79 2.04  0.78 0.97 1.20 0.87 1.00 1.14  

Vilazodone 1.15 1.55 2.11 1.04 1.61 2.50  0.83 1.21 1.75 0.68 1.04 1.59  

Vortioxetine 1.31 1.61 1.97 1.34 1.72 2.20  0.84 1.06 1.35 0.76 0.99 1.28  

 

The percentage change for this variable is between subgroups and shows the % decrease in the ORs for 

response or dropout between moderate/severe depression vs severe depression (=ORlowmoderate/ORsevere -

1). 
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7.6.5.9 Adjusted for dosing schedule 

 Response Dropouts for any reason 

 Fixed dose Flexible dose 
 

Fixed dose Flexible dose 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 1.13 1.38 1.67 0.99 1.31 1.74  0.82 1.01 1.25 0.51 0.69 0.94  

Amitriptyline 1.29 1.85 2.69 0.83 1.24 1.82  0.82 1.16 1.68 0.51 0.77 1.12  

Bupropion 1.07 1.40 1.83 0.87 1.21 1.68  0.71 0.96 1.29 0.71 1.02 1.46  

Citalopram 1.19 1.42 1.69 0.84 1.11 1.46  0.87 1.06 1.29 0.55 0.77 1.07  

Clomipramine 1.06 1.58 2.35 0.61 0.99 1.63  0.79 1.20 1.84 0.66 1.15 1.98  
Desvenlafaxin
e 1.24 1.49 1.79 - - -  0.88 1.08 1.33 - - -  

Duloxetine 1.63 1.85 2.11 0.44 0.92 1.92  0.96 1.10 1.26 0.39 0.82 1.71  

Escitalopram 1.54 1.82 2.13 0.67 0.84 1.06  0.66 0.79 0.95 1.05 1.36 1.74  

Fluoxetine 1.20 1.38 1.60 0.96 1.15 1.38  0.84 0.99 1.17 0.67 0.82 1.00  

Fluvoxamine 0.75 1.13 1.73 1.03 1.64 2.59  0.94 1.34 1.93 0.48 0.74 1.13  
Levomilnacipr
an 1.05 1.56 2.33 0.62 1.04 1.73  1.02 1.53 2.28 0.40 0.67 1.11  

Milnacipran 1.06 1.46 2.03 0.59 1.42 3.47  0.73 1.03 1.46 0.45 1.53 5.33  

Mirtazapine 1.35 1.78 2.35 0.81 1.12 1.56  0.88 1.16 1.54 0.55 0.77 1.07  

Nefazodone 0.38 1.01 2.58 0.66 1.75 4.72  0.51 1.36 3.51 0.24 0.65 1.79  

Paroxetine 1.40 1.59 1.81 0.97 1.15 1.37  0.88 1.00 1.14 0.76 0.91 1.08  

Reboxetine 1.35 2.09 3.27 0.39 0.63 1.01  0.45 0.74 1.23 0.93 1.60 2.77  

Sertraline 0.86 1.27 1.91 0.90 1.37 2.07  0.87 1.26 1.83 0.48 0.72 1.07  

Trazodone 0.62 1.34 2.82 0.54 1.16 2.56  0.62 1.35 3.13 0.35 0.83 1.87  

Venlafaxine 1.47 1.74 2.06 0.85 1.04 1.29  0.89 1.06 1.27 0.75 0.94 1.19  

Vilazodone 1.26 1.58 1.98 - - -  0.90 1.16 1.50 - - -  

Vortioxetine 1.44 1.67 1.94 - - -  0.87 1.02 1.21 - - -  

The percentage change for this variable is between subgroups and shows the % decrease in the ORs for 

response or dropout betweem fixed vs flexible dose ( =ORfixed/ORflexible - 1). 

 

7.6.6 Summary of the findings from meta-regressions and sugroup analyses 

 

The effect of amitriptyline (response and dropoput) was moderated by all but one variable. The other drugs 

had variable associations, depending on outcome and analysis.  

Variables that impact on the relative response and dropout of interventions over placebo.  The use of 

placebo in trials is the strongest explanation of heterogeneity among those evaluated (section 7.6.2). Smaller 

studies and older studies presented larger effects of the active interventions versus placebo (in particular for 

amitriptyline, buproprion, fluoxetine and reboxetine) (see sections 7.6.2, 7.6.5). These three variables were 

considered the most important effect modifiers to consider further.   
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Variables with questionable impact on the effectiveness of interventions over placebo. Multi-center trials 

tended to show smaller relative responses and larger dropout rates for active versus placebo. However, the 

relative change in the odds ratios between multi-center studies and all data was very small and the drop in 

heterogeneity negligible.  Studies with patients with more severe depression showed larger effectiveness and 

less dropout than studies with moderate/low depression for most drugs and for most active interventions. The 

impact of baseline severity appears to be important for the effectiveness of fluvoxamine and the dropout rates 

of desvenlafaxine, reboxetine and sertraline. However the heterogeneity remains unchanged once accounting 

for differences in baseline severity and given the risk of ecological bias we did not consider this evidence 

conclusive. Analysis of studies with fixed dosing schedule showed smaller relative response and larger 

dropout rates compared to flexible dose. However, none of these differences was significant and the change in 

heterogeneity was negligeable.   

Variables that do not impact on the effectiveness of interventions over placebo. Excluding studies for 

which we had no access to unpublished data or for which we had imputed the response did not impact on the 

estimates or the heterogeneity. Likewise, including all studies with accepted dose range did not have any 

material impact on the estimates or the heterogeneity. We could not detect any important impact of 

sponsorship. Accounting for novel agent effects (wish bias) yields a statistically significant coefficient 

indicating that the effectiveness of an intervention is magnified by on average 10% (OR 1.1) when it is the 

experimental intervention in a comparison rather than the reference. However, the novel/experimental-agent 

adjusted ORs and the heterogeneity were not materially different to those from the unadjusted model. Note 

that this model is the only one that uses exchangeable coefficients for all interventions and hence the power to 

estimate the impact of this variable is very large.  
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8 Analyses of the head-to-head trials network 

8.1 Results from network meta-analyses 

The results below show the relative efficacy and acceptability of all drugs versus reboxetine.  

8.1.1 Response 

 

Agomelatine

Amitriptyline

Bupropion

Citalopram
ClomipramineDuloxetine

Escitalopram

Fluoxetine

Fluvoxamine

Milnacipran

Mirtazapine

Nefazodone

Paroxetine Reboxetine
Sertraline

Trazodone
Venlafaxine

Vortioxetine

Response
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8.1.2 Dropouts for any reason     
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Fluvoxamine

Milnacipran

Mirtazapine

Nefazodone

Paroxetine Reboxetine
Sertraline

Trazodone

Venlafaxine
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Dropouts due to any reason
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0.86 
(0.70,1.
05) 

1.07 
(0.77,1.
47) Venl  

1.24 
(0.71,2.
19) 

1.72 
(1.00,3.
05) 

1.55 
(0.85,2.
94) 

1.40 
(0.78,2.
48) 

2.20 
(1.22,3.
90) 

1.99 
(1.13,3.
52) 

1.27 
(0.73,2.
25) 

1.46 
(0.85,2.
53) 

1.78 
(1.00,3.
24) 

1.56 
(0.89,2.
84) 

1.53 
(0.89,2.
72) 

1.76 
(0.90,3.
56) 

1.53 
(0.90,2.
66) 

2.32 
(1.24,4.
41) 

1.45 
(0.84,2.
54) 

1.80 
(0.98,3.
38) 

1.69 
(1.01,2.
86) Vort 

 

OR<1 favour the treatment in the column 
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8.1.3 Efficacy continuous 

 

  

Agomelatine

Amitriptyline

Bupropion

Citalopram
ClomipramineDuloxetine

Escitalopram

Fluoxetine

Fluvoxamine

Milnacipran

Mirtazapine

Nefazodone

Paroxetine Reboxetine
Sertraline

Trazodone
Venlafaxine

Vortioxetine

Efficacy continuous
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Agom                  

0.10 (‐
0.02,0.2

2) 
Amit                 

0.07 (‐
0.13,0.2

6) 

‐0.04 (‐
0.22,0.1

6) 
Bupr                

‐0.01 (‐
0.13,0.1

1) 

‐0.11 (‐
0.23,0.0

1) 

‐0.08 (‐
0.27,0.1

2) 
Cita               

0.03 (‐
0.11,0.1

7) 

‐0.07 (‐
0.19,0.0

6) 

‐0.03 (‐
0.24,0.1

7) 

0.04 (‐
0.09,0.1

8) 
Clom              

0.06 (‐
0.07,0.1

9) 

‐0.04 (‐
0.17,0.0

9) 

‐0.00 (‐
0.21,0.2

0) 

0.07 (‐
0.06,0.2

1) 

0.03 (‐
0.12,0.1

8) 
Dulo             

0.09 (‐
0.02,0.2

0) 

‐0.01 (‐
0.12,0.1

0) 

0.02 (‐
0.17,0.2

1) 

0.10 
(0.01,0.
19) 

0.06 (‐
0.08,0.1

9) 

0.03 (‐
0.09,0.1

5) 
Esci            

‐0.07 (‐
0.17,0.0

3) 

‐0.17 (‐
0.26,‐
0.09) 

‐0.14 (‐
0.32,0.0

4) 

‐0.06 (‐
0.16,0.0

3) 

‐0.10 (‐
0.22,0.0

1) 

‐0.13 (‐
0.25,‐
0.02) 

‐0.16 (‐
0.25,‐
0.07) 

Fluo           

‐0.02 (‐
0.16,0.1

2) 

‐0.12 (‐
0.25,0.0

1) 

‐0.08 (‐
0.29,0.1

2) 

‐0.01 (‐
0.14,0.1

2) 

‐0.05 (‐
0.20,0.0

9) 

‐0.08 (‐
0.23,0.0

7) 

‐0.11 (‐
0.24,0.0

2) 

0.05 (‐
0.06,0.1

7) 
Fluv          

‐0.02 (‐
0.17,0.1

3) 

‐0.12 (‐
0.25,0.0

2) 

‐0.08 (‐
0.30,0.1

3) 

‐0.01 (‐
0.16,0.1

4) 

‐0.05 (‐
0.20,0.1

0) 

‐0.08 (‐
0.24,0.0

8) 

‐0.11 (‐
0.25,0.0

4) 

0.05 (‐
0.07,0.1

8) 

0.00 (‐
0.15,0.1

5) 
Miln         

0.07 (‐
0.06,0.2

0) 

‐0.03 (‐
0.16,0.0

9) 

0.00 (‐
0.20,0.2

0) 

0.08 (‐
0.04,0.2

0) 

0.04 (‐
0.11,0.1

8) 

0.01 (‐
0.14,0.1

5) 

‐0.02 (‐
0.14,0.1

0) 

0.14 
(0.04,0.
25) 

0.09 (‐
0.04,0.2

2) 

0.09 (‐
0.06,0.2

4) 
Mirt        

‐0.06 (‐
0.27,0.1

5) 

‐0.16 (‐
0.36,0.0

4) 

‐0.13 (‐
0.38,0.1

3) 

‐0.05 (‐
0.26,0.1

6) 

‐0.09 (‐
0.31,0.1

2) 

‐0.12 (‐
0.34,0.0

9) 

‐0.15 (‐
0.36,0.0

5) 

0.01 (‐
0.18,0.2

0) 

‐0.04 (‐
0.26,0.1

7) 

‐0.04 (‐
0.26,0.1

8) 

‐0.13 (‐
0.34,0.0

8) 
Nefa       

0.04 (‐
0.06,0.1

4) 

‐0.06 (‐
0.14,0.0

2) 

‐0.02 (‐
0.20,0.1

5) 

0.05 (‐
0.05,0.1

5) 

0.01 (‐
0.10,0.1

2) 

‐0.02 (‐
0.13,0.0

9) 

‐0.05 (‐
0.14,0.0

4) 

0.11 
(0.05,0.
18) 

0.06 (‐
0.06,0.1

7) 

0.06 (‐
0.06,0.1

8) 

‐0.03 (‐
0.13,0.0

8) 

0.10 (‐
0.09,0.2

9) 
Paro      

‐0.15 (‐
0.32,0.0

2) 

‐0.25 (‐
0.42,‐
0.09) 

‐0.22 (‐
0.45,0.0

1) 

‐0.14 (‐
0.30,0.0

2) 

‐0.18 (‐
0.36,‐
0.01) 

‐0.21 (‐
0.39,‐
0.03) 

‐0.24 (‐
0.40,‐
0.08) 

‐0.08 (‐
0.23,0.0

7) 

‐0.13 (‐
0.31,0.0

5) 

‐0.13 (‐
0.32,0.0

6) 

‐0.22 (‐
0.39,‐
0.05) 

‐0.09 (‐
0.33,0.1

5) 

‐0.19 (‐
0.34,‐
0.04) 

Rebo     

‐0.03 (‐
0.15,0.0

9) 

‐0.13 (‐
0.23,‐
0.03) 

‐0.09 (‐
0.28,0.1

0) 

‐0.02 (‐
0.12,0.0

9) 

‐0.06 (‐
0.18,0.0

6) 

‐0.09 (‐
0.22,0.0

4) 

‐0.12 (‐
0.22,‐
0.01) 

0.05 (‐
0.04,0.1

3) 

‐0.01 (‐
0.13,0.1

2) 

‐0.01 (‐
0.15,0.1

3) 

‐0.10 (‐
0.22,0.0

3) 

0.03 (‐
0.16,0.2

3) 

‐0.07 (‐
0.15,0.0

2) 

0.12 (‐
0.04,0.2

9) 
Sert    

‐0.05 (‐
0.24,0.1

3) 

‐0.15 (‐
0.33,0.0

2) 

‐0.12 (‐
0.33,0.1

0) 

‐0.04 (‐
0.22,0.1

4) 

‐0.08 (‐
0.28,0.1

0) 

‐0.11 (‐
0.31,0.0

8) 

‐0.14 (‐
0.32,0.0

4) 

0.02 (‐
0.15,0.1

9) 

‐0.03 (‐
0.22,0.1

6) 

‐0.03 (‐
0.23,0.1

6) 

‐0.12 (‐
0.31,0.0

7) 

0.01 (‐
0.24,0.2

5) 

‐0.09 (‐
0.26,0.0

7) 

0.10 (‐
0.12,0.3

2) 

‐0.03 (‐
0.20,0.1

5) 
Traz   

0.03 (‐
0.08,0.1

3) 

‐0.07 (‐
0.17,0.0

3) 

‐0.04 (‐
0.21,0.1

4) 

0.04 (‐
0.06,0.1

4) 

‐0.00 (‐
0.13,0.1

2) 

‐0.03 (‐
0.15,0.0

8) 

‐0.06 (‐
0.15,0.0

4) 

0.10 
(0.03,0.
18) 

0.05 (‐
0.07,0.1

7) 

0.05 (‐
0.09,0.1

8) 

‐0.04 (‐
0.15,0.0

7) 

0.09 (‐
0.11,0.2

9) 

‐0.01 (‐
0.09,0.0

7) 

0.18 
(0.02,0.
34) 

0.06 (‐
0.04,0.1

5) 

0.08 (‐
0.09,0.2

5) 
Venl  

0.15 (‐
0.13,0.4

3) 

0.05 (‐
0.23,0.3

2) 

0.08 (‐
0.23,0.4

0) 

0.16 (‐
0.12,0.4

4) 

0.12 (‐
0.17,0.4

0) 

0.08 (‐
0.19,0.3

7) 

0.06 (‐
0.21,0.3

3) 

0.22 (‐
0.04,0.4

9) 

0.17 (‐
0.12,0.4

5) 

0.17 (‐
0.12,0.4

6) 

0.08 (‐
0.20,0.3

6) 

0.21 (‐
0.11,0.5

4) 

0.11 (‐
0.16,0.3

8) 

0.30 
(0.00,0.
60) 

0.17 (‐
0.10,0.4

5) 

0.20 (‐
0.11,0.5

1) 

0.12 (‐
0.14,0.3

8) 
Vort 

 

SMD<0 favours the treatment in the column   
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8.1.4 Remission 

 

  

Agomelatine

Amitriptyline

Bupropion

Citalopram
ClomipramineDuloxetine

Escitalopram

Fluoxetine

Fluvoxamine

Milnacipran

Mirtazapine

Nefazodone

Paroxetine Reboxetine
Sertraline

Trazodone
Venlafaxine

Vortioxetine

Remission

Bupropion
Vortioxetine
Escitalopram
Duloxetine
Amitriptyline
Clomipramine
Venlafaxine
Paroxetine
Mirtazapine
Fluvoxamine
Agomelatine
Sertraline
Milnacipran
Fluoxetine
Nefazodone
Trazodone
Citalopram

Drug

2.02 (1.23, 3.29)
1.67 (0.88, 3.14)
1.55 (1.09, 2.18)
1.48 (1.00, 2.18)
1.47 (1.03, 2.10)
1.45 (0.99, 2.12)
1.45 (1.04, 2.02)
1.43 (1.04, 1.99)
1.41 (0.98, 2.03)
1.37 (0.92, 2.03)
1.35 (0.93, 1.96)
1.33 (0.94, 1.88)
1.30 (0.84, 2.00)
1.27 (0.92, 1.76)
1.24 (0.74, 2.09)
1.23 (0.79, 1.90)
1.20 (0.85, 1.67)

OR (95% CrI)

Favours reboxetine  Favours drug 
1.5 1 2.5

Remission



 205 

 

Agom                  

0.92 
(0.71,1.
19) 

Amit                 

0.67 
(0.44,1.
03) 

0.73 
(0.48,1.
10) 

Bupr                

1.13 
(0.87,1.
48) 

1.23 
(0.97,1.
57) 

1.69 
(1.11,2.
57) 

Cita               

0.94 
(0.70,1.
26) 

1.02 
(0.78,1.
32) 

1.40 
(0.90,2.
17) 

0.83 
(0.63,1.
09) 

Clom              

0.91 
(0.69,1.
21) 

0.99 
(0.75,1.
32) 

1.36 
(0.87,2.
12) 

0.81 
(0.61,1.
07) 

0.98 
(0.71,1.
34) 

Dulo             

0.87 
(0.69,1.
12) 

0.95 
(0.76,1.
20) 

1.30 
(0.86,1.
97) 

0.77 
(0.64,0.
94) 

0.93 
(0.71,1.
23) 

0.96 
(0.74,1.
24) 

Esci            

1.06 
(0.86,1.
33) 

1.16 
(0.97,1.
38) 

1.59 
(1.08,2.
35) 

0.94 
(0.77,1.
15) 

1.14 
(0.90,1.
44) 

1.16 
(0.91,1.
50) 

1.22 
(1.01,1.
47) 

Fluo           

0.99 
(0.72,1.
36) 

1.08 
(0.82,1.
41) 

1.47 
(0.94,2.
31) 

0.87 
(0.65,1.
17) 

1.06 
(0.77,1.
44) 

1.08 
(0.77,1.
51) 

1.13 
(0.84,1.
51) 

0.93 
(0.72,1.
19) 

Fluv          

1.04 
(0.73,1.
49) 

1.13 
(0.83,1.
56) 

1.55 
(0.96,2.
51) 

0.92 
(0.65,1.
30) 

1.11 
(0.79,1.
57) 

1.14 
(0.79,1.
65) 

1.19 
(0.85,1.
67) 

0.98 
(0.72,1.
32) 

1.05 
(0.73,1.
54) 

Miln         

0.96 
(0.73,1.
27) 

1.05 
(0.82,1.
33) 

1.43 
(0.94,2.
19) 

0.85 
(0.66,1.
09) 

1.03 
(0.77,1.
36) 

1.05 
(0.78,1.
42) 

1.10 
(0.86,1.
41) 

0.90 
(0.73,1.
11) 

0.97 
(0.74,1.
28) 

0.92 
(0.65,1.
31) 

Mirt        

1.09 
(0.68,1.
74) 

1.19 
(0.76,1.
85) 

1.63 
(0.92,2.
87) 

0.97 
(0.61,1.
53) 

1.17 
(0.72,1.
88) 

1.20 
(0.74,1.
94) 

1.25 
(0.79,1.
97) 

1.03 
(0.67,1.
57) 

1.11 
(0.68,1.
78) 

1.05 
(0.63,1.
74) 

1.14 
(0.72,1.
81) 

Nefa       

0.94 
(0.76,1.
18) 

1.03 
(0.86,1.
22) 

1.41 
(0.95,2.
08) 

0.83 
(0.68,1.
03) 

1.01 
(0.81,1.
26) 

1.03 
(0.81,1.
31) 

1.08 
(0.89,1.
31) 

0.89 
(0.77,1.
02) 

0.95 
(0.74,1.
23) 

0.91 
(0.68,1.
21) 

0.98 
(0.80,1.
21) 

0.86 
(0.56,1.
33) 

Paro      

1.35 
(0.93,1.
96) 

1.47 
(1.03,2.
10) 

2.02 
(1.23,3.
29) 

1.20 
(0.85,1.
67) 

1.45 
(0.99,2.
12) 

1.48 
(1.00,2.
18) 

1.55 
(1.09,2.
18) 

1.27 
(0.92,1.
76) 

1.37 
(0.92,2.
03) 

1.30 
(0.84,2.
00) 

1.41 
(0.98,2.
03) 

1.24 
(0.74,2.
09) 

1.43 
(1.04,1.
99) 

Rebo     

1.02 
(0.79,1.
32) 

1.11 
(0.91,1.
36) 

1.52 
(1.01,2.
28) 

0.90 
(0.72,1.
12) 

1.09 
(0.84,1.
40) 

1.11 
(0.85,1.
47) 

1.17 
(0.94,1.
44) 

0.96 
(0.81,1.
13) 

1.03 
(0.79,1.
35) 

0.98 
(0.70,1.
36) 

1.06 
(0.84,1.
34) 

0.93 
(0.61,1.
44) 

1.08 
(0.90,1.
29) 

0.75 
(0.53,1.
07) 

Sert    

1.10 
(0.77,1.
59) 

1.20 
(0.87,1.
65) 

1.64 
(1.05,2.
58) 

0.98 
(0.68,1.
39) 

1.18 
(0.81,1.
71) 

1.21 
(0.82,1.
77) 

1.26 
(0.89,1.
79) 

1.04 
(0.76,1.
41) 

1.12 
(0.76,1.
64) 

1.06 
(0.70,1.
60) 

1.15 
(0.80,1.
64) 

1.01 
(0.61,1.
70) 

1.17 
(0.86,1.
60) 

0.82 
(0.53,1.
26) 

1.08 
(0.78,1.
50) 

Traz   

0.94 
(0.75,1.
17) 

1.02 
(0.83,1.
25) 

1.40 
(0.95,2.
06) 

0.83 
(0.67,1.
03) 

1.00 
(0.78,1.
29) 

1.03 
(0.80,1.
31) 

1.07 
(0.88,1.
31) 

0.88 
(0.75,1.
02) 

0.95 
(0.72,1.
24) 

0.90 
(0.65,1.
24) 

0.98 
(0.78,1.
22) 

0.86 
(0.55,1.
33) 

0.99 
(0.84,1.
17) 

0.69 
(0.50,0.
97) 

0.92 
(0.76,1.
11) 

0.85 
(0.61,1.
18) 

Venl  

0.81 
(0.45,1.
45) 

0.88 
(0.50,1.
56) 

1.21 
(0.62,2.
33) 

0.72 
(0.40,1.
28) 

0.87 
(0.48,1.
56) 

0.89 
(0.49,1.
59) 

0.93 
(0.52,1.
64) 

0.76 
(0.43,1.
32) 

0.82 
(0.45,1.
48) 

0.78 
(0.41,1.
44) 

0.84 
(0.47,1.
50) 

0.74 
(0.37,1.
48) 

0.86 
(0.49,1.
50) 

0.60 
(0.32,1.
13) 

0.80 
(0.45,1.
40) 

0.73 
(0.39,1.
37) 

0.87 
(0.51,1.
47) 

Vo
rt 

 

OR>1 favours the treatment in the column  
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8.1.5 Dropouts due to adverse events 

 

 

 

 

Agomelatine

Amitriptyline

Bupropion

Citalopram

ClomipramineDuloxetine
Escitalopram

Fluoxetine

Fluvoxamine

Milnacipran

Mirtazapine

Nefazodone

Paroxetine Reboxetine
Sertraline

Trazodone
Venlafaxine

Vortioxetine

Drop-outs due to side effects
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Agom                  

0.41 
(0.26,0.
64) 

Amit                 

0.55 
(0.26,1.
13) 

1.33 
(0.68,2.
61) 

Bupr                

0.73 
(0.41,1.
28) 

1.76 
(1.06,2.
96) 

1.32 
(0.61,2.
89) 

Cita               

0.28 
(0.16,0.
47) 

0.67 
(0.44,1.
04) 

0.51 
(0.24,1.
05) 

0.38 
(0.21,0.
68) 

Clom              

0.32 
(0.19,0.
53) 

0.78 
(0.47,1.
29) 

0.58 
(0.27,1.
26) 

0.44 
(0.24,0.
80) 

1.15 
(0.66,2.
04) 

Dulo             

0.81 
(0.50,1.
30) 

1.95 
(1.23,3.
13) 

1.46 
(0.70,3.
10) 

1.11 
(0.66,1.
88) 

2.89 
(1.70,5.
00) 

2.51 
(1.55,4.
10) 

Esci            

0.66 
(0.44,0.
97) 

1.60 
(1.19,2.
16) 

1.20 
(0.62,2.
34) 

0.91 
(0.57,1.
44) 

2.38 
(1.58,3.
59) 

2.06 
(1.30,3.
28) 

0.82 
(0.54,1.
24) 

Fluo           

0.53 
(0.30,0.
89) 

1.27 
(0.83,1.
94) 

0.95 
(0.45,2.
00) 

0.72 
(0.42,1.
23) 

1.89 
(1.11,3.
20) 

1.63 
(0.91,2.
94) 

0.65 
(0.38,1.
12) 

0.79 
(0.52,1.
21) 

Fluv          

0.76 
(0.44,1.
34) 

1.84 
(1.16,3.
02) 

1.38 
(0.65,3.
02) 

1.05 
(0.57,1.
94) 

2.73 
(1.63,4.
73) 

2.37 
(1.30,4.
41) 

0.94 
(0.53,1.
68) 

1.15 
(0.74,1.
83) 

1.45 
(0.85,2.
53) 

Miln         

0.54 
(0.33,0.
86) 

1.29 
(0.88,1.
92) 

0.97 
(0.48,1.
97) 

0.73 
(0.43,1.
23) 

1.92 
(1.20,3.
10) 

1.66 
(0.98,2.
83) 

0.66 
(0.40,1.
08) 

0.81 
(0.57,1.
14) 

1.02 
(0.65,1.
60) 

0.70 
(0.41,1.
17) 

Mirt        

0.44 
(0.21,0.
89) 

1.05 
(0.55,2.
04) 

0.79 
(0.33,1.
91) 

0.60 
(0.28,1.
26) 

1.57 
(0.77,3.
17) 

1.36 
(0.64,2.
88) 

0.54 
(0.26,1.
12) 

0.66 
(0.35,1.
23) 

0.83 
(0.40,1.
71) 

0.57 
(0.27,1.
19) 

0.82 
(0.41,1.
61) 

Nefa       

0.56 
(0.37,0.
83) 

1.35 
(1.03,1.
78) 

1.01 
(0.53,1.
95) 

0.76 
(0.47,1.
24) 

1.99 
(1.39,2.
94) 

1.73 
(1.10,2.
76) 

0.69 
(0.45,1.
05) 

0.84 
(0.65,1.
09) 

1.06 
(0.70,1.
62) 

0.73 
(0.47,1.
11) 

1.04 
(0.74,1.
48) 

1.28 
(0.69,2.
39) 

Paro      

0.30 
(0.15,0.
61) 

0.73 
(0.39,1.
42) 

0.55 
(0.23,1.
35) 

0.41 
(0.20,0.
88) 

1.08 
(0.54,2.
24) 

0.94 
(0.45,1.
99) 

0.37 
(0.19,0.
77) 

0.46 
(0.25,0.
85) 

0.58 
(0.28,1.
20) 

0.40 
(0.19,0.
83) 

0.56 
(0.29,1.
12) 

0.69 
(0.30,1.
66) 

0.54 
(0.30,1.
02) 

Rebo     

0.79 
(0.48,1.
27) 

1.91 
(1.33,2.
76) 

1.43 
(0.71,2.
90) 

1.08 
(0.64,1.
83) 

2.83 
(1.81,4.
50) 

2.46 
(1.45,4.
17) 

0.98 
(0.60,1.
59) 

1.19 
(0.84,1.
69) 

1.50 
(0.94,2.
43) 

1.04 
(0.61,1.
74) 

1.48 
(0.97,2.
25) 

1.81 
(0.95,3.
46) 

1.42 
(1.00,2.
01) 

2.62 
(1.32,5.
10) 

Sert    

0.47 
(0.26,0.
85) 

1.14 
(0.69,1.
89) 

0.85 
(0.43,1.
71) 

0.65 
(0.34,1.
23) 

1.69 
(0.93,3.
06) 

1.46 
(0.77,2.
77) 

0.58 
(0.32,1.
06) 

0.71 
(0.43,1.
16) 

0.89 
(0.49,1.
63) 

0.62 
(0.33,1.
15) 

0.88 
(0.50,1.
52) 

1.08 
(0.50,2.
33) 

0.85 
(0.52,1.
37) 

1.56 
(0.72,3.
28) 

0.60 
(0.34,1.
03) 

Traz   

0.40 
(0.26,0.
59) 

0.97 
(0.69,1.
36) 

0.72 
(0.38,1.
39) 

0.55 
(0.34,0.
89) 

1.43 
(0.93,2.
22) 

1.24 
(0.80,1.
93) 

0.50 
(0.33,0.
74) 

0.60 
(0.46,0.
79) 

0.76 
(0.48,1.
20) 

0.52 
(0.32,0.
85) 

0.75 
(0.52,1.
07) 

0.91 
(0.48,1.
77) 

0.72 
(0.53,0.
96) 

1.32 
(0.69,2.
46) 

0.51 
(0.35,0.
73) 

0.85 
(0.50,1.
43) 

Ven  

0.93 
(0.34,2.
56) 

2.25 
(0.86,6.
11) 

1.69 
(0.56,5.
24) 

1.28 
(0.45,3.
61) 

3.34 
(1.22,9.
36) 

2.90 
(1.06,8.
13) 

1.15 
(0.42,3.
22) 

1.40 
(0.55,3.
71) 

1.77 
(0.64,4.
99) 

1.22 
(0.43,3.
47) 

1.74 
(0.66,4.
72) 

2.13 
(0.70,6.
67) 

1.67 
(0.64,4.
43) 

3.09 
(1.00,9.
37) 

1.18 
(0.44,3.
20) 

1.98 
(0.69,5.
74) 

2.32 
(0.94,5.
94) 

Vort 

 

Values<1 favour the treatment in the column  
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8.2 Assessment of transitivity 

 

 

 

30
40

50
60

70
80

M
ea

n 
ag

e 
of

 p
ar

tic
ip

a
nt

s

e
sc

i -
 c

ita
n

e
fa

 -
 f

lu
o

se
rt

 -
 e

sc
i

ve
n

l -
 b

u
p

r
p

a
ro

 -
 b

u
p

r
flu

o
 -

 e
sc

i
p

a
ro

 -
 d

u
lo

ve
n

l -
 s

e
rt

tr
a

z 
- 

flu
o

p
a

ro
 -

 m
iln

vo
rt

 -
 v

e
n

l
p

a
ro

 -
 n

e
fa

tr
a

z 
- 

b
u

p
r

ve
n

l -
 a

g
o

m
flu

o
 -

 a
g

o
m

flu
v 

- 
flu

o
se

rt
 -

 c
ita

re
b

o
 -

 f
lu

o
m

ir
t 

- 
flu

v
tr

a
z 

- 
p

a
ro

se
rt

 -
 m

ir
t

m
ir

t 
- 

ci
ta

flu
o

 -
 b

u
p

r
flu

o
 -

 a
m

it
se

rt
 -

 b
u

p
r

ve
n

l -
 r

e
b

o
re

b
o

 -
 c

ita
e

sc
i -

 a
g

o
m

p
a

ro
 -

 f
lu

o
p

a
ro

 -
 f

lu
v

ve
n

l -
 e

sc
i

d
u

lo
 -

 a
g

o
m

flu
o

 -
 c

ita
se

rt
 -

 m
iln

se
rt

 -
 c

lo
m

ve
n

l -
 a

m
it

flu
v 

- 
a

m
it

e
sc

i -
 d

u
lo

ve
n

l -
 d

u
lo

se
rt

 -
 p

a
ro

ve
n

l -
 f

lu
o

re
b

o
 -

 p
a

ro
se

rt
 -

 n
e

fa
ve

n
l -

 p
a

ro
p

a
ro

 -
 e

sc
i

p
a

ro
 -

 m
ir

t
m

ir
t 

- 
flu

o
m

iln
 -

 f
lu

o
p

a
ro

 -
 a

m
it

ve
n

l -
 m

ir
t

tr
a

z 
- 

se
rt

tr
a

z 
- 

m
ir

t
flu

o
 -

 c
lo

m
m

iln
 -

 c
lo

m
se

rt
 -

 a
m

it
se

rt
 -

 f
lu

o
m

iln
 -

 f
lu

v
m

iln
 -

 a
m

it
flu

v 
- 

cl
o

m
se

rt
 -

 f
lu

v
tr

a
z 

- 
a

m
it

ve
n

l -
 c

ita
p

a
ro

 -
 a

g
o

m
ve

n
l -

 c
lo

m
p

a
ro

 -
 c

lo
m

tr
a

z 
- 

cl
o

m
ve

n
l -

 t
ra

z

20
25

30
35

40
M

ea
n 

ba
se

lin
e 

se
ve

rit
y 

o
f p

a
rt

ic
ip

an
ts

se
rt

 -
 b

u
p

r
cl

o
m

 -
 c

ita
p

a
ro

 -
 b

u
p

r
tr

a
z 

- 
se

rt
p

a
ro

 -
 d

u
lo

tr
a

z 
- 

p
a

ro
ve

n
l -

 d
u

lo
flu

v 
- 

a
m

it
m

iln
 -

 c
lo

m
p

a
ro

 -
 m

iln
se

rt
 -

 n
e

fa
ve

n
l -

 c
ita

ve
n

l -
 p

a
ro

ve
n

l -
 s

e
rt

flu
v 

- 
flu

o
p

a
ro

 -
 n

e
fa

e
sc

i -
 c

ita
flu

o
 -

 a
m

it
m

ir
t 

- 
flu

v
n

e
fa

 -
 f

lu
o

p
a

ro
 -

 m
ir

t
re

b
o

 -
 p

a
ro

se
rt

 -
 m

iln
tr

a
z 

- 
flu

o
ve

n
l -

 a
m

it
ve

n
l -

 e
sc

i
flu

o
 -

 c
lo

m
p

a
ro

 -
 a

g
o

m
se

rt
 -

 f
lu

o
e

sc
i -

 d
u

lo
flu

o
 -

 e
sc

i
flu

v 
- 

ci
ta

flu
v 

- 
cl

o
m

p
a

ro
 -

 a
m

it
p

a
ro

 -
 f

lu
v

tr
a

z 
- 

b
u

p
r

ve
n

l -
 b

u
p

r
ve

n
l -

 m
ir

t
d

u
lo

 -
 a

g
o

m
flu

o
 -

 b
u

p
r

m
ir

t 
- 

flu
o

p
a

ro
 -

 f
lu

o
se

rt
 -

 p
a

ro
e

sc
i -

 a
g

o
m

se
rt

 -
 c

lo
m

se
rt

 -
 e

sc
i

re
b

o
 -

 c
ita

se
rt

 -
 f

lu
v

ve
n

l -
 a

g
o

m
ve

n
l -

 f
lu

o
flu

o
 -

 a
g

o
m

re
b

o
 -

 f
lu

o
se

rt
 -

 a
m

it
se

rt
 -

 c
ita

tr
a

z 
- 

a
m

it
tr

a
z 

- 
m

ir
t

ve
n

l -
 c

lo
m

p
a

ro
 -

 c
lo

m
m

ir
t 

- 
ci

ta
ve

n
l -

 r
e

b
o

m
iln

 -
 f

lu
o

flu
o

 -
 c

ita
m

iln
 -

 a
m

it
ve

n
l -

 f
lu

v
vo

rt
 -

 v
e

n
l

m
iln

 -
 f

lu
v

p
a

ro
 -

 e
sc

i



 209 

Examination of possible effect modifiers indicated that age was evenly distributed across comparisons but not 

baseline severity. However, we could not detenct any important impact of the baseline severity in the previous 

meta-regressions. 

 

8.3 Inconsistency 

8.3.1 Response 

8.3.1.1 Loop-specific approach 

 

Loops With Evidence of Statistical Inconsistency: 
 
  +--------------------------------------------------------------------------------------+ 
  |           Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |----------------+-------+-------+---------+---------+-------------+-------------------| 
  | cita-fluv-venl | 1.243 | 0.599 |   2.077 |   0.038 | (0.07,2.42) |             0.000 | 
  | clom-fluo-traz | 1.161 | 0.524 |   2.215 |   0.027 | (0.13,2.19) |             0.000 | 
  | fluv-sert-venl | 1.133 | 0.554 |   2.046 |   0.041 | (0.05,2.22) |             0.000 | 
  | cita-clom-fluo | 1.031 | 0.470 |   2.192 |   0.028 | (0.11,1.95) |             0.000 | 
  | agom-paro-venl | 0.927 | 0.387 |   2.396 |   0.017 | (0.17,1.69) |             0.028 | 
  | agom-dulo-esci | 0.844 | 0.348 |   2.424 |   0.015 | (0.16,1.53) |             0.000 | 
  | mirt-paro-venl | 0.843 | 0.420 |   2.007 |   0.045 | (0.02,1.67) |             0.054 | 
  | clom-fluo-sert | 0.801 | 0.356 |   2.249 |   0.025 | (0.10,1.50) |             0.000 | 
  | agom-dulo-venl | 0.690 | 0.319 |   2.160 |   0.031 | (0.06,1.32) |             0.000 | 
  | clom-fluo-paro | 0.645 | 0.307 |   2.100 |   0.036 | (0.04,1.25) |             0.019 | 
  | amit-fluo-sert | 0.533 | 0.246 |   2.164 |   0.030 | (0.05,1.02) |             0.000 | 
  +--------------------------------------------------------------------------------------+ 
 
 Loops Without Evidence of Statistical Inconsistency: 
 
  +-------------------------------------------------------------------------------------------+ 
  |                Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |---------------------+-------+-------+---------+---------+-------------+-------------------| 
  |      cita-clom-venl | 1.891 | 1.255 |   1.507 |   0.132 | (0.00,4.35) |             0.492 | 
  |      bupr-sert-traz | 1.385 | 1.151 |   1.203 |   0.229 | (0.00,3.64) |             0.000 | 
  |      fluo-miln-sert | 1.242 | 0.964 |   1.288 |   0.198 | (0.00,3.13) |             0.019 | 
  |      clom-fluo-fluv | 1.149 | 0.613 |   1.873 |   0.061 | (0.00,2.35) |             0.000 | 
  |      cita-sert-venl | 1.118 | 0.892 |   1.253 |   0.210 | (0.00,2.87) |             0.284 | 
  |      clom-fluv-sert | 1.102 | 0.650 |   1.695 |   0.090 | (0.00,2.38) |             0.000 | 
  |      fluv-mirt-venl | 1.037 | 0.749 |   1.385 |   0.166 | (0.00,2.50) |             0.126 | 
  |      amit-fluv-venl | 0.933 | 0.985 |   0.948 |   0.343 | (0.00,2.86) |             0.237 | 
  | cita-clom-mirt-paro | 0.899 | 0.826 |   1.088 |   0.277 | (0.00,2.52) |             0.105 | 
  |      miln-paro-sert | 0.872 | 0.939 |   0.928 |   0.353 | (0.00,2.71) |             0.000 | 
  | cita-clom-paro-rebo | 0.842 | 0.934 |   0.901 |   0.367 | (0.00,2.67) |             0.137 | 
  |      cita-esci-venl | 0.834 | 0.548 |   1.522 |   0.128 | (0.00,1.91) |             0.119 | 
  |      cita-fluo-venl | 0.806 | 0.430 |   1.876 |   0.061 | (0.00,1.65) |             0.039 | 
  | cita-clom-mirt-traz | 0.775 | 0.711 |   1.089 |   0.276 | (0.00,2.17) |             0.000 | 
  |      fluo-fluv-sert | 0.755 | 0.407 |   1.856 |   0.063 | (0.00,1.55) |             0.000 | 
  |      fluo-sert-traz | 0.750 | 0.525 |   1.430 |   0.153 | (0.00,1.78) |             0.014 | 
  |      fluo-traz-venl | 0.743 | 0.517 |   1.438 |   0.150 | (0.00,1.76) |             0.011 | 
  |      cita-fluv-sert | 0.736 | 0.928 |   0.793 |   0.428 | (0.00,2.55) |             0.213 | 
  |      cita-fluo-mirt | 0.735 | 0.462 |   1.591 |   0.112 | (0.00,1.64) |             0.014 | 
  |      bupr-fluo-traz | 0.734 | 0.996 |   0.737 |   0.461 | (0.00,2.69) |             0.215 | 
  |      fluo-fluv-miln | 0.719 | 0.432 |   1.665 |   0.096 | (0.00,1.57) |             0.010 | 
  |      fluo-fluv-venl | 0.718 | 0.494 |   1.453 |   0.146 | (0.00,1.69) |             0.000 | 
  |      fluv-paro-sert | 0.670 | 0.467 |   1.435 |   0.151 | (0.00,1.58) |             0.000 | 
  |      amit-sert-traz | 0.666 | 0.554 |   1.201 |   0.230 | (0.00,1.75) |             0.024 | 
  |      amit-miln-sert | 0.642 | 1.096 |   0.585 |   0.558 | (0.00,2.79) |             0.110 | 
  |      clom-miln-sert | 0.641 | 1.026 |   0.624 |   0.532 | (0.00,2.65) |             0.000 | 
  |      amit-paro-venl | 0.621 | 0.478 |   1.299 |   0.194 | (0.00,1.56) |             0.093 | 
  |      clom-fluv-paro | 0.616 | 0.733 |   0.840 |   0.401 | (0.00,2.05) |             0.086 | 
  |      fluv-mirt-sert | 0.615 | 0.799 |   0.769 |   0.442 | (0.00,2.18) |             0.225 | 
  |      esci-paro-venl | 0.608 | 0.469 |   1.297 |   0.195 | (0.00,1.53) |             0.066 | 
  |      amit-traz-venl | 0.594 | 0.566 |   1.050 |   0.294 | (0.00,1.70) |             0.000 | 
  |      amit-fluv-miln | 0.587 | 0.881 |   0.666 |   0.505 | (0.00,2.31) |             0.308 | 
  |      bupr-paro-venl | 0.582 | 0.447 |   1.303 |   0.193 | (0.00,1.46) |             0.000 | 
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  |      cita-fluo-rebo | 0.575 | 0.383 |   1.499 |   0.134 | (0.00,1.33) |             0.000 | 
  |      nefa-paro-sert | 0.546 | 0.566 |   0.964 |   0.335 | (0.00,1.65) |             0.039 | 
  | cita-esci-mirt-paro | 0.538 | 0.523 |   1.029 |   0.304 | (0.00,1.56) |             0.047 | 
  |      esci-sert-venl | 0.537 | 0.543 |   0.990 |   0.322 | (0.00,1.60) |             0.074 | 
  |      fluo-paro-traz | 0.502 | 0.389 |   1.289 |   0.197 | (0.00,1.26) |             0.004 | 
  |      cita-mirt-sert | 0.487 | 1.388 |   0.351 |   0.726 | (0.00,3.21) |             0.463 | 
  |      fluo-paro-venl | 0.481 | 0.248 |   1.936 |   0.053 | (0.00,0.97) |             0.000 | 
  |      fluo-nefa-sert | 0.470 | 0.464 |   1.013 |   0.311 | (0.00,1.38) |             0.000 | 
  |      cita-esci-sert | 0.465 | 0.597 |   0.779 |   0.436 | (0.00,1.64) |             0.139 | 
  |      amit-fluo-traz | 0.456 | 0.424 |   1.076 |   0.282 | (0.00,1.29) |             0.000 | 
  |      agom-esci-paro | 0.450 | 0.307 |   1.467 |   0.142 | (0.00,1.05) |             0.000 | 
  |      cita-clom-sert | 0.448 | 0.886 |   0.506 |   0.613 | (0.00,2.18) |             0.159 | 
  |      fluv-miln-paro | 0.446 | 0.429 |   1.041 |   0.298 | (0.00,1.29) |             0.000 | 
  | amit-clom-miln-traz | 0.445 | 1.176 |   0.378 |   0.705 | (0.00,2.75) |             0.301 | 
  | cita-esci-paro-rebo | 0.435 | 0.466 |   0.932 |   0.351 | (0.00,1.35) |             0.031 | 
  | clom-fluv-mirt-traz | 0.407 | 1.157 |   0.352 |   0.725 | (0.00,2.67) |             0.265 | 
  |      bupr-sert-venl | 0.391 | 1.057 |   0.370 |   0.712 | (0.00,2.46) |             0.000 | 
  |      esci-fluo-venl | 0.386 | 0.303 |   1.272 |   0.203 | (0.00,0.98) |             0.000 | 
  | amit-clom-miln-venl | 0.383 | 0.841 |   0.455 |   0.649 | (0.00,2.03) |             0.122 | 
  | cita-clom-esci-paro | 0.377 | 0.584 |   0.645 |   0.519 | (0.00,1.52) |             0.069 | 
  |      agom-fluo-venl | 0.361 | 0.251 |   1.440 |   0.150 | (0.00,0.85) |             0.001 | 
  |      cita-esci-fluo | 0.358 | 0.316 |   1.134 |   0.257 | (0.00,0.98) |             0.012 | 
  |      esci-fluo-paro | 0.356 | 0.280 |   1.272 |   0.203 | (0.00,0.90) |             0.000 | 
  | amit-clom-fluv-traz | 0.356 | 1.096 |   0.325 |   0.745 | (0.00,2.50) |             0.220 | 
  |      fluo-sert-venl | 0.340 | 0.247 |   1.378 |   0.168 | (0.00,0.82) |             0.000 | 
  |      dulo-paro-venl | 0.337 | 0.436 |   0.774 |   0.439 | (0.00,1.19) |             0.058 | 
  |      fluo-miln-paro | 0.332 | 0.266 |   1.249 |   0.212 | (0.00,0.85) |             0.005 | 
  |      dulo-esci-paro | 0.321 | 0.364 |   0.883 |   0.377 | (0.00,1.03) |             0.038 | 
  |      fluo-fluv-mirt | 0.314 | 0.512 |   0.614 |   0.539 | (0.00,1.32) |             0.098 | 
  |      cita-fluv-mirt | 0.306 | 0.508 |   0.602 |   0.547 | (0.00,1.30) |             0.000 | 
  |      amit-fluv-sert | 0.303 | 0.572 |   0.529 |   0.597 | (0.00,1.42) |             0.098 | 
  |      amit-paro-sert | 0.296 | 0.359 |   0.827 |   0.408 | (0.00,1.00) |             0.067 | 
  |      clom-sert-venl | 0.293 | 0.429 |   0.684 |   0.494 | (0.00,1.13) |             0.000 | 
  |      amit-fluo-venl | 0.287 | 0.315 |   0.911 |   0.363 | (0.00,0.90) |             0.000 | 
  |      esci-fluo-sert | 0.278 | 0.368 |   0.757 |   0.449 | (0.00,1.00) |             0.000 | 
  |      cita-fluo-sert | 0.275 | 0.365 |   0.754 |   0.451 | (0.00,0.99) |             0.029 | 
  |      amit-paro-traz | 0.269 | 0.512 |   0.525 |   0.600 | (0.00,1.27) |             0.081 | 
  |      clom-fluv-venl | 0.262 | 0.727 |   0.360 |   0.719 | (0.00,1.69) |             0.000 | 
  | cita-esci-fluv-paro | 0.255 | 0.517 |   0.493 |   0.622 | (0.00,1.27) |             0.022 | 
  |      amit-fluo-paro | 0.247 | 0.231 |   1.068 |   0.286 | (0.00,0.70) |             0.020 | 
  |      fluv-miln-sert | 0.243 | 1.002 |   0.243 |   0.808 | (0.00,2.21) |             0.000 | 
  |      fluo-rebo-venl | 0.227 | 0.425 |   0.533 |   0.594 | (0.00,1.06) |             0.000 | 
  |      clom-fluo-miln | 0.219 | 0.492 |   0.444 |   0.657 | (0.00,1.18) |             0.000 | 
  |      clom-fluv-miln | 0.218 | 0.707 |   0.308 |   0.758 | (0.00,1.60) |             0.000 | 
  |      fluo-mirt-paro | 0.210 | 0.279 |   0.751 |   0.453 | (0.00,0.76) |             0.023 | 
  |      bupr-paro-traz | 0.185 | 0.558 |   0.332 |   0.740 | (0.00,1.28) |             0.000 | 
  | cita-fluv-paro-rebo | 0.181 | 0.526 |   0.345 |   0.730 | (0.00,1.21) |             0.000 | 
  | cita-paro-rebo-sert | 0.181 | 0.949 |   0.191 |   0.849 | (0.00,2.04) |             0.144 | 
  |      clom-paro-sert | 0.180 | 0.483 |   0.373 |   0.709 | (0.00,1.13) |             0.069 | 
  |      bupr-traz-venl | 0.175 | 0.592 |   0.296 |   0.767 | (0.00,1.34) |             0.000 | 
  |      cita-fluo-fluv | 0.169 | 0.417 |   0.405 |   0.685 | (0.00,0.99) |             0.000 | 
  |      clom-fluo-venl | 0.169 | 0.380 |   0.445 |   0.657 | (0.00,0.91) |             0.000 | 
  |      fluo-paro-rebo | 0.163 | 0.371 |   0.438 |   0.661 | (0.00,0.89) |             0.000 | 
  |      bupr-fluo-venl | 0.161 | 0.436 |   0.371 |   0.711 | (0.00,1.02) |             0.000 | 
  |      clom-paro-venl | 0.149 | 0.585 |   0.255 |   0.799 | (0.00,1.30) |             0.119 | 
  |      mirt-paro-sert | 0.127 | 0.456 |   0.278 |   0.781 | (0.00,1.02) |             0.049 | 
  |      cita-mirt-venl | 0.120 | 1.096 |   0.109 |   0.913 | (0.00,2.27) |             0.206 | 
  |      esci-paro-sert | 0.119 | 0.494 |   0.241 |   0.809 | (0.00,1.09) |             0.043 | 
  |      fluo-mirt-traz | 0.117 | 0.594 |   0.197 |   0.844 | (0.00,1.28) |             0.079 | 
  |      bupr-fluo-sert | 0.110 | 1.087 |   0.102 |   0.919 | (0.00,2.24) |             0.000 | 
  |      cita-rebo-venl | 0.107 | 0.485 |   0.221 |   0.825 | (0.00,1.06) |             0.000 | 
  |      fluv-mirt-paro | 0.099 | 0.566 |   0.175 |   0.861 | (0.00,1.21) |             0.121 | 
  |      amit-sert-venl | 0.094 | 0.358 |   0.261 |   0.794 | (0.00,0.80) |             0.000 | 
  |      mirt-paro-traz | 0.091 | 0.516 |   0.177 |   0.859 | (0.00,1.10) |             0.049 | 
  |      fluo-mirt-venl | 0.084 | 0.263 |   0.317 |   0.751 | (0.00,0.60) |             0.000 | 
  |      fluo-mirt-sert | 0.083 | 0.310 |   0.266 |   0.790 | (0.00,0.69) |             0.000 | 
  | cita-mirt-paro-rebo | 0.080 | 0.736 |   0.109 |   0.913 | (0.00,1.52) |             0.074 | 
  |      agom-esci-venl | 0.080 | 0.353 |   0.226 |   0.821 | (0.00,0.77) |             0.000 | 
  |      clom-miln-paro | 0.080 | 0.637 |   0.125 |   0.900 | (0.00,1.33) |             0.069 | 
  |      dulo-esci-venl | 0.075 | 0.299 |   0.249 |   0.803 | (0.00,0.66) |             0.000 | 
  |      amit-fluv-paro | 0.071 | 0.547 |   0.129 |   0.897 | (0.00,1.14) |             0.125 | 
  |      amit-fluo-miln | 0.069 | 0.426 |   0.162 |   0.871 | (0.00,0.90) |             0.037 | 
  |      fluo-fluv-paro | 0.062 | 0.404 |   0.153 |   0.878 | (0.00,0.85) |             0.000 | 
  |      agom-dulo-paro | 0.061 | 0.484 |   0.127 |   0.899 | (0.00,1.01) |             0.071 | 
  |      bupr-fluo-paro | 0.061 | 0.511 |   0.118 |   0.906 | (0.00,1.06) |             0.000 | 
  |      agom-esci-fluo | 0.054 | 0.327 |   0.166 |   0.868 | (0.00,0.69) |             0.000 | 
  |      cita-clom-fluv | 0.051 | 0.707 |   0.072 |   0.942 | (0.00,1.44) |             0.000 | 
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  |      agom-fluo-paro | 0.049 | 0.256 |   0.192 |   0.847 | (0.00,0.55) |             0.012 | 
  | amit-fluv-mirt-traz | 0.045 | 1.124 |   0.040 |   0.968 | (0.00,2.25) |             0.343 | 
  |      amit-miln-paro | 0.039 | 0.474 |   0.082 |   0.935 | (0.00,0.97) |             0.091 | 
  |      amit-fluo-fluv | 0.038 | 0.362 |   0.104 |   0.917 | (0.00,0.75) |             0.001 | 
  |      fluo-nefa-paro | 0.035 | 0.426 |   0.081 |   0.935 | (0.00,0.87) |             0.000 | 
  |      bupr-paro-sert | 0.026 | 1.086 |   0.024 |   0.981 | (0.00,2.16) |             0.000 | 
  |      fluo-paro-sert | 0.019 | 0.249 |   0.077 |   0.939 | (0.00,0.51) |             0.000 | 
  +-------------------------------------------------------------------------------------------+ 

8.3.1.2 Side-splitting 

 

Side    Direct                Indirect              Difference 
        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z| 
agom dulo .2747857  .2521974  -.1595808   .1448596   .4343666   .2908399  0.135 
agom esci-.2054692  .2408502   .2012154   .1296101  -.4066846   .2734618  0.137 
agom fluo-.1357624  .1648437  -.2062446   .1277267   .0704822   .2083064  0.735 
agom paro .1551196  .1852912  -.0805797   .1215433   .2356993    .221775  0.288 
agom venl-.3075187  .2167293   .0777467   .1179195  -.3852654   .2467538  0.118 
amit fluo-.0651015  .1565131  -.2752606   .0972169   .2101591   .1842438  0.254 
amit fluv-.0808348  .2454107  -.2664355   .1358457   .1856008   .2805513  0.508 
amit miln-.1623724   .304638  -.0946298   .1371863  -.0677427   .3339434  0.839 
amit paro-.0742893   .116934  -.0240856   .1085608  -.0502037   .1590613  0.752 
amit sert-.2467633  .1722422  -.0570727   .1111317  -.1896906   .2049945  0.355 
amit traz-.3321745  .3105124  -.3472934   .1565595   .0151189   .3475844  0.965 
amit venl-.1725341  .2808635  -.0327869   .1010942  -.1397471   .2983635  0.640 
bupr fluo-.1733529  .3950105  -.3428694   .1940512   .1695165   .4401013  0.700 
bupr paro-.0008167  .3688016  -.1811793    .198299   .1803626   .4187328  0.667 
bupr sert .0645379  1.026878  -.2147268   .1856432   .2792648   1.043524  0.789 
bupr traz-.7396673  .3970234   -.338129   .2279451  -.4015383   .4578063  0.380 
bupr venl-.1588537  .2613484  -.1287387   .2311477   -.030115   .3489015  0.931 
cita clom  .566757   .405286  -.1276823   .1379348   .6944393   .4281153  0.105 
cita esci .3783393   .138393   .0653837   .1462349   .3129556   .2014659  0.120 
cita fluo .0363134  .1954565  -.0889415   .1131575   .1252548   .2258606  0.579 
cita fluv-.1017411  .3325821  -.0566913   .1447811  -.0450497   .3627292  0.901 
cita mirt-.2805174  .3845445   .2336776   .1270722   -.514195   .4049961  0.204 
cita rebo-.5478923  .2551439   -.061945   .1954906  -.4859473   .3214265  0.131 
cita sert .0976222  .2306307   .0313835   .1237106   .0662387   .2617504  0.800 
cita venl-.5232255   .328357   .1839263   .1121416  -.7071518   .3478198  0.042 
clom fluo .4955394   .237831  -.1203524   .1159442   .6158918   .2645773  0.020 
clom fluv-.6174436  .5273701   .0385519   .1443414  -.6559955   .5467663  0.230 
clom miln .1397618  .4214485   .1060928   .1501441    .033669   .4473947  0.940 
clom paro .0880156  .1431286    .247075   .1418997  -.1590594   .2014555  0.430 
clom sert .0457217  .2709229   .1160337   .1283141  -.0703121   .2997657  0.815 
clom traz-.4884265  .4170583   -.070085   .1682902  -.4183415   .4499332  0.352 
clom venl .4928066  .3075177   .1142274   .1226623   .3785792   .3313251  0.253 
dulo esci .3669248   .199267   .0520941   .1457318   .3148307   .2468565  0.202 
dulo paro-.0309282  .1846976   .0836151   .1375155  -.1145433   .2303862  0.619 
dulo venl .1057734  .1788444   .0010995   .1416467   .1046739   .2281406  0.646 
esci fluo .0205539  .2311082  -.3449254   .0999251   .3654793   .2517818  0.147 
esci paro-.0895839  .1839402  -.1280329   .1076797   .0384491   .2130404  0.857 
esci sert .0701931  .3045527  -.2187811   .1131823   .2889742   .3250565  0.374 
esci venl -.190284  .2248258  -.1034011   .1078458  -.0868829   .2493693  0.728 
fluo fluv .0316354  .2641408  -.0144651   .1221473   .0461005    .291005  0.874 
fluo miln-.1548268  .2169856    .215453   .1369002  -.3702797   .2569164  0.150 
fluo mirt .4269079  .1913256   .1808898   .1079203   .2460181   .2199582  0.263 
fluo nefa .0352549  .3287834   .0511978   .2311843  -.0159429   .4019553  0.968 
fluo paro .2370718   .124605    .144114   .0756787   .0929579   .1456865  0.523 
fluo rebo-.0121576  .2920174  -.2437954   .1743634   .2316377     .34024  0.496 
fluo sert .3510676  .1330612  -.0244881    .096269   .3755557   .1642331  0.022 
fluo traz  .181445  .2821071  -.2135178   .1481638   .3949628   .3186684  0.215 
fluo venl .2068751   .116299   .1438903   .0917313   .0629848   .1478048  0.670 
fluv miln .5392037  .2944311  -.0063849   .1583282   .5455886   .3343015  0.103 
fluv mirt .1301778  .2307367   .2934699   .1462627  -.1632921   .2731689  0.550 
fluv paro .1317394  .3224493   .1814294   .1190114    -.04969   .3438289  0.885 
fluv sert-.4419129  .3211516   .1988713   .1289356  -.6407842   .3460867  0.064 
fluv venl .8605795  .4432719   .1201468   .1230326   .7404327   .4600292  0.107 
miln paro .0481103  .1658708   .0678289   .1531688  -.0197186   .2257712  0.930 
miln sert -.735707  .9252808   .0078936    .129881  -.7436006    .934352  0.426 
mirt paro .0185567  .1538993  -.1228408   .1166973   .1413975   .1931442  0.464 
mirt sert .0262103  .2719722  -.1659296   .1154465   .1921398   .2954603  0.515 
mirt traz-.4073069  .3225476  -.3578452   .1625971  -.0494616   .3612129  0.891 
mirt venl-.3120889  .2014071   .0042085   .1145826  -.3162974   .2317168  0.172 
nefa paro .2623066  .2916347   .0227264   .2478449   .2395802   .3822987  0.531 
nefa sert-.1541506  .3489625   .1505375   .2306913  -.3046881    .418322  0.466 
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paro rebo-.4029367  .2696105  -.3275587   .1830298  -.0753779   .3258677  0.817 
paro sert .1010077  .2117524    -.09617   .0910794   .1971777    .230704  0.393 
paro traz-.5463717  .2755833  -.2243151   .1486195  -.3220565   .3131467  0.304 
paro venl .4529244  .2261595  -.0595068   .0805538   .5124312   .2401329  0.033 
rebo venl-.0436749  .3426637   .4494012   .1709662  -.4930762   .3829462  0.198 
sert traz .5806286  .4163348   -.335826   .1479145   .9164546   .4418295  0.038 
sert venl .1664371  .2101924   .0407784   .1001232   .1256587   .2328428  0.589 
traz venl .7681215  .4332836   .2406392   .1459659   .5274823   .4584009  0.250 
 

8.3.1.3 Design-by-treatment test 

 

         chi2( 60) =   61.50 

         Prob > chi2 =    0.3182 

 

8.3.2 Dropouts for any reason 

8.3.2.1 Loop-specific approach 

 

Loops With Evidence of Statistical Inconsistency: 
 
  +-------------------------------------------------------------------------------------------+ 
  |                Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |---------------------+-------+-------+---------+---------+-------------+-------------------| 
  |      cita-clom-venl | 2.706 | 1.055 |   2.566 |   0.010 | (0.64,4.77) |             0.000 | 
  |      cita-esci-venl | 2.327 | 0.879 |   2.647 |   0.008 | (0.60,4.05) |             0.000 | 
  |      cita-fluo-venl | 2.167 | 0.864 |   2.508 |   0.012 | (0.47,3.86) |             0.001 | 
  | cita-clom-mirt-paro | 1.946 | 0.699 |   2.786 |   0.005 | (0.58,3.32) |             0.000 | 
  |      cita-clom-sert | 1.534 | 0.652 |   2.354 |   0.019 | (0.26,2.81) |             0.000 | 
  |      agom-dulo-venl | 1.312 | 0.392 |   3.349 |   0.001 | (0.54,2.08) |             0.000 | 
  | cita-mirt-paro-rebo | 1.251 | 0.599 |   2.087 |   0.037 | (0.08,2.43) |             0.000 | 
  |      fluv-mirt-venl | 1.180 | 0.539 |   2.190 |   0.029 | (0.12,2.24) |             0.000 | 
  |      agom-paro-venl | 0.851 | 0.361 |   2.359 |   0.018 | (0.14,1.56) |             0.000 | 
  |      cita-fluo-sert | 0.757 | 0.368 |   2.054 |   0.040 | (0.03,1.48) |             0.008 | 
  |      amit-fluo-paro | 0.490 | 0.240 |   2.042 |   0.041 | (0.02,0.96) |             0.000 | 
  +-------------------------------------------------------------------------------------------+ 
 
 Loops Without Evidence of Statistical Inconsistency: 
 
  +-------------------------------------------------------------------------------------------+ 
  |                Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |---------------------+-------+-------+---------+---------+-------------+-------------------| 
  |      cita-sert-venl | 1.365 | 1.167 |   1.170 |   0.242 | (0.00,3.65) |             0.283 | 
  |      fluo-sert-traz | 1.173 | 0.839 |   1.398 |   0.162 | (0.00,2.82) |             0.085 | 
  |      amit-bupr-fluo | 1.145 | 0.678 |   1.689 |   0.091 | (0.00,2.47) |             0.000 | 
  |      amit-fluv-sert | 1.105 | 0.612 |   1.806 |   0.071 | (0.00,2.30) |             0.029 | 
  |      cita-fluo-mirt | 1.020 | 0.528 |   1.931 |   0.054 | (0.00,2.05) |             0.000 | 
  |      agom-dulo-esci | 1.002 | 0.724 |   1.384 |   0.166 | (0.00,2.42) |             0.161 | 
  | cita-esci-mirt-paro | 0.981 | 0.557 |   1.763 |   0.078 | (0.00,2.07) |             0.000 | 
  |      cita-mirt-venl | 0.981 | 0.960 |   1.022 |   0.307 | (0.00,2.86) |             0.000 | 
  |      amit-fluv-venl | 0.981 | 0.676 |   1.450 |   0.147 | (0.00,2.31) |             0.042 | 
  | cita-clom-esci-paro | 0.965 | 0.595 |   1.622 |   0.105 | (0.00,2.13) |             0.000 | 
  |      cita-fluv-sert | 0.924 | 1.314 |   0.703 |   0.482 | (0.00,3.50) |             0.484 | 
  |      clom-fluo-fluv | 0.902 | 0.909 |   0.992 |   0.321 | (0.00,2.68) |             0.000 | 
  |      amit-bupr-paro | 0.885 | 0.735 |   1.205 |   0.228 | (0.00,2.32) |             0.040 | 
  |      cita-esci-sert | 0.789 | 0.519 |   1.520 |   0.129 | (0.00,1.81) |             0.043 | 
  |      clom-fluv-paro | 0.776 | 0.881 |   0.881 |   0.379 | (0.00,2.50) |             0.000 | 
  |      cita-clom-fluo | 0.774 | 0.608 |   1.273 |   0.203 | (0.00,1.97) |             0.000 | 
  |      amit-sert-traz | 0.741 | 0.728 |   1.018 |   0.309 | (0.00,2.17) |             0.000 | 
  |      amit-bupr-venl | 0.735 | 0.637 |   1.153 |   0.249 | (0.00,1.98) |             0.000 | 
  |      fluo-nefa-sert | 0.731 | 0.648 |   1.127 |   0.260 | (0.00,2.00) |             0.029 | 
  |      fluv-paro-sert | 0.697 | 0.678 |   1.028 |   0.304 | (0.00,2.03) |             0.033 | 
  | cita-clom-paro-rebo | 0.696 | 0.635 |   1.095 |   0.273 | (0.00,1.94) |             0.000 | 
  |      fluv-mirt-sert | 0.696 | 0.851 |   0.818 |   0.413 | (0.00,2.36) |             0.095 | 
  |      bupr-fluo-traz | 0.692 | 1.269 |   0.545 |   0.586 | (0.00,3.18) |             0.379 | 
  |      fluo-fluv-venl | 0.679 | 0.564 |   1.203 |   0.229 | (0.00,1.79) |             0.009 | 
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  |      miln-paro-sert | 0.675 | 0.614 |   1.100 |   0.271 | (0.00,1.88) |             0.000 | 
  |      mirt-sert-traz | 0.669 | 0.735 |   0.910 |   0.363 | (0.00,2.11) |             0.000 | 
  |      bupr-paro-traz | 0.656 | 0.610 |   1.076 |   0.282 | (0.00,1.85) |             0.000 | 
  |      fluo-mirt-traz | 0.647 | 0.634 |   1.020 |   0.308 | (0.00,1.89) |             0.092 | 
  | amit-mirt-traz-venl | 0.634 | 0.606 |   1.047 |   0.295 | (0.00,1.82) |             0.000 | 
  |      mirt-paro-traz | 0.634 | 0.535 |   1.186 |   0.236 | (0.00,1.68) |             0.027 | 
  |      fluv-mirt-paro | 0.614 | 0.431 |   1.423 |   0.155 | (0.00,1.46) |             0.000 | 
  |      clom-fluv-sert | 0.592 | 1.393 |   0.425 |   0.671 | (0.00,3.32) |             0.288 | 
  |      fluo-nefa-paro | 0.580 | 0.551 |   1.053 |   0.292 | (0.00,1.66) |             0.000 | 
  |      mirt-paro-sert | 0.573 | 0.376 |   1.525 |   0.127 | (0.00,1.31) |             0.000 | 
  | cita-paro-rebo-sert | 0.551 | 0.520 |   1.060 |   0.289 | (0.00,1.57) |             0.007 | 
  |      amit-fluv-paro | 0.549 | 0.469 |   1.170 |   0.242 | (0.00,1.47) |             0.038 | 
  |      esci-fluo-paro | 0.544 | 0.352 |   1.545 |   0.122 | (0.00,1.24) |             0.000 | 
  |      amit-fluo-sert | 0.544 | 0.296 |   1.837 |   0.066 | (0.00,1.12) |             0.000 | 
  |      agom-esci-paro | 0.542 | 0.407 |   1.333 |   0.183 | (0.00,1.34) |             0.000 | 
  |      fluo-fluv-sert | 0.534 | 0.675 |   0.792 |   0.428 | (0.00,1.86) |             0.057 | 
  |      clom-paro-venl | 0.525 | 0.482 |   1.088 |   0.277 | (0.00,1.47) |             0.000 | 
  |      amit-fluv-miln | 0.518 | 0.564 |   0.919 |   0.358 | (0.00,1.62) |             0.009 | 
  |      amit-miln-sert | 0.517 | 0.691 |   0.748 |   0.454 | (0.00,1.87) |             0.000 | 
  | bupr-sert-traz-venl | 0.497 | 1.304 |   0.382 |   0.703 | (0.00,3.05) |             0.330 | 
  |      fluo-paro-rebo | 0.487 | 0.403 |   1.210 |   0.226 | (0.00,1.28) |             0.000 | 
  |      cita-fluo-rebo | 0.449 | 0.437 |   1.028 |   0.304 | (0.00,1.30) |             0.000 | 
  | amit-fluv-mirt-traz | 0.431 | 0.593 |   0.727 |   0.467 | (0.00,1.59) |             0.000 | 
  |      mirt-sert-venl | 0.411 | 0.657 |   0.626 |   0.532 | (0.00,1.70) |             0.112 | 
  |      clom-sert-venl | 0.410 | 0.870 |   0.472 |   0.637 | (0.00,2.12) |             0.221 | 
  |      agom-esci-venl | 0.370 | 0.430 |   0.861 |   0.389 | (0.00,1.21) |             0.000 | 
  |      esci-paro-sert | 0.367 | 0.572 |   0.641 |   0.521 | (0.00,1.49) |             0.060 | 
  |      esci-fluo-sert | 0.363 | 0.523 |   0.693 |   0.488 | (0.00,1.39) |             0.063 | 
  |      cita-fluv-mirt | 0.353 | 0.600 |   0.589 |   0.556 | (0.00,1.53) |             0.000 | 
  |      amit-bupr-traz | 0.348 | 0.731 |   0.476 |   0.634 | (0.00,1.78) |             0.000 | 
  |      amit-fluo-miln | 0.344 | 0.451 |   0.763 |   0.445 | (0.00,1.23) |             0.000 | 
  |      fluo-fluv-mirt | 0.335 | 0.435 |   0.771 |   0.441 | (0.00,1.19) |             0.000 | 
  |      cita-fluo-fluv | 0.331 | 0.479 |   0.691 |   0.489 | (0.00,1.27) |             0.000 | 
  |      fluo-paro-venl | 0.331 | 0.273 |   1.212 |   0.226 | (0.00,0.87) |             0.000 | 
  |      agom-fluo-venl | 0.330 | 0.348 |   0.951 |   0.342 | (0.00,1.01) |             0.022 | 
  |      agom-dulo-paro | 0.329 | 0.354 |   0.929 |   0.353 | (0.00,1.02) |             0.000 | 
  |      cita-esci-fluo | 0.314 | 0.356 |   0.880 |   0.379 | (0.00,1.01) |             0.000 | 
  |      fluo-miln-sert | 0.311 | 0.620 |   0.501 |   0.616 | (0.00,1.53) |             0.006 | 
  |      mirt-paro-venl | 0.303 | 0.324 |   0.937 |   0.349 | (0.00,0.94) |             0.000 | 
  |      clom-paro-sert | 0.297 | 0.418 |   0.710 |   0.478 | (0.00,1.12) |             0.000 | 
  |      amit-fluo-venl | 0.289 | 0.367 |   0.787 |   0.431 | (0.00,1.01) |             0.000 | 
  | cita-fluv-paro-rebo | 0.284 | 0.587 |   0.483 |   0.629 | (0.00,1.43) |             0.000 | 
  | cita-esci-paro-rebo | 0.269 | 0.475 |   0.568 |   0.570 | (0.00,1.20) |             0.000 | 
  |      fluv-sert-venl | 0.249 | 1.253 |   0.199 |   0.842 | (0.00,2.71) |             0.444 | 
  | bupr-mirt-traz-venl | 0.248 | 0.569 |   0.435 |   0.664 | (0.00,1.36) |             0.000 | 
  |      clom-fluo-venl | 0.235 | 0.523 |   0.450 |   0.653 | (0.00,1.26) |             0.003 | 
  |      fluo-paro-sert | 0.215 | 0.292 |   0.736 |   0.461 | (0.00,0.79) |             0.000 | 
  |      cita-clom-fluv | 0.203 | 1.007 |   0.202 |   0.840 | (0.00,2.18) |             0.000 | 
  |      bupr-fluo-paro | 0.197 | 0.585 |   0.336 |   0.737 | (0.00,1.34) |             0.000 | 
  |      dulo-esci-paro | 0.195 | 0.567 |   0.344 |   0.731 | (0.00,1.31) |             0.128 | 
  |      esci-sert-venl | 0.195 | 0.726 |   0.269 |   0.788 | (0.00,1.62) |             0.197 | 
  |      fluo-mirt-paro | 0.193 | 0.289 |   0.667 |   0.505 | (0.00,0.76) |             0.000 | 
  |      amit-paro-sert | 0.185 | 0.310 |   0.597 |   0.551 | (0.00,0.79) |             0.000 | 
  |      agom-fluo-paro | 0.181 | 0.260 |   0.696 |   0.487 | (0.00,0.69) |             0.000 | 
  |      agom-esci-fluo | 0.180 | 0.439 |   0.410 |   0.682 | (0.00,1.04) |             0.021 | 
  |      amit-paro-traz | 0.178 | 0.537 |   0.332 |   0.740 | (0.00,1.23) |             0.042 | 
  |      fluo-paro-traz | 0.178 | 0.423 |   0.419 |   0.675 | (0.00,1.01) |             0.005 | 
  |      fluo-fluv-miln | 0.171 | 0.491 |   0.349 |   0.727 | (0.00,1.13) |             0.000 | 
  |      fluo-mirt-venl | 0.165 | 0.304 |   0.543 |   0.587 | (0.00,0.76) |             0.000 | 
  |      amit-fluo-traz | 0.159 | 0.494 |   0.323 |   0.747 | (0.00,1.13) |             0.000 | 
  |      amit-sert-venl | 0.158 | 0.455 |   0.348 |   0.728 | (0.00,1.05) |             0.020 | 
  |      esci-fluo-venl | 0.145 | 0.376 |   0.386 |   0.700 | (0.00,0.88) |             0.017 | 
  |      fluo-mirt-sert | 0.141 | 0.380 |   0.371 |   0.711 | (0.00,0.89) |             0.005 | 
  |      amit-paro-venl | 0.139 | 0.408 |   0.340 |   0.734 | (0.00,0.94) |             0.011 | 
  |      cita-mirt-sert | 0.137 | 0.572 |   0.239 |   0.811 | (0.00,1.26) |             0.000 | 
  |      dulo-paro-venl | 0.132 | 0.324 |   0.409 |   0.683 | (0.00,0.77) |             0.000 | 
  |      fluo-miln-paro | 0.120 | 0.280 |   0.427 |   0.669 | (0.00,0.67) |             0.000 | 
  |      bupr-fluo-venl | 0.113 | 0.519 |   0.217 |   0.828 | (0.00,1.13) |             0.017 | 
  |      nefa-paro-sert | 0.103 | 0.517 |   0.199 |   0.842 | (0.00,1.12) |             0.000 | 
  |      fluo-sert-venl | 0.092 | 0.377 |   0.245 |   0.807 | (0.00,0.83) |             0.056 | 
  |      fluo-fluv-paro | 0.086 | 0.452 |   0.190 |   0.849 | (0.00,0.97) |             0.000 | 
  |      esci-paro-venl | 0.061 | 0.386 |   0.159 |   0.874 | (0.00,0.82) |             0.000 | 
  |      fluv-miln-sert | 0.056 | 1.119 |   0.050 |   0.960 | (0.00,2.25) |             0.183 | 
  |      clom-fluo-paro | 0.040 | 0.332 |   0.119 |   0.905 | (0.00,0.69) |             0.000 | 
  |      fluv-miln-paro | 0.034 | 0.489 |   0.071 |   0.944 | (0.00,0.99) |             0.000 | 
  |      dulo-esci-venl | 0.025 | 0.477 |   0.053 |   0.958 | (0.00,0.96) |             0.068 | 
  |      clom-fluo-sert | 0.018 | 0.465 |   0.039 |   0.969 | (0.00,0.93) |             0.000 | 
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  | cita-esci-fluv-paro | 0.014 | 0.543 |   0.026 |   0.979 | (0.00,1.08) |             0.000 | 
  |      bupr-paro-venl | 0.012 | 0.506 |   0.025 |   0.980 | (0.00,1.00) |             0.000 | 
  |      clom-fluv-venl | 0.011 | 1.014 |   0.011 |   0.991 | (0.00,2.00) |             0.000 | 
  |      amit-miln-paro | 0.010 | 0.445 |   0.022 |   0.983 | (0.00,0.88) |             0.019 | 
  |      amit-fluo-fluv | 0.008 | 0.410 |   0.021 |   0.984 | (0.00,0.81) |             0.000 | 
  +-------------------------------------------------------------------------------------------+ 
 

8.3.2.2 Side-splitting 

 

Side    Direct                Indirect              Difference 
        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z| 
agom dulo-.1481216  .2591986   .6396765   .1443544  -.7877981   .2966852  0.008 
agom esci .2397861  .2919887  -.0200878   .1419339   .2598739    .324622  0.423 
agom fluo .2563222  .1640613   .0867768   .1358545   .1695453   .2117746  0.423 
agom paro .0186653  .1840965   .2930637   .1290091  -.2743984   .2248431  0.222 
agom venl  .718039  .2363567   .1717818   .1222956   .5462572    .266145  0.040 
amit bupr .5764195  .5237737  -.1900441   .1851085   .7664636   .5555215  0.168 
amit fluo-.4283316   .171572   -.053039   .1028903  -.3752926   .2000564  0.061 
amit fluv-.2776619  .2342912   .1743344   .1498418  -.4519962   .2781556  0.104 
amit miln-.0183109  .3718603  -.0952345   .1431375   .0769236   .3983168  0.847 
amit paro .0086852  .1215845  -.2061398    .115156    .214825   .1671171  0.199 
amit sert-.0302221  .1971315  -.2149731   .1233489   .1847511    .232623  0.427 
amit traz .1442308  .3686544  -.0081396   .1747364   .1523704   .4078954  0.709 
amit venl-.0079104    .30938  -.0192096   .1084152   .0112993   .3279154  0.973 
bupr fluo .1402558  .4130355  -.0847723   .1817897   .2250281   .4512713  0.618 
bupr paro .2883554  .4142058  -.0559859   .1827296   .3443413   .4527212  0.447 
bupr traz-.0800426  .3760925   .2038381   .2334629  -.2838807    .442663  0.521 
bupr venl .1485547  .2342833   .0276953    .229131   .1208594   .3277036  0.712 
cita clom-.4906219  .5060083   .5239905   .1571142  -1.014612   .5298389  0.05 
cita esci-.2911876  .1881383   .0617449   .1674529  -.3529325   .2519925  0.161 
cita fluo-.1420769  .2047063   .1079371   .1357768   -.250014   .2456676  0.309 
cita fluv .3485738  .3337713   .1992701   .1665542   .1493037   .3730196  0.689 
cita mirt .8601197  .4494768   .0046426   .1424429   .8554771   .4715075  0.070 
cita rebo .4728521  .2815487   .5138439   .2320413  -.0409918   .3648463  0.911 
cita sert .4715263  .2515499  -.1245576   .1430265   .5960839   .2891466  0.039 
cita venl 2.154643  .8337837   .1213496   .1259603   2.033294   .8432443  0.016 
clom fluo-.4233596  .2904297   -.395739   .1344692  -.0276206   .3199491  0.931 
clom fluv .6359839  .8155056   -.237897    .160877   .8738809   .8312225  0.293 
clom paro-.4316628  .1363726  -.2031864   .1891448  -.2284764    .233158  0.327 
clom sert-.5923985  .3437739  -.3776454    .146842  -.2147531   .3742026  0.566 
clom venl-.0606247  .4228216  -.2869998   .1366108   .2263751   .4443429  0.610 
dulo esci-.5764256  .2120457  -.3435293   .1584891  -.2328963   .2647957  0.379 
dulo paro -.153148  .1797998   -.320009   .1468818   .1668609   .2322052  0.472 
dulo venl-.4471851  .1833211   .0027329   .1427816   -.449918   .2324948  0.053 
esci fluo-.1682946  .2406889   .1919826    .114824  -.3602772   .2664812  0.176 
esci paro  .318897  .2410639   .1394872   .1171341   .1794098   .2682203  0.504 
esci sert .0617732  .3284748   .1245345    .129822  -.0627614   .3531738  0.859 
esci venl .1086348  .2310139   .3058658   .1250286  -.1972309   .2627265  0.453 
fluo fluv .1544566  .3028321   .2055013   .1327658  -.0510447   .3309703  0.877 
fluo miln .0739673  .2128905   .0652938   .1498162   .0086735   .2603505  0.973 
fluo mirt-.0214108  .2146199   .0732734   .1138881  -.0946842   .2431691  0.697 
fluo nefa .5678896   .453223   .0419022   .2435346   .5259874   .5144989  0.307 
fluo paro-.0520726  .1252834   .0901345   .0810986  -.1422071    .149332  0.341 
fluo rebo .1648873  .2907283    .619195   .2061443  -.4543077   .3563983  0.202 
fluo sert-.1503814  .1554658   .0598886   .1091688  -.2102701   .1900234  0.268 
fluo traz  .419724  .2922967   .0855953    .174006   .3341287   .3401738  0.326 
fluo venl .1256649  .1262349   .1417501   .1008705  -.0160852   .1618434  0.921 
fluv miln-.2603573  .3419958   -.096468   .1703102  -.1638893   .3820285  0.668 
fluv mirt .1584327  .2483018  -.2661683   .1576238    .424601    .294111  0.149 
fluv paro-.2929141  .3263337  -.1260715   .1300402  -.1668426   .3512849  0.635 
fluv sert -.879688   .468195  -.1455606   .1392814  -.7341274    .488769  0.133 
fluv venl-.7075936  .4501581  -.0024729   .1350686  -.7051207   .4699849  0.134 
miln paro .0063752  .1684073  -.0469917   .1689909   .0533669   .2389022  0.823 
miln sert-.5332983   .560766  -.0481639   .1426691  -.4851344   .5786303  0.402 
mirt paro .1618315  .1636529  -.0966993   .1226802   .2585307   .2044442  0.206 
mirt sert -.269815  .2775062  -.0184461   .1272447  -.2513688   .3052882  0.410 
mirt traz-.1623425  .3394146   .2038089   .1838224  -.3661514   .3859961  0.343 
mirt venl .3138311  .1931975  -.0128804   .1251598   .3267116   .2301958  0.156 
nefa paro-.0409628  .3020986  -.1822794   .2994612   .1413166    .425062  0.740 
nefa sert .0016963  .3786828  -.2552128   .2669577    .256909   .4633218  0.579 
paro rebo .7006942  .2684461   .2355098   .2167271   .4651845    .345013  0.178 
paro sert .1390516  .2221847  -.0980123   .1004749   .2370639   .2438279  0.331 
paro traz .2945897  .2838392    .060267   .1755716   .2343226   .3333859  0.482 
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paro venl-.1506307  .2223719    .124587   .0881634  -.2752177    .239216  0.250 
sert traz-.5618102  .6071661   .2399672   .1688958  -.8017774   .6302194  0.203 
sert venl .1844182  .2408344   .1367055   .1118982   .0477128   .2655927  0.857 
 
 

8.3.2.3 Design-by-treatment test 

 

         chi2( 57) =   70.47 

         Prob > chi2 =    0.0544 

 

8.3.3 Efficacy continuous 

8.3.3.1 Loop-specific approach 

 

Loops With Evidence of Statistical Inconsistency: 
 
  +-------------------------------------------------------------------------------------------+ 
  |                Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |---------------------+-------+-------+---------+---------+-------------+-------------------| 
  |      clom-fluo-miln | 1.015 | 0.284 |   3.570 |   0.000 | (0.46,1.57) |             0.000 | 
  | amit-clom-miln-sert | 0.837 | 0.298 |   2.807 |   0.005 | (0.25,1.42) |             0.000 | 
  |      clom-fluv-miln | 0.724 | 0.337 |   2.151 |   0.031 | (0.06,1.38) |             0.000 | 
  |      cita-clom-fluo | 0.590 | 0.257 |   2.293 |   0.022 | (0.09,1.09) |             0.000 | 
  |      agom-dulo-esci | 0.530 | 0.161 |   3.282 |   0.001 | (0.21,0.85) |             0.000 | 
  |      agom-dulo-venl | 0.357 | 0.147 |   2.424 |   0.015 | (0.07,0.65) |             0.000 | 
  +-------------------------------------------------------------------------------------------+ 
 
 Loops Without Evidence of Statistical Inconsistency: 
 
  +-------------------------------------------------------------------------------------------+ 
  |                Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |---------------------+-------+-------+---------+---------+-------------+-------------------| 
  | amit-clom-miln-venl | 0.876 | 0.545 |   1.608 |   0.108 | (0.00,1.94) |             0.053 | 
  |      clom-miln-paro | 0.609 | 0.415 |   1.468 |   0.142 | (0.00,1.42) |             0.038 | 
  |      cita-clom-venl | 0.579 | 0.329 |   1.757 |   0.079 | (0.00,1.22) |             0.000 | 
  |      cita-clom-sert | 0.503 | 0.336 |   1.496 |   0.135 | (0.00,1.16) |             0.017 | 
  |      clom-fluv-sert | 0.436 | 0.296 |   1.473 |   0.141 | (0.00,1.02) |             0.000 | 
  |      clom-fluo-fluv | 0.435 | 0.289 |   1.504 |   0.133 | (0.00,1.00) |             0.000 | 
  |      cita-clom-fluv | 0.403 | 0.328 |   1.229 |   0.219 | (0.00,1.05) |             0.000 | 
  | cita-clom-paro-rebo | 0.380 | 0.611 |   0.622 |   0.534 | (0.00,1.58) |             0.070 | 
  |      fluv-sert-venl | 0.369 | 0.370 |   0.999 |   0.318 | (0.00,1.09) |             0.018 | 
  | cita-clom-mirt-paro | 0.365 | 0.562 |   0.649 |   0.516 | (0.00,1.47) |             0.082 | 
  |      cita-fluv-sert | 0.338 | 0.330 |   1.025 |   0.305 | (0.00,0.99) |             0.023 | 
  |      bupr-sert-traz | 0.321 | 0.569 |   0.564 |   0.573 | (0.00,1.44) |             0.000 | 
  |      dulo-esci-paro | 0.315 | 0.173 |   1.824 |   0.068 | (0.00,0.65) |             0.008 | 
  |      agom-esci-paro | 0.305 | 0.202 |   1.513 |   0.130 | (0.00,0.70) |             0.013 | 
  | cita-esci-fluv-paro | 0.303 | 0.257 |   1.180 |   0.238 | (0.00,0.81) |             0.006 | 
  |      agom-paro-venl | 0.297 | 0.197 |   1.512 |   0.131 | (0.00,0.68) |             0.007 | 
  |      amit-fluv-venl | 0.290 | 0.316 |   0.918 |   0.359 | (0.00,0.91) |             0.000 | 
  |      amit-fluv-miln | 0.284 | 0.379 |   0.749 |   0.454 | (0.00,1.03) |             0.040 | 
  |      clom-fluo-paro | 0.274 | 0.204 |   1.344 |   0.179 | (0.00,0.67) |             0.017 | 
  |      cita-fluo-rebo | 0.273 | 0.189 |   1.442 |   0.149 | (0.00,0.64) |             0.000 | 
  |      bupr-fluo-sert | 0.260 | 0.541 |   0.481 |   0.631 | (0.00,1.32) |             0.000 | 
  |      amit-paro-traz | 0.260 | 0.338 |   0.768 |   0.442 | (0.00,0.92) |             0.016 | 
  |      cita-fluo-fluv | 0.247 | 0.200 |   1.238 |   0.216 | (0.00,0.64) |             0.000 | 
  |      fluv-miln-paro | 0.245 | 0.222 |   1.102 |   0.270 | (0.00,0.68) |             0.000 | 
  | cita-clom-esci-paro | 0.231 | 0.338 |   0.685 |   0.493 | (0.00,0.89) |             0.026 | 
  | amit-bupr-traz-venl | 0.230 | 0.355 |   0.647 |   0.518 | (0.00,0.93) |             0.000 | 
  |      cita-esci-fluo | 0.224 | 0.137 |   1.630 |   0.103 | (0.00,0.49) |             0.000 | 
  |      fluo-paro-rebo | 0.205 | 0.180 |   1.134 |   0.257 | (0.00,0.56) |             0.000 | 
  |      fluo-fluv-venl | 0.200 | 0.298 |   0.672 |   0.502 | (0.00,0.78) |             0.004 | 
  |      bupr-fluo-venl | 0.194 | 0.249 |   0.780 |   0.435 | (0.00,0.68) |             0.006 | 
  |      bupr-fluo-paro | 0.186 | 0.259 |   0.715 |   0.475 | (0.00,0.69) |             0.000 | 
  |      cita-fluo-mirt | 0.175 | 0.225 |   0.778 |   0.437 | (0.00,0.62) |             0.012 | 
  |      cita-esci-venl | 0.171 | 0.214 |   0.796 |   0.426 | (0.00,0.59) |             0.005 | 
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  |      amit-fluo-traz | 0.167 | 0.409 |   0.407 |   0.684 | (0.00,0.97) |             0.030 | 
  | cita-esci-mirt-paro | 0.166 | 0.297 |   0.560 |   0.576 | (0.00,0.75) |             0.029 | 
  |      clom-paro-sert | 0.166 | 0.310 |   0.535 |   0.593 | (0.00,0.77) |             0.040 | 
  |      fluo-fluv-sert | 0.157 | 0.205 |   0.766 |   0.444 | (0.00,0.56) |             0.000 | 
  |      clom-fluo-sert | 0.156 | 0.199 |   0.785 |   0.432 | (0.00,0.55) |             0.000 | 
  | cita-fluv-paro-rebo | 0.154 | 0.265 |   0.581 |   0.561 | (0.00,0.67) |             0.000 | 
  |      esci-fluo-venl | 0.151 | 0.166 |   0.913 |   0.361 | (0.00,0.48) |             0.006 | 
  | cita-esci-paro-rebo | 0.148 | 0.235 |   0.630 |   0.529 | (0.00,0.61) |             0.008 | 
  |      esci-fluo-paro | 0.148 | 0.143 |   1.030 |   0.303 | (0.00,0.43) |             0.003 | 
  |      fluo-paro-traz | 0.147 | 0.226 |   0.648 |   0.517 | (0.00,0.59) |             0.005 | 
  |      fluo-sert-traz | 0.146 | 0.270 |   0.540 |   0.589 | (0.00,0.67) |             0.002 | 
  |      fluo-fluv-miln | 0.144 | 0.221 |   0.652 |   0.514 | (0.00,0.58) |             0.000 | 
  |      esci-fluo-sert | 0.141 | 0.159 |   0.890 |   0.374 | (0.00,0.45) |             0.000 | 
  |      cita-esci-sert | 0.138 | 0.184 |   0.753 |   0.452 | (0.00,0.50) |             0.009 | 
  |      clom-fluv-paro | 0.138 | 0.394 |   0.350 |   0.727 | (0.00,0.91) |             0.049 | 
  |      fluo-rebo-venl | 0.137 | 0.227 |   0.605 |   0.545 | (0.00,0.58) |             0.005 | 
  |      clom-fluv-venl | 0.131 | 0.394 |   0.332 |   0.740 | (0.00,0.90) |             0.000 | 
  |      fluv-paro-sert | 0.130 | 0.238 |   0.547 |   0.585 | (0.00,0.60) |             0.000 | 
  |      dulo-paro-venl | 0.126 | 0.151 |   0.838 |   0.402 | (0.00,0.42) |             0.000 | 
  |      bupr-paro-sert | 0.126 | 0.540 |   0.233 |   0.816 | (0.00,1.18) |             0.000 | 
  |      fluo-miln-paro | 0.125 | 0.150 |   0.833 |   0.405 | (0.00,0.42) |             0.000 | 
  |      amit-paro-venl | 0.116 | 0.260 |   0.448 |   0.654 | (0.00,0.63) |             0.019 | 
  |      fluo-paro-venl | 0.116 | 0.138 |   0.834 |   0.404 | (0.00,0.39) |             0.002 | 
  |      agom-fluo-paro | 0.112 | 0.123 |   0.911 |   0.362 | (0.00,0.35) |             0.003 | 
  |      agom-esci-venl | 0.108 | 0.177 |   0.610 |   0.542 | (0.00,0.46) |             0.005 | 
  |      fluo-mirt-venl | 0.106 | 0.168 |   0.632 |   0.527 | (0.00,0.44) |             0.010 | 
  |      fluv-mirt-venl | 0.106 | 0.351 |   0.301 |   0.763 | (0.00,0.79) |             0.019 | 
  |      amit-fluv-paro | 0.105 | 0.285 |   0.369 |   0.712 | (0.00,0.66) |             0.016 | 
  |      fluo-mirt-paro | 0.103 | 0.188 |   0.547 |   0.584 | (0.00,0.47) |             0.025 | 
  |      cita-fluv-mirt | 0.102 | 0.208 |   0.490 |   0.624 | (0.00,0.51) |             0.000 | 
  |      mirt-paro-venl | 0.097 | 0.405 |   0.240 |   0.811 | (0.00,0.89) |             0.068 | 
  |      clom-fluo-venl | 0.092 | 0.257 |   0.359 |   0.720 | (0.00,0.60) |             0.002 | 
  |      cita-fluo-venl | 0.092 | 0.209 |   0.441 |   0.659 | (0.00,0.50) |             0.005 | 
  |      bupr-paro-venl | 0.092 | 0.234 |   0.392 |   0.695 | (0.00,0.55) |             0.000 | 
  |      agom-fluo-venl | 0.084 | 0.144 |   0.581 |   0.561 | (0.00,0.37) |             0.007 | 
  |      amit-fluo-fluv | 0.079 | 0.221 |   0.358 |   0.720 | (0.00,0.51) |             0.004 | 
  |      agom-dulo-paro | 0.078 | 0.186 |   0.420 |   0.675 | (0.00,0.44) |             0.007 | 
  |      dulo-esci-venl | 0.078 | 0.145 |   0.540 |   0.589 | (0.00,0.36) |             0.000 | 
  |      bupr-fluo-traz | 0.077 | 0.314 |   0.247 |   0.805 | (0.00,0.69) |             0.000 | 
  |      fluo-nefa-paro | 0.074 | 0.213 |   0.350 |   0.726 | (0.00,0.49) |             0.000 | 
  |      amit-fluo-miln | 0.074 | 0.288 |   0.257 |   0.797 | (0.00,0.64) |             0.023 | 
  |      fluv-mirt-paro | 0.072 | 0.357 |   0.202 |   0.840 | (0.00,0.77) |             0.065 | 
  |      clom-paro-venl | 0.071 | 0.519 |   0.137 |   0.891 | (0.00,1.09) |             0.070 | 
  |      amit-fluo-sert | 0.070 | 0.132 |   0.533 |   0.594 | (0.00,0.33) |             0.000 | 
  |      amit-sert-venl | 0.066 | 0.190 |   0.349 |   0.727 | (0.00,0.44) |             0.001 | 
  |      nefa-paro-sert | 0.064 | 0.229 |   0.278 |   0.781 | (0.00,0.51) |             0.000 | 
  |      bupr-paro-traz | 0.058 | 0.281 |   0.205 |   0.838 | (0.00,0.61) |             0.000 | 
  |      amit-miln-paro | 0.058 | 0.236 |   0.244 |   0.807 | (0.00,0.52) |             0.017 | 
  |      cita-fluo-sert | 0.057 | 0.133 |   0.428 |   0.669 | (0.00,0.32) |             0.000 | 
  |      bupr-sert-venl | 0.052 | 0.528 |   0.099 |   0.921 | (0.00,1.09) |             0.000 | 
  |      fluo-fluv-mirt | 0.047 | 0.238 |   0.197 |   0.844 | (0.00,0.51) |             0.018 | 
  |      esci-paro-sert | 0.046 | 0.193 |   0.238 |   0.812 | (0.00,0.43) |             0.009 | 
  |      cita-fluv-venl | 0.045 | 0.332 |   0.136 |   0.892 | (0.00,0.70) |             0.000 | 
  |      fluo-paro-sert | 0.043 | 0.124 |   0.351 |   0.725 | (0.00,0.29) |             0.000 | 
  | cita-paro-rebo-sert | 0.042 | 0.343 |   0.122 |   0.903 | (0.00,0.71) |             0.018 | 
  |      agom-esci-fluo | 0.041 | 0.162 |   0.254 |   0.799 | (0.00,0.36) |             0.003 | 
  |      fluo-nefa-sert | 0.040 | 0.240 |   0.169 |   0.866 | (0.00,0.51) |             0.000 | 
  |      cita-mirt-venl | 0.040 | 0.224 |   0.180 |   0.857 | (0.00,0.48) |             0.000 | 
  |      cita-rebo-venl | 0.039 | 0.252 |   0.153 |   0.878 | (0.00,0.53) |             0.000 | 
  |      amit-sert-traz | 0.028 | 0.321 |   0.088 |   0.930 | (0.00,0.66) |             0.000 | 
  |      amit-fluo-venl | 0.025 | 0.173 |   0.144 |   0.885 | (0.00,0.37) |             0.007 | 
  |      fluo-fluv-paro | 0.024 | 0.211 |   0.116 |   0.908 | (0.00,0.44) |             0.000 | 
  | cita-mirt-paro-rebo | 0.022 | 0.624 |   0.036 |   0.972 | (0.00,1.24) |             0.099 | 
  |      amit-paro-sert | 0.021 | 0.162 |   0.129 |   0.897 | (0.00,0.34) |             0.008 | 
  |      amit-fluv-sert | 0.010 | 0.224 |   0.047 |   0.963 | (0.00,0.45) |             0.000 | 
  | cita-mirt-paro-sert | 0.009 | 0.434 |   0.020 |   0.984 | (0.00,0.86) |             0.056 | 
  |      amit-fluo-paro | 0.004 | 0.124 |   0.036 |   0.972 | (0.00,0.25) |             0.008 | 
  |      fluo-sert-venl | 0.004 | 0.143 |   0.029 |   0.977 | (0.00,0.28) |             0.001 | 
  |      esci-sert-venl | 0.003 | 0.231 |   0.012 |   0.990 | (0.00,0.45) |             0.014 | 
  +-------------------------------------------------------------------------------------------+ 
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8.3.3.2 Side-splitting 

 

Side    Direct                Indirect              Difference 
        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z| 
agom dulo-.2372621  .1246922   -.004516   .0723209  -.2327461   .1441474  0.106 
agom esci .1064611  .1096172  -.1554867   .0623718   .2619478   .1260936  0.038 
agom fluo .0646071  .0831887   .0763364   .0619722  -.0117294    .103677  0.910 
agom paro-.1564327  .0925606   .0060971   .0591666  -.1625298   .1099062  0.139 
agom venl .0617733  .0982373  -.0648789   .0603852   .1266522    .115314  0.272 
amit fluo .1707998    .08211   .1722394   .0530301  -.0014395   .0977522  0.988 
amit fluv-.0219119  .1619977   .1455029   .0700747  -.1674148   .1765041  0.343 
amit miln .0902417  .1542771   .1168112   .0765152  -.0265695   .1722542  0.877 
amit paro .0692971  .0621417   .0503619   .0583015   .0189352   .0852328  0.824 
amit sert .1601147  .0944628   .1115442   .0603864   .0485704   .1121158  0.665 
amit traz .0020891  .2622183      .1659   .0938482  -.1638109   .2785065  0.556 
amit venl .1070927  .1354572   .0637587   .0545633   .0433339   .1460585  0.767 
bupr fluo .2774453  .2004499   .1032407   .1014366   .1742046   .2246542  0.438 
bupr paro-.0140928  .1915195   .0380372   .1034224    -.05213   .2176601  0.811 
bupr sert-.0629924  .5102624   .0982792   .0973715  -.1612716   .5194698  0.756 
bupr traz .1271642  .2064127   .1091969   .1304603   .0179673   .2441845  0.941 
bupr venl-.0013175  .1368964   .0663124   .1202997  -.0676299   .1822433  0.711 
cita clom-.3747901  .2140697  -.0049093   .0708785  -.3698808   .2254985  0.101 
cita esci-.1688673  .0615004  -.0087766   .0715224  -.1600908   .0943031  0.090 
cita fluo .0540477  .0990789     .06396   .0545127  -.0099124    .113088  0.930 
cita fluv .1855169  .1567446  -.0290573   .0727418   .2145742   .1728012  0.214 
cita mirt .0202473  .1455782  -.1002115   .0687101   .1204587   .1609785  0.454 
cita rebo .2558838  .1372913    .085245   .0978406   .1706387   .1685873  0.311 
cita sert .0320441  .1003025   .0087544   .0633933   .0232897   .1186685  0.844 
cita venl .0658868  .1827417  -.0498076   .0544945   .1156944   .1906939  0.544 
clom fluo-.1599586  .1496697   .1510045   .0643846  -.3109631   .1629168  0.056 
clom fluv .1574928  .2281729   .0383311   .0783087   .1191617   .2412369  0.621 
clom miln  .688798  .2257066  -.0406472   .0805896   .7294452   .2396626  0.002 
clom paro-.0048725  .0757833  -.0132244   .0809899   .0083519   .1108997  0.940 
clom sert -.086769  .1376204   .0958134   .0712522  -.1825824   .1550196  0.239 
clom venl-.1378385  .2185344   .0142365   .0656801   -.152075    .228191  0.505 
dulo esci-.1926235  .1003116   .0546759   .0711967  -.2472994   .1230103  0.044 
dulo paro .1576163  .0918776  -.0540704   .0687091   .2116868   .1147619  0.065 
dulo venl-.0580184  .0909714   .0879704     .07111  -.1459888   .1154285  0.206 
esci fluo-.0005546  .1113246   .1931755   .0485245  -.1937301   .1214485  0.111 
esci paro .0383115  .0922882   .0533117   .0522797  -.0150001   .1060485  0.888 
esci sert .0591822  .1211814   .1291358   .0579021  -.0699536   .1343053  0.602 
esci venl  .065861  .1078968   .0588171   .0536147   .0070439    .120589  0.953 
fluo fluv-.1126686  .1351202  -.0390349   .0643987  -.0736337   .1497068  0.623 
fluo miln-.1652961  .1471023  -.0352478   .0717488  -.1300483   .1636673  0.427 
fluo mirt-.1964439  .0988048   -.117288   .0623759  -.0791559   .1170072  0.499 
fluo nefa -.040939  .1653198   .0047798   .1190907  -.0457188   .2037492  0.822 
fluo paro-.1048271  .0619164  -.1159429   .0404309   .0111158   .0739577  0.881 
fluo rebo -.066511  .1413458   .1407458   .0894675  -.2072568   .1673351  0.216 
fluo sert-.0839804  .0757402  -.0282443   .0521699  -.0557361   .0919646  0.544 
fluo traz-.0545399  .1809548  -.0162014   .0950267  -.0383385    .204651  0.851 
fluo venl-.0853557  .0597703  -.1130421   .0482949   .0276864   .0769361  0.719 
fluv miln-.1922666  .1474932   .0570737   .0873882  -.2493403   .1714301  0.146 
fluv mirt-.0637746  .1144129  -.0988758   .0807128   .0351013   .1400172  0.802 
fluv paro-.0120494  .1727242   -.066089   .0620355   .0540395   .1835298  0.768 
fluv sert .1942694  .1613438  -.0281696   .0693959    .222439   .1756396  0.205 
fluv venl-.1647312  .2664656  -.0424986   .0645521  -.1222327   .2741731  0.656 
miln paro-.0658244  .0873911  -.0389923   .0870669  -.0268321   .1233602  0.828 
mirt paro .0551035  .0895213   .0124208   .0652775   .0426828   .1112353  0.701 
mirt venl .0052368  .1072257   .0499178   .0652481   -.044681   .1255176  0.722 
nefa paro-.1476319  .1467949  -.0670285   .1276729  -.0806034    .194544  0.679 
nefa sert-4.77e-09  .1852943  -.0494861   .1172212   .0494861   .2192596  0.821 
paro rebo  .238503  .1386985   .1733964   .0926324   .0651066   .1667873  0.696 
paro sert .0699296  .1041508   .0656133   .0490683   .0043163   .1151462  0.970 
paro traz .1938981  .1260637   .0092994   .1088734   .1845987   .1666091  0.268 
paro venl-.0787694  .1351125   .0194973    .042685  -.0982667   .1416948  0.488 
rebo venl-.1513167  .1745292  -.1910701   .0883765   .0397534   .1956293  0.839 
sert traz-.1307873  .1984509   .0583241   .0973059  -.1891114   .2210231  0.392 
sert venl .0093521  .1260996  -.0673504   .0530686   .0767025   .1368114  0.575 
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8.3.3.3 Design-by-treatment test 

 

         chi2( 55) =   42.81 

         Prob > chi2 =    0.8145 

 

8.3.4 Remission 

8.3.4.1 Loop-specific approach 

 

Loops With Evidence of Statistical Inconsistency: 
 
  +--------------------------------------------------------------------------------------+ 
  |           Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |----------------+-------+-------+---------+---------+-------------+-------------------| 
  | cita-clom-venl | 2.334 | 0.710 |   3.288 |   0.001 | (0.94,3.73) |             0.000 | 
  | cita-clom-fluo | 1.707 | 0.493 |   3.464 |   0.001 | (0.74,2.67) |             0.000 | 
  | cita-esci-venl | 1.345 | 0.639 |   2.103 |   0.035 | (0.09,2.60) |             0.184 | 
  | cita-clom-sert | 1.332 | 0.573 |   2.323 |   0.020 | (0.21,2.46) |             0.031 | 
  | clom-fluo-miln | 1.108 | 0.543 |   2.041 |   0.041 | (0.04,2.17) |             0.000 | 
  | agom-dulo-esci | 1.088 | 0.350 |   3.105 |   0.002 | (0.40,1.77) |             0.000 | 
  | agom-dulo-venl | 1.006 | 0.326 |   3.090 |   0.002 | (0.37,1.64) |             0.000 | 
  | cita-fluo-venl | 0.782 | 0.395 |   1.977 |   0.048 | (0.01,1.56) |             0.009 | 
  | fluo-paro-venl | 0.533 | 0.258 |   2.063 |   0.039 | (0.03,1.04) |             0.009 | 
  +--------------------------------------------------------------------------------------+ 
 
 Loops Without Evidence of Statistical Inconsistency: 
 
  +-------------------------------------------------------------------------------------------+ 
  |                Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |---------------------+-------+-------+---------+---------+-------------+-------------------| 
  | cita-clom-mirt-paro | 1.447 | 0.797 |   1.814 |   0.070 | (0.00,3.01) |             0.111 | 
  |      cita-clom-fluv | 1.444 | 0.783 |   1.846 |   0.065 | (0.00,2.98) |             0.000 | 
  |      bupr-sert-traz | 1.428 | 1.218 |   1.173 |   0.241 | (0.00,3.82) |             0.000 | 
  | cita-clom-paro-rebo | 1.322 | 1.085 |   1.219 |   0.223 | (0.00,3.45) |             0.206 | 
  |      cita-sert-venl | 1.159 | 0.675 |   1.717 |   0.086 | (0.00,2.48) |             0.189 | 
  |      cita-fluv-sert | 1.032 | 0.743 |   1.389 |   0.165 | (0.00,2.49) |             0.111 | 
  |      clom-fluo-fluv | 0.959 | 0.604 |   1.588 |   0.112 | (0.00,2.14) |             0.000 | 
  |      agom-paro-venl | 0.938 | 0.486 |   1.931 |   0.053 | (0.00,1.89) |             0.070 | 
  | cita-esci-fluv-paro | 0.919 | 0.861 |   1.067 |   0.286 | (0.00,2.61) |             0.157 | 
  |      clom-fluv-sert | 0.906 | 0.649 |   1.397 |   0.162 | (0.00,2.18) |             0.000 | 
  |      bupr-sert-venl | 0.889 | 1.288 |   0.691 |   0.490 | (0.00,3.41) |             0.157 | 
  | cita-clom-esci-paro | 0.843 | 0.792 |   1.064 |   0.287 | (0.00,2.39) |             0.180 | 
  |      fluv-mirt-venl | 0.841 | 0.515 |   1.632 |   0.103 | (0.00,1.85) |             0.000 | 
  |      bupr-paro-venl | 0.828 | 0.480 |   1.726 |   0.084 | (0.00,1.77) |             0.000 | 
  |      cita-fluv-venl | 0.797 | 0.700 |   1.138 |   0.255 | (0.00,2.17) |             0.000 | 
  |      cita-esci-fluo | 0.790 | 0.507 |   1.558 |   0.119 | (0.00,1.78) |             0.143 | 
  |      fluo-fluv-venl | 0.738 | 0.502 |   1.469 |   0.142 | (0.00,1.72) |             0.000 | 
  |      paro-sert-traz | 0.720 | 0.478 |   1.507 |   0.132 | (0.00,1.66) |             0.000 | 
  |      cita-mirt-venl | 0.706 | 0.733 |   0.963 |   0.335 | (0.00,2.14) |             0.102 | 
  |      cita-fluo-fluv | 0.696 | 0.536 |   1.298 |   0.194 | (0.00,1.75) |             0.000 | 
  |      cita-fluv-mirt | 0.674 | 0.551 |   1.222 |   0.222 | (0.00,1.75) |             0.000 | 
  |      amit-sert-traz | 0.666 | 0.502 |   1.328 |   0.184 | (0.00,1.65) |             0.000 | 
  |      cita-esci-sert | 0.615 | 0.559 |   1.101 |   0.271 | (0.00,1.71) |             0.189 | 
  | cita-esci-mirt-paro | 0.607 | 0.615 |   0.988 |   0.323 | (0.00,1.81) |             0.126 | 
  |      clom-fluo-paro | 0.604 | 0.363 |   1.663 |   0.096 | (0.00,1.32) |             0.063 | 
  |      esci-fluo-paro | 0.563 | 0.291 |   1.938 |   0.053 | (0.00,1.13) |             0.010 | 
  |      fluo-sert-traz | 0.535 | 0.480 |   1.115 |   0.265 | (0.00,1.47) |             0.000 | 
  |      bupr-fluo-sert | 0.534 | 1.180 |   0.453 |   0.651 | (0.00,2.85) |             0.000 | 
  |      amit-fluo-miln | 0.526 | 0.499 |   1.055 |   0.292 | (0.00,1.50) |             0.000 | 
  |      amit-fluv-venl | 0.502 | 0.649 |   0.773 |   0.439 | (0.00,1.77) |             0.043 | 
  |      agom-esci-paro | 0.483 | 0.342 |   1.413 |   0.158 | (0.00,1.15) |             0.018 | 
  | cita-esci-paro-rebo | 0.479 | 0.792 |   0.605 |   0.545 | (0.00,2.03) |             0.169 | 
  |      bupr-paro-traz | 0.474 | 0.593 |   0.800 |   0.424 | (0.00,1.64) |             0.000 | 
  |      fluv-paro-sert | 0.445 | 0.522 |   0.852 |   0.394 | (0.00,1.47) |             0.000 | 
  |      fluv-mirt-paro | 0.433 | 0.446 |   0.971 |   0.332 | (0.00,1.31) |             0.000 | 
  |      clom-miln-paro | 0.432 | 0.722 |   0.598 |   0.550 | (0.00,1.85) |             0.111 | 
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  | cita-fluv-paro-rebo | 0.431 | 0.661 |   0.652 |   0.514 | (0.00,1.73) |             0.000 | 
  |      esci-paro-venl | 0.427 | 0.503 |   0.849 |   0.396 | (0.00,1.41) |             0.082 | 
  |      esci-sert-venl | 0.418 | 0.401 |   1.043 |   0.297 | (0.00,1.20) |             0.025 | 
  |      clom-fluo-sert | 0.400 | 0.373 |   1.072 |   0.284 | (0.00,1.13) |             0.000 | 
  |      amit-miln-paro | 0.380 | 0.405 |   0.937 |   0.349 | (0.00,1.17) |             0.000 | 
  |      agom-fluo-venl | 0.368 | 0.237 |   1.550 |   0.121 | (0.00,0.83) |             0.000 | 
  |      mirt-paro-venl | 0.366 | 0.416 |   0.880 |   0.379 | (0.00,1.18) |             0.048 | 
  |      amit-nefa-paro | 0.362 | 0.754 |   0.480 |   0.631 | (0.00,1.84) |             0.000 | 
  |      bupr-fluo-traz | 0.359 | 0.636 |   0.565 |   0.572 | (0.00,1.61) |             0.000 | 
  |      amit-paro-venl | 0.352 | 0.409 |   0.861 |   0.389 | (0.00,1.15) |             0.031 | 
  |      fluo-fluv-sert | 0.347 | 0.429 |   0.808 |   0.419 | (0.00,1.19) |             0.000 | 
  |      agom-dulo-paro | 0.343 | 0.381 |   0.900 |   0.368 | (0.00,1.09) |             0.022 | 
  |      amit-fluo-nefa | 0.327 | 0.775 |   0.421 |   0.674 | (0.00,1.85) |             0.000 | 
  |      esci-fluo-venl | 0.323 | 0.289 |   1.120 |   0.263 | (0.00,0.89) |             0.000  
  |      esci-paro-sert | 0.319 | 0.324 |   0.987 |   0.324 | (0.00,0.95) |             0.002 | 
  |      paro-sert-venl | 0.312 | 0.573 |   0.544 |   0.586 | (0.00,1.43) |             0.143 | 
  |      amit-fluv-sert | 0.310 | 0.442 |   0.702 |   0.483 | (0.00,1.18) |             0.000 | 
  |      clom-fluv-paro | 0.309 | 0.801 |   0.386 |   0.700 | (0.00,1.88) |             0.145 | 
  | amit-clom-miln-venl | 0.307 | 0.769 |   0.400 |   0.689 | (0.00,1.81) |             0.000 | 
  |      fluo-sert-venl | 0.294 | 0.244 |   1.202 |   0.229 | (0.00,0.77) |             0.000 | 
  |      cita-fluo-rebo | 0.293 | 0.380 |   0.772 |   0.440 | (0.00,1.04) |             0.000 | 
  |      fluo-nefa-sert | 0.291 | 0.541 |   0.538 |   0.591 | (0.00,1.35) |             0.000 | 
  | amit-clom-miln-sert | 0.289 | 0.624 |   0.463 |   0.643 | (0.00,1.51) |             0.000 | 
  |      nefa-paro-sert | 0.286 | 0.533 |   0.537 |   0.592 | (0.00,1.33) |             0.000 | 
  | amit-clom-fluv-miln | 0.280 | 0.877 |   0.320 |   0.749 | (0.00,2.00) |             0.056 | 
  |      fluo-mirt-paro | 0.268 | 0.256 |   1.046 |   0.296 | (0.00,0.77) |             0.000 | 
  |      clom-paro-venl | 0.262 | 0.917 |   0.286 |   0.775 | (0.00,2.06) |             0.238 | 
  |      bupr-fluo-paro | 0.251 | 0.583 |   0.430 |   0.667 | (0.00,1.39) |             0.005 | 
  |      cita-rebo-venl | 0.248 | 0.539 |   0.461 |   0.645 | (0.00,1.30) |             0.000 | 
  |      dulo-esci-paro | 0.247 | 0.299 |   0.827 |   0.408 | (0.00,0.83) |             0.010 | 
  |      mirt-sert-venl | 0.242 | 0.507 |   0.477 |   0.633 | (0.00,1.23) |             0.069 | 
  |      amit-fluo-traz | 0.238 | 0.434 |   0.547 |   0.584 | (0.00,1.09) |             0.000 | 
  |      bupr-paro-sert | 0.235 | 1.170 |   0.200 |   0.841 | (0.00,2.53) |             0.000 | 
  |      dulo-paro-venl | 0.232 | 0.455 |   0.509 |   0.611 | (0.00,1.12) |             0.055 | 
  |      fluo-rebo-venl | 0.214 | 0.454 |   0.470 |   0.638 | (0.00,1.10) |             0.000 | 
  |      esci-fluo-sert | 0.201 | 0.325 |   0.618 |   0.537 | (0.00,0.84) |             0.000 | 
  |      fluv-mirt-sert | 0.188 | 0.547 |   0.343 |   0.731 | (0.00,1.26) |             0.051 | 
  | cita-mirt-paro-rebo | 0.185 | 0.456 |   0.405 |   0.685 | (0.00,1.08) |             0.006 | 
  |      mirt-paro-sert | 0.175 | 0.317 |   0.554 |   0.580 | (0.00,0.80) |             0.001 | 
  |      cita-mirt-sert | 0.173 | 0.650 |   0.266 |   0.790 | (0.00,1.45) |             0.112 | 
  |      amit-fluo-venl | 0.146 | 0.323 |   0.454 |   0.650 | (0.00,0.78) |             0.000 | 
  |      cita-fluo-mirt | 0.143 | 0.360 |   0.398 |   0.690 | (0.00,0.85) |             0.004 | 
  |      amit-nefa-sert | 0.142 | 0.781 |   0.182 |   0.856 | (0.00,1.67) |             0.000 | 
  |      fluo-paro-traz | 0.137 | 0.396 |   0.347 |   0.729 | (0.00,0.91) |             0.000 | 
  |      clom-fluo-venl | 0.129 | 0.536 |   0.240 |   0.811 | (0.00,1.18) |             0.000 | 
  | cita-paro-rebo-sert | 0.128 | 0.562 |   0.228 |   0.820 | (0.00,1.23) |             0.048 | 
  |      clom-paro-sert | 0.121 | 0.563 |   0.215 |   0.830 | (0.00,1.22) |             0.114 | 
  |      dulo-esci-venl | 0.120 | 0.305 |   0.394 |   0.694 | (0.00,0.72) |             0.000 | 
  |      fluo-fluv-mirt | 0.115 | 0.366 |   0.316 |   0.752 | (0.00,0.83) |             0.000 | 
  |      amit-fluo-sert | 0.106 | 0.265 |   0.401 |   0.688 | (0.00,0.63) |             0.000 | 
  |      clom-fluv-venl | 0.093 | 0.810 |   0.114 |   0.909 | (0.00,1.68) |             0.000 | 
  |      amit-fluo-paro | 0.088 | 0.220 |   0.402 |   0.688 | (0.00,0.52) |             0.000 | 
  |      agom-fluo-paro | 0.080 | 0.285 |   0.282 |   0.778 | (0.00,0.64) |             0.021 | 
  |      fluo-paro-rebo | 0.078 | 0.365 |   0.215 |   0.830 | (0.00,0.79) |             0.000 | 
  | amit-bupr-traz-venl | 0.076 | 0.606 |   0.125 |   0.901 | (0.00,1.26) |             0.000 | 
  |      amit-fluo-fluv | 0.069 | 0.384 |   0.181 |   0.857 | (0.00,0.82) |             0.000 | 
  |      fluo-paro-sert | 0.069 | 0.254 |   0.272 |   0.785 | (0.00,0.57) |             0.000 | 
  |      amit-paro-sert | 0.066 | 0.271 |   0.244 |   0.808 | (0.00,0.60) |             0.000 | 
  |      amit-fluv-paro | 0.062 | 0.484 |   0.128 |   0.898 | (0.00,1.01) |             0.015 | 
  |      fluo-miln-paro | 0.058 | 0.345 |   0.168 |   0.867 | (0.00,0.73) |             0.000 | 
  |      fluo-nefa-paro | 0.053 | 0.517 |   0.103 |   0.918 | (0.00,1.07) |             0.000 | 
  |      bupr-fluo-venl | 0.051 | 0.490 |   0.104 |   0.917 | (0.00,1.01) |             0.000 | 
  |      fluo-fluv-paro | 0.050 | 0.465 |   0.108 |   0.914 | (0.00,0.96) |             0.000 | 
  |      cita-fluo-sert | 0.050 | 0.291 |   0.171 |   0.864 | (0.00,0.62) |             0.010 | 
  |      fluo-mirt-sert | 0.044 | 0.308 |   0.142 |   0.887 | (0.00,0.65) |             0.000 | 
  |      amit-sert-venl | 0.041 | 0.375 |   0.110 |   0.913 | (0.00,0.78) |             0.001 | 
  |      agom-esci-venl | 0.039 | 0.330 |   0.118 |   0.906 | (0.00,0.69) |             0.000 | 
  |      clom-sert-venl | 0.023 | 0.694 |   0.033 |   0.974 | (0.00,1.38) |             0.080 | 
  |      fluo-mirt-venl | 0.012 | 0.289 |   0.042 |   0.966 | (0.00,0.58) |             0.000 | 
  |      amit-paro-traz | 0.012 | 0.409 |   0.029 |   0.977 | (0.00,0.81) |             0.003 | 
  |      agom-esci-fluo | 0.005 | 0.310 |   0.017 |   0.986 | (0.00,0.61) |             0.000 | 
  +-------------------------------------------------------------------------------------------+ 
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8.3.4.2 Side-splitting 

 

Side    Direct                Indirect              Difference 
        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z| 
agom dulo .6234503  .2592641  -.0729466   .1430137   .6963969   .2960926  0.019 
agom esci-.2207425  .2303707   .2382185   .1287231   -.458961   .2638932  0.082 
agom fluo .0370261  .1725256  -.1067063   .1276805   .1437324   .2145508  0.503 
agom paro   .19437  .1950423   .0059383   .1237384   .1884317   .2310855  0.415 
agom venl-.2595933  .2023589    .182695   .1211126  -.4422883   .2358413  0.061 
amit fluo-.1433022   .159218  -.1483395   .1042078   .0050373   .1904468  0.979 
amit fluv-.0600327  .2709023  -.0711222   .1542565   .0110895   .3115862  0.972 
amit miln-.4157296   .399406  -.0749736    .164075   -.340756   .4317937  0.430 
amit nefa .0953102  .6811125  -.2002606   .2327999   .2955708   .7197986  0.681 
amit paro-.0102981   .122258  -.0495495   .1146336   .0392513   .1676749  0.815 
amit sert-.1118952  .1957148  -.1034456   .1150287  -.0084496   .2270131  0.970 
amit traz-.3104324  .3156806  -.1409792   .1849787  -.1694532   .3658706  0.643 
amit venl .0626154  .2929606  -.0366823   .1049696   .0992978    .311206  0.750 
bupr fluo-.4560423  .4467389  -.4547051   .2084543  -.0013371   .4929797  0.998 
bupr paro .0285874  .4007722  -.4448935   .2142873   .4734809   .4544638  0.297 
bupr sert .2231389   1.10581  -.4347678    .200193   .6579067   1.123785  0.558 
bupr traz-.7463913  .4157567  -.3945967   .2581918  -.3517946   .4894044  0.472 
bupr venl-.4392146  .2829709  -.2495941   .2517055  -.1896205   .3787192  0.617 
cita clom 1.298033  .4297473   .0577907    .138904   1.240243   .4516382  0.006 
cita esci .4928984  .1173185  -.1213499   .1382455   .6142483     .18149  0.001 
cita fluo-.0584436  .1914976   .0917294    .110443  -.1501731    .221089  0.497 
cita fluv-.5833963  .4693608   .2066134    .150065  -.7900097   .4927667  0.109 
cita mirt-.0870114  .2986062   .2002014   .1327638  -.2872127   .3267903  0.379 
cita rebo-.4534166  .2685338  -.0432042   .1990596  -.4102124   .3342681  0.220 
cita sert .0501854   .206055   .1119497    .123842  -.0617643   .2404041  0.797 
cita venl-.7682205  .3517416   .2646464   .1096716  -1.032867   .3690367  0.005 
clom fluo .3421894  .2431069  -.2460549   .1275312   .5882444   .2743276  0.032 
clom fluv-.4363221  .5106611  -.0021753    .162141  -.4341468   .5357873  0.418 
clom miln -.498664   .418871  -.0256673   .1777178  -.4729968   .4550126  0.29 
clom paro-.0319974   .148244   .0253304   .1569356  -.0573279   .2158805  0.791 
clom sert .0911531  .2859228  -.1182206   .1362064   .2093737   .3167069  0.509 
clom venl .2876819  .5005675  -.0176248   .1262816   .3053067   .5162507  0.554 
dulo esci .2420548  .2069254   -.063441    .147557   .3054958   .2541282  0.229 
dulo paro-.0878558  .1875057   .0062097   .1441552  -.0940655     .23652  0.691 
dulo venl .1272084  .1882259  -.1108109   .1441451   .2380193   .2370676  0.315 
esci fluo .2536616  .2184839  -.2663022   .0964278   .5199638   .2387526  0.029 
esci paro-.0669473  .1828704  -.0680956   .1061064   .0011484   .2114458  0.996 
esci sert .1976214  .2499216  -.2102412   .1119537   .4078626   .2738098  0.136 
esci venl .0028297  .2238301  -.0764378    .106041   .0792675   .2476641  0.749 
fluo fluv .1689046  .2761632   .0552206   .1400451   .1136839   .3096127  0.713 
fluo miln .2608349  .3363229  -.0319458    .160884   .2927807   .3728228  0.432 
fluo mirt .1366917  .1966925   .0854065    .116125   .0512852   .2283761  0.822 
fluo nefa-.0740596  .3825706    .000529    .256416  -.0745886    .460532  0.871 
fluo paro .2364097  .1287154   .0695953   .0790252   .1668144   .1509597  0.269 
fluo rebo-.1039729  .2865555   -.298179   .1822568   .1942061   .3397262  0.568 
fluo sert .1509848   .146175  -.0092996    .098973   .1602844   .1764611  0.364 
fluo traz .0607136  .2959498  -.0739122   .1800549   .1346259    .346533  0.698 
fluo venl .1026671    .11057    .136408   .0965059  -.0337408   .1464736  0.818 
fluv mirt-.1767502  .2254925   .1278427   .1672736  -.3045929   .2807534  0.278 
fluv paro  .107648  .3875086   .0285051   .1341185   .0791429   .4100911  0.847 
fluv sert-.3744894  .3387209   .0240879   .1451651  -.3985773   .3685026  0.279 
fluv venl .6321095  .4499498  -.0136255    .138065   .6457349   .4706555  0.170 
miln paro .0356936  .1713673   .1959236   .2279966    -.16023   .2851266  0.574 
mirt paro-.1288186  .1637282    .100516   .1238685  -.2293346   .2054311  0.264 
mirt sert-.0098147  .2672884  -.0674565   .1230049   .0576418   .2942334  0.845 
mirt venl-.0298415  .2405777   .0361494   .1200942  -.0659909   .2688693  0.806 
nefa paro .2704112  .3601378   .0669878    .264014   .2034234   .4465036  0.649 
nefa sert-.0655973  .4017572   .1164611   .2565356  -.1820584   .4766753  0.703 
paro rebo-.4105341   .272158  -.3315163   .1896937  -.0790179   .3317434  0.812 
paro sert-.0279577  .2085221  -.0841285   .0948523   .0561709   .2291453  0.806 
paro traz-.2905221  .2754681  -.0915147   .1842626  -.1990073   .3315104  0.548 
paro venl .4098544  .2264543  -.0517998   .0846832   .4616542   .2416861  0.056 
rebo venl  -.04652  .3897696   .4449159   .1732643  -.4914359   .4265453  0.249 
sert traz .4587335  .3943884  -.1857429   .1759788   .6444764   .4318689  0.136 
sert venl  .219623   .206775   .0457009   .1028339   .1739221   .2309029  0.451 
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8.3.4.3 Design-by-treatment test 

 

         chi2( 56) =   69.35 

         Prob > chi2 =    0.0652 

 

8.3.5 Dropouts due to adverse events 

8.3.5.1 Loop-specific approach 

 

Loops With Evidence of Statistical Inconsistency: 
 
  +--------------------------------------------------------------------------------------+ 
  |           Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |----------------+-------+-------+---------+---------+-------------+-------------------| 
  | mirt-sert-traz | 3.232 | 1.092 |   2.960 |   0.003 | (1.09,5.37) |             0.000 | 
  | paro-sert-traz | 2.189 | 1.058 |   2.069 |   0.039 | (0.12,4.26) |             0.000 | 
  | Plac-mirt-sert | 1.997 | 0.690 |   2.892 |   0.004 | (0.64,3.35) |             0.126 | 
  | agom-dulo-venl | 1.909 | 0.587 |   3.252 |   0.001 | (0.76,3.06) |             0.000 | 
  | agom-dulo-esci | 1.904 | 0.792 |   2.405 |   0.016 | (0.35,3.46) |             0.087 | 
  | cita-fluo-venl | 1.876 | 0.933 |   2.011 |   0.044 | (0.05,3.70) |             0.020 | 
  | amit-mirt-sert | 1.673 | 0.602 |   2.780 |   0.005 | (0.49,2.85) |             0.000 | 
  | dulo-venl-vort | 1.577 | 0.427 |   3.694 |   0.000 | (0.74,2.41) |             0.017 | 
  | esci-paro-venl | 1.297 | 0.579 |   2.240 |   0.025 | (0.16,2.43) |             0.000 | 
  | agom-paro-venl | 1.278 | 0.489 |   2.612 |   0.009 | (0.32,2.24) |             0.000 | 
  | amit-fluo-sert | 1.270 | 0.439 |   2.896 |   0.004 | (0.41,2.13) |             0.029 | 
  | Plac-fluv-mirt | 1.199 | 0.428 |   2.803 |   0.005 | (0.36,2.04) |             0.000 | 
  | Plac-dulo-venl | 1.025 | 0.338 |   3.032 |   0.002 | (0.36,1.69) |             0.037 | 
  | amit-fluo-paro | 0.795 | 0.340 |   2.338 |   0.019 | (0.13,1.46) |             0.000 | 
  | Plac-dulo-esci | 0.675 | 0.300 |   2.252 |   0.024 | (0.09,1.26) |             0.000 | 
  | Plac-paro-venl | 0.583 | 0.297 |   1.962 |   0.050 | (0.00,1.17) |             0.009 | 
  +--------------------------------------------------------------------------------------+ 
 
 Loops Without Evidence of Statistical Inconsistency: 
 
  +-------------------------------------------------------------------------------------------+ 
  |                Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 | 
  |---------------------+-------+-------+---------+---------+-------------+-------------------| 
  |      Plac-cita-clom | 3.244 | 1.849 |   1.755 |   0.079 | (0.00,6.87) |             0.000 | 
  |      cita-clom-fluv | 2.428 | 1.998 |   1.216 |   0.224 | (0.00,6.34) |             0.000 | 
  | clom-fluv-mirt-venl | 2.094 | 1.436 |   1.458 |   0.145 | (0.00,4.91) |             0.000 | 
  |      clom-fluo-fluv | 1.985 | 1.700 |   1.167 |   0.243 | (0.00,5.32) |             0.000 | 
  | bupr-esci-sert-traz | 1.957 | 1.789 |   1.094 |   0.274 | (0.00,5.46) |             0.658 | 
  |      Plac-clom-sert | 1.904 | 1.254 |   1.517 |   0.129 | (0.00,4.36) |             0.141 | 
  |      Plac-clom-fluo | 1.879 | 1.209 |   1.555 |   0.120 | (0.00,4.25) |             0.058 | 
  | amit-clom-fluv-venl | 1.798 | 1.489 |   1.207 |   0.227 | (0.00,4.72) |             0.000 | 
  |      Plac-cita-venl | 1.677 | 0.908 |   1.847 |   0.065 | (0.00,3.46) |             0.057 | 
  |      Plac-clom-venl | 1.622 | 1.279 |   1.269 |   0.205 | (0.00,4.13) |             0.104 | 
  |      fluo-sert-traz | 1.604 | 0.990 |   1.620 |   0.105 | (0.00,3.54) |             0.000 | 
  |      cita-fluo-sert | 1.584 | 0.977 |   1.622 |   0.105 | (0.00,3.50) |             0.000 | 
  |      cita-mirt-sert | 1.570 | 1.196 |   1.313 |   0.189 | (0.00,3.91) |             0.000 | 
  |      cita-clom-fluo | 1.544 | 1.614 |   0.957 |   0.339 | (0.00,4.71) |             0.000 | 
  |      agom-dulo-fluo | 1.533 | 1.172 |   1.307 |   0.191 | (0.00,3.83) |             0.000 | 
  |      Plac-sert-traz | 1.501 | 1.002 |   1.497 |   0.134 | (0.00,3.47) |             0.132 | 
  |      cita-paro-venl | 1.472 | 0.994 |   1.481 |   0.139 | (0.00,3.42) |             0.000 | 
  |      bupr-paro-venl | 1.417 | 0.756 |   1.875 |   0.061 | (0.00,2.90) |             0.000 | 
  |      Plac-clom-paro | 1.375 | 1.075 |   1.279 |   0.201 | (0.00,3.48) |             0.000 | 
  |      amit-sert-traz | 1.295 | 0.961 |   1.347 |   0.178 | (0.00,3.18) |             0.006 | 
  | Plac-amit-clom-miln | 1.263 | 1.688 |   0.748 |   0.454 | (0.00,4.57) |             0.267 | 
  |      amit-fluv-sert | 1.252 | 0.948 |   1.320 |   0.187 | (0.00,3.11) |             0.073 | 
  |      amit-bupr-fluo | 1.232 | 1.410 |   0.873 |   0.382 | (0.00,4.00) |             0.223 | 
  |      mirt-paro-sert | 1.221 | 0.772 |   1.581 |   0.114 | (0.00,2.73) |             0.000 | 
  |      fluv-mirt-paro | 1.202 | 0.843 |   1.427 |   0.154 | (0.00,2.85) |             0.165 | 
  |      cita-esci-venl | 1.170 | 0.971 |   1.204 |   0.228 | (0.00,3.07) |             0.043 | 
  |      Plac-dulo-fluo | 1.154 | 1.121 |   1.030 |   0.303 | (0.00,3.35) |             0.038 | 
  |      agom-esci-fluo | 1.142 | 0.589 |   1.940 |   0.052 | (0.00,2.30) |             0.000 | 
  |      Plac-cita-mirt | 1.130 | 0.708 |   1.595 |   0.111 | (0.00,2.52) |             0.025 | 
  |      cita-esci-sert | 1.130 | 1.064 |   1.062 |   0.288 | (0.00,3.21) |             0.055 | 
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  |      cita-fluo-fluv | 1.100 | 1.128 |   0.976 |   0.329 | (0.00,3.31) |             0.000 | 
  |      amit-bupr-venl | 1.095 | 1.323 |   0.828 |   0.408 | (0.00,3.69) |             0.000 | 
  |      cita-clom-paro | 1.054 | 1.660 |   0.635 |   0.525 | (0.00,4.31) |             0.041 | 
  |      mirt-sert-venl | 1.049 | 0.696 |   1.507 |   0.132 | (0.00,2.41) |             0.000 | 
  |      clom-fluv-paro | 1.038 | 1.687 |   0.616 |   0.538 | (0.00,4.34) |             0.231 | 
  |      cita-fluv-sert | 1.024 | 1.238 |   0.827 |   0.408 | (0.00,3.45) |             0.000 | 
  |      cita-esci-paro | 1.020 | 0.667 |   1.529 |   0.126 | (0.00,2.33) |             0.000 | 
  |      clom-fluo-miln | 1.001 | 0.813 |   1.231 |   0.218 | (0.00,2.59) |             0.000 | 
  |      amit-fluv-paro | 0.991 | 0.640 |   1.548 |   0.122 | (0.00,2.25) |             0.000 | 
  |      clom-fluv-sert | 0.986 | 2.541 |   0.388 |   0.698 | (0.00,5.97) |             1.291 | 
  |      dulo-esci-paro | 0.960 | 0.504 |   1.904 |   0.057 | (0.00,1.95) |             0.000 | 
  |      Plac-nefa-sert | 0.950 | 0.600 |   1.581 |   0.114 | (0.00,2.13) |             0.074 | 
  |      dulo-fluo-paro | 0.943 | 1.115 |   0.846 |   0.398 | (0.00,3.13) |             0.000 | 
  |      amit-fluo-miln | 0.935 | 0.960 |   0.975 |   0.330 | (0.00,2.82) |             0.070 | 
  |      Plac-paro-sert | 0.933 | 0.561 |   1.663 |   0.096 | (0.00,2.03) |             0.003 | 
  |      amit-bupr-traz | 0.885 | 1.323 |   0.669 |   0.503 | (0.00,3.48) |             0.000 | 
  |      Plac-amit-bupr | 0.884 | 1.259 |   0.702 |   0.483 | (0.00,3.35) |             0.132 | 
  |      amit-fluo-traz | 0.862 | 0.777 |   1.109 |   0.267 | (0.00,2.39) |             0.101 | 
  |      esci-fluo-paro | 0.837 | 0.503 |   1.663 |   0.096 | (0.00,1.82) |             0.000 | 
  |      cita-fluo-mirt | 0.830 | 0.743 |   1.116 |   0.264 | (0.00,2.29) |             0.000 | 
  |      Plac-cita-paro | 0.824 | 0.526 |   1.567 |   0.117 | (0.00,1.86) |             0.000 | 
  |      fluo-mirt-sert | 0.815 | 0.620 |   1.315 |   0.189 | (0.00,2.03) |             0.000 | 
  |      fluo-mirt-traz | 0.812 | 0.704 |   1.153 |   0.249 | (0.00,2.19) |             0.000 | 
  |      cita-fluo-paro | 0.806 | 0.591 |   1.363 |   0.173 | (0.00,1.96) |             0.000 | 
  |      dulo-esci-fluo | 0.799 | 1.186 |   0.674 |   0.500 | (0.00,3.12) |             0.037 | 
  |      amit-fluv-miln | 0.794 | 0.994 |   0.799 |   0.425 | (0.00,2.74) |             0.000 | 
  |      cita-paro-sert | 0.794 | 1.134 |   0.700 |   0.484 | (0.00,3.02) |             0.000 | 
  |      cita-mirt-venl | 0.788 | 1.067 |   0.738 |   0.460 | (0.00,2.88) |             0.000 | 
  |      fluo-traz-venl | 0.773 | 0.671 |   1.152 |   0.249 | (0.00,2.09) |             0.030 | 
  |      clom-fluo-sert | 0.762 | 0.684 |   1.115 |   0.265 | (0.00,2.10) |             0.000 | 
  |      dulo-esci-venl | 0.745 | 0.671 |   1.110 |   0.267 | (0.00,2.06) |             0.114 | 
  |      Plac-fluo-sert | 0.736 | 0.377 |   1.951 |   0.051 | (0.00,1.48) |             0.072 | 
  |      Plac-sert-venl | 0.724 | 0.515 |   1.406 |   0.160 | (0.00,1.73) |             0.095 | 
  |      cita-clom-sert | 0.722 | 1.788 |   0.404 |   0.686 | (0.00,4.23) |             0.000 | 
  | amit-cita-fluv-venl | 0.690 | 1.069 |   0.645 |   0.519 | (0.00,2.78) |             0.000 | 
  |      agom-esci-venl | 0.690 | 0.694 |   0.994 |   0.320 | (0.00,2.05) |             0.000 | 
  |      bupr-traz-venl | 0.681 | 0.714 |   0.954 |   0.340 | (0.00,2.08) |             0.000 | 
  |      Plac-agom-esci | 0.680 | 0.526 |   1.292 |   0.196 | (0.00,1.71) |             0.000 | 
  |      fluo-fluv-paro | 0.672 | 1.193 |   0.563 |   0.573 | (0.00,3.01) |             0.044 | 
  |      agom-esci-paro | 0.671 | 0.659 |   1.019 |   0.308 | (0.00,1.96) |             0.000 | 
  |      Plac-cita-sert | 0.671 | 0.960 |   0.699 |   0.485 | (0.00,2.55) |             0.053 | 
  |      Plac-amit-fluv | 0.671 | 0.446 |   1.505 |   0.132 | (0.00,1.54) |             0.062 | 
  |      paro-rebo-venl | 0.666 | 1.011 |   0.659 |   0.510 | (0.00,2.65) |             0.336 | 
  |      fluo-miln-paro | 0.665 | 0.425 |   1.566 |   0.117 | (0.00,1.50) |             0.000 | 
  |      Plac-esci-sert | 0.649 | 0.520 |   1.248 |   0.212 | (0.00,1.67) |             0.046 | 
  |      amit-sert-venl | 0.648 | 0.652 |   0.994 |   0.320 | (0.00,1.93) |             0.000 | 
  |      esci-paro-sert | 0.644 | 0.801 |   0.805 |   0.421 | (0.00,2.21) |             0.000 | 
  |      Plac-desv-dulo | 0.637 | 0.396 |   1.609 |   0.108 | (0.00,1.41) |             0.000 | 
  |      Plac-fluv-sert | 0.636 | 0.867 |   0.734 |   0.463 | (0.00,2.34) |             0.068 | 
  |      amit-fluo-venl | 0.634 | 0.603 |   1.050 |   0.294 | (0.00,1.82) |             0.050 | 
  |      cita-esci-fluo | 0.623 | 0.488 |   1.276 |   0.202 | (0.00,1.58) |             0.000 | 
  |      Plac-fluo-fluv | 0.605 | 1.053 |   0.574 |   0.566 | (0.00,2.67) |             0.019 | 
  | amit-clom-miln-sert | 0.595 | 1.119 |   0.531 |   0.595 | (0.00,2.79) |             0.052 | 
  |      clom-fluv-miln | 0.588 | 1.490 |   0.395 |   0.693 | (0.00,3.51) |             0.000 | 
  |      Plac-amit-fluo | 0.578 | 0.374 |   1.544 |   0.123 | (0.00,1.31) |             0.131 | 
  |      Plac-bupr-paro | 0.574 | 0.627 |   0.915 |   0.360 | (0.00,1.80) |             0.000 | 
  |      fluo-paro-traz | 0.570 | 0.603 |   0.944 |   0.345 | (0.00,1.75) |             0.000 | 
  |      Plac-agom-dulo | 0.567 | 0.429 |   1.323 |   0.186 | (0.00,1.41) |             0.000 | 
  |      Plac-fluo-traz | 0.563 | 0.602 |   0.935 |   0.350 | (0.00,1.74) |             0.079 | 
  |      bupr-paro-traz | 0.553 | 0.828 |   0.668 |   0.504 | (0.00,2.18) |             0.000 | 
  |      amit-fluo-fluv | 0.547 | 1.125 |   0.486 |   0.627 | (0.00,2.75) |             0.026 | 
  |      bupr-fluo-paro | 0.540 | 0.720 |   0.750 |   0.453 | (0.00,1.95) |             0.009 | 
  |      Plac-fluo-rebo | 0.518 | 0.344 |   1.508 |   0.132 | (0.00,1.19) |             0.050 | 
  |      clom-sert-venl | 0.514 | 0.790 |   0.651 |   0.515 | (0.00,2.06) |             0.000 | 
  |      amit-miln-paro | 0.511 | 0.809 |   0.632 |   0.528 | (0.00,2.10) |             0.000 | 
  |      Plac-cita-vila | 0.493 | 0.452 |   1.092 |   0.275 | (0.00,1.38) |             0.000 | 
  |      agom-fluo-venl | 0.492 | 0.441 |   1.116 |   0.265 | (0.00,1.36) |             0.000 | 
  |      fluo-fluv-sert | 0.482 | 1.669 |   0.289 |   0.773 | (0.00,3.75) |             0.194 | 
  |      amit-paro-sert | 0.480 | 0.575 |   0.835 |   0.404 | (0.00,1.61) |             0.000 | 
  |      Plac-clom-fluv | 0.479 | 1.661 |   0.288 |   0.773 | (0.00,3.73) |             0.000 | 
  |      amit-traz-venl | 0.471 | 0.759 |   0.621 |   0.535 | (0.00,1.96) |             0.000 | 
  |      bupr-fluo-venl | 0.466 | 0.629 |   0.742 |   0.458 | (0.00,1.70) |             0.048 | 
  |      cita-fluv-paro | 0.452 | 0.800 |   0.565 |   0.572 | (0.00,2.02) |             0.000 | 
  |      bupr-fluo-traz | 0.446 | 1.059 |   0.421 |   0.674 | (0.00,2.52) |             0.301 | 
  |      cita-mirt-paro | 0.445 | 0.820 |   0.543 |   0.587 | (0.00,2.05) |             0.000 | 
  |      Plac-nefa-paro | 0.445 | 0.448 |   0.993 |   0.321 | (0.00,1.32) |             0.000 | 
  |      Plac-fluo-mirt | 0.439 | 0.362 |   1.214 |   0.225 | (0.00,1.15) |             0.073 | 
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  |      Plac-agom-paro | 0.433 | 0.274 |   1.580 |   0.114 | (0.00,0.97) |             0.000 | 
  |      fluo-mirt-paro | 0.421 | 0.358 |   1.176 |   0.240 | (0.00,1.12) |             0.000 | 
  |      fluo-paro-venl | 0.420 | 0.308 |   1.363 |   0.173 | (0.00,1.02) |             0.000 | 
  |      clom-paro-sert | 0.420 | 0.820 |   0.513 |   0.608 | (0.00,2.03) |             0.077 | 
  | amit-clom-miln-venl | 0.416 | 1.184 |   0.351 |   0.725 | (0.00,2.74) |             0.000 | 
  |      Plac-amit-mirt | 0.415 | 0.431 |   0.963 |   0.335 | (0.00,1.26) |             0.091 | 
  |      amit-paro-traz | 0.411 | 0.591 |   0.695 |   0.487 | (0.00,1.57) |             0.000 | 
  |      dulo-paro-venl | 0.408 | 0.401 |   1.015 |   0.310 | (0.00,1.19) |             0.000 | 
  |      amit-fluo-mirt | 0.402 | 0.455 |   0.885 |   0.376 | (0.00,1.29) |             0.000 | 
  |      nefa-paro-sert | 0.401 | 0.791 |   0.507 |   0.612 | (0.00,1.95) |             0.000 | 
  |      fluo-fluv-miln | 0.395 | 1.212 |   0.326 |   0.744 | (0.00,2.77) |             0.000 | 
  |      cita-fluv-mirt | 0.395 | 0.794 |   0.497 |   0.619 | (0.00,1.95) |             0.000 | 
  |      fluo-nefa-paro | 0.390 | 0.723 |   0.540 |   0.589 | (0.00,1.81) |             0.000 | 
  |      fluv-miln-paro | 0.387 | 1.059 |   0.366 |   0.715 | (0.00,2.46) |             0.133 | 
  |      Plac-esci-paro | 0.384 | 0.433 |   0.887 |   0.375 | (0.00,1.23) |             0.000 | 
  |      agom-fluo-paro | 0.366 | 0.311 |   1.175 |   0.240 | (0.00,0.98) |             0.000 | 
  |      Plac-bupr-esci | 0.358 | 0.470 |   0.763 |   0.445 | (0.00,1.28) |             0.000 | 
  |      Plac-esci-venl | 0.357 | 0.419 |   0.850 |   0.395 | (0.00,1.18) |             0.047 | 
  |      clom-paro-venl | 0.356 | 0.618 |   0.576 |   0.565 | (0.00,1.57) |             0.000 | 
  |      Plac-amit-paro | 0.343 | 0.246 |   1.398 |   0.162 | (0.00,0.82) |             0.012 | 
  |      Plac-venl-vort | 0.342 | 0.366 |   0.935 |   0.350 | (0.00,1.06) |             0.048 | 
  |      Plac-cita-fluv | 0.337 | 0.446 |   0.756 |   0.449 | (0.00,1.21) |             0.000 | 
  |      Plac-esci-fluo | 0.328 | 0.323 |   1.014 |   0.311 | (0.00,0.96) |             0.000 | 
  |      Plac-agom-venl | 0.323 | 0.426 |   0.757 |   0.449 | (0.00,1.16) |             0.005 | 
  |      clom-fluo-paro | 0.318 | 0.536 |   0.592 |   0.554 | (0.00,1.37) |             0.000  
  |      amit-fluv-mirt | 0.273 | 0.537 |   0.509 |   0.611 | (0.00,1.32) |             0.000 | 
  |      bupr-esci-fluo | 0.271 | 0.830 |   0.327 |   0.744 | (0.00,1.90) |             0.227 | 
  |      cita-sert-venl | 0.267 | 1.286 |   0.208 |   0.835 | (0.00,2.79) |             0.000 | 
  |      Plac-amit-traz | 0.260 | 0.703 |   0.370 |   0.711 | (0.00,1.64) |             0.214 | 
  |      amit-mirt-traz | 0.260 | 0.703 |   0.371 |   0.711 | (0.00,1.64) |             0.000 | 
  |      clom-fluo-venl | 0.256 | 0.745 |   0.344 |   0.731 | (0.00,1.72) |             0.004 | 
  |      Plac-bupr-traz | 0.252 | 0.559 |   0.450 |   0.653 | (0.00,1.35) |             0.010 | 
  |      esci-sert-venl | 0.251 | 0.727 |   0.346 |   0.729 | (0.00,1.68) |             0.030 | 
  |      Plac-bupr-venl | 0.247 | 0.517 |   0.478 |   0.632 | (0.00,1.26) |             0.061 | 
  |      amit-paro-venl | 0.243 | 0.558 |   0.435 |   0.663 | (0.00,1.34) |             0.000 | 
  |      fluo-mirt-venl | 0.239 | 0.350 |   0.684 |   0.494 | (0.00,0.92) |             0.000 | 
  |      Plac-dulo-vort | 0.239 | 0.275 |   0.870 |   0.385 | (0.00,0.78) |             0.032 | 
  |      fluo-rebo-venl | 0.239 | 0.685 |   0.349 |   0.727 | (0.00,1.58) |             0.035 | 
  |      mirt-paro-venl | 0.238 | 0.408 |   0.584 |   0.559 | (0.00,1.04) |             0.000 | 
  |      mirt-traz-venl | 0.234 | 0.667 |   0.352 |   0.725 | (0.00,1.54) |             0.000 | 
  |      Plac-paro-traz | 0.232 | 0.472 |   0.490 |   0.624 | (0.00,1.16) |             0.000 | 
  |      Plac-mirt-venl | 0.230 | 0.396 |   0.581 |   0.561 | (0.00,1.00) |             0.088 | 
  |      Plac-fluo-nefa | 0.229 | 0.663 |   0.345 |   0.730 | (0.00,1.53) |             0.044 | 
  |      agom-dulo-paro | 0.223 | 0.471 |   0.474 |   0.635 | (0.00,1.15) |             0.000 | 
  |      Plac-bupr-fluo | 0.219 | 0.467 |   0.469 |   0.639 | (0.00,1.13) |             0.072 | 
  |      Plac-cita-esci | 0.217 | 0.347 |   0.624 |   0.533 | (0.00,0.90) |             0.000 | 
  |      Plac-fluo-paro | 0.215 | 0.187 |   1.149 |   0.251 | (0.00,0.58) |             0.000 | 
  |      Plac-paro-rebo | 0.209 | 0.321 |   0.650 |   0.516 | (0.00,0.84) |             0.068  
  |      esci-fluo-sert | 0.208 | 0.585 |   0.355 |   0.722 | (0.00,1.36) |             0.000 | 
  |      Plac-rebo-venl | 0.202 | 0.727 |   0.277 |   0.782 | (0.00,1.63) |             0.129 | 
  |      Plac-mirt-traz | 0.201 | 0.683 |   0.294 |   0.769 | (0.00,1.54) |             0.125 | 
  |      Plac-cita-fluo | 0.198 | 0.432 |   0.457 |   0.648 | (0.00,1.04) |             0.037 | 
  |      Plac-agom-fluo | 0.189 | 0.278 |   0.680 |   0.496 | (0.00,0.73) |             0.000 | 
  |      paro-traz-venl | 0.183 | 0.604 |   0.303 |   0.762 | (0.00,1.37) |             0.000 | 
  |      mirt-paro-traz | 0.179 | 0.651 |   0.275 |   0.784 | (0.00,1.45) |             0.000 | 
  |      Plac-traz-venl | 0.176 | 0.638 |   0.275 |   0.783 | (0.00,1.43) |             0.114 | 
  |      fluv-mirt-sert | 0.145 | 1.870 |   0.078 |   0.938 | (0.00,3.81) |             0.623 | 
  |      Plac-amit-sert | 0.142 | 0.345 |   0.413 |   0.680 | (0.00,0.82) |             0.091 | 
  |      fluo-fluv-mirt | 0.124 | 1.102 |   0.113 |   0.910 | (0.00,2.28) |             0.000 | 
  |      dulo-fluo-venl | 0.118 | 1.135 |   0.104 |   0.917 | (0.00,2.34) |             0.006  
  |      Plac-mirt-paro | 0.117 | 0.313 |   0.375 |   0.708 | (0.00,0.73) |             0.000 | 
  |      amit-bupr-paro | 0.079 | 1.324 |   0.060 |   0.952 | (0.00,2.67) |             0.000 | 
  |      cita-clom-venl | 0.060 | 1.802 |   0.033 |   0.974 | (0.00,3.59) |             0.000 | 
  |      esci-fluo-venl | 0.059 | 0.476 |   0.125 |   0.901 | (0.00,0.99) |             0.018 | 
  | amit-bupr-esci-sert | 0.055 | 1.492 |   0.037 |   0.970 | (0.00,2.98) |             0.130 | 
  |      Plac-dulo-paro | 0.045 | 0.241 |   0.188 |   0.851 | (0.00,0.52) |             0.000 | 
  |      fluo-paro-rebo | 0.045 | 0.454 |   0.100 |   0.921 | (0.00,0.94) |             0.130 | 
  |      Plac-fluo-venl | 0.033 | 0.247 |   0.135 |   0.893 | (0.00,0.52) |             0.078 | 
  |      amit-mirt-paro | 0.028 | 0.398 |   0.071 |   0.944 | (0.00,0.81) |             0.000 | 
  |      Plac-amit-venl | 0.027 | 0.602 |   0.045 |   0.964 | (0.00,1.21) |             0.158 | 
  |      Plac-fluv-paro | 0.024 | 0.574 |   0.042 |   0.967 | (0.00,1.15) |             0.000 | 
  |      amit-mirt-venl | 0.024 | 0.592 |   0.040 |   0.968 | (0.00,1.18) |             0.000 | 
  |      clom-miln-paro | 0.018 | 0.615 |   0.029 |   0.977 | (0.00,1.22) |             0.000 | 
  |      bupr-esci-paro | 0.017 | 1.202 |   0.014 |   0.989 | (0.00,2.37) |             0.364 | 
  |      fluo-paro-sert | 0.016 | 0.606 |   0.026 |   0.979 | (0.00,1.20) |             0.000 | 
  |      bupr-esci-venl | 0.015 | 1.355 |   0.011 |   0.991 | (0.00,2.67) |             0.654 | 
  |      fluo-sert-venl | 0.006 | 0.511 |   0.011 |   0.991 | (0.00,1.01) |             0.000 | 
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  |      fluo-nefa-sert | 0.005 | 0.790 |   0.006 |   0.995 | (0.00,1.55) |             0.000 | 
  +-------------------------------------------------------------------------------------------+ 
 

8.3.5.2 Side-splitting 

 

Side    Direct                Indirect              Difference 
        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z| 
agom dulo  .071656  .4231495   1.405661   .2628502  -1.334005   .4981423  0.007 
agom esci 1.183817  .5066484  -.0648548    .254886   1.248672   .5671449  0.028 
agom fluo .3706843   .286011   .3627269   .2337901   .0079574     .36879  0.983 
agom paro  .383754  .3136438   .6267815   .2259473  -.2430274   .3866153  0.530 
agom venl 1.299743  .4048458    .715701   .2098939   .5840418   .4558364  0.200 
amit bupr .4834188  1.193323  -.3274338   .3292175   .8108526   1.237904  0.512 
amit fluo -1.07203  .2791787  -.1672649   .1624183  -.9047652   .3230952  0.005 
amit fluv-.5677627  .3420054  -.0500238   .2602087  -.5177389   .4298427  0.228 
amit miln-.5868086  .7981444  -.5337424   .2341838  -.0530663   .8317911  0.949 
amit paro-.0168418  .1767244  -.4596895   .1920549   .4428477   .2584835  0.087 
amit sert-.2152856  .2842755  -.7730865   .2176022   .5578009   .3579508  0.119 
amit traz-.0859177   .471326  -.1143251    .285858   .0284074    .551027  0.959 
amit venl .0054928  .5012419   .0829282   .1720514  -.0774353   .5299573  0.884 
bupr paro-.5487831  .6374914   .2260854   .3483917  -.7748685   .7264795  0.286 
bupr traz  .326327  .4962342   .0360934   .4380122   .2902337   .6618935  0.661 
bupr venl .6167637  .4548642   .1193331    .414267   .4974305   .6152384  0.419 
cita clom 2.269283  1.519873   .8128087   .2834529   1.456474   1.546078  0.346 
cita esci-.4432333  .4348477   .1032593   .3250728  -.5464926   .5437309  0.315 
cita fluo-.4855696  .3610326   .4249282   .2820119  -.9104978   .4580013  0.047 
cita fluv  .588455  .4144032   .0296754   .3266222   .5587796   .5276476  0.290 
cita mirt .6931459  .6654509    .193572   .2700347   .4995739   .7181529  0.487 
cita sert .8615676  .9047157   -.170473   .2701657   1.032041   .9435401  0.274 
cita venl  1.85453  .8654943    .452154   .2465058   1.402376   .8999133  0.119 
clom fluo-1.195107  .5183874  -.7146526   .2088795  -.4804544    .558886  0.390 
clom fluv  .747199  1.288331  -.6752484   .2608237   1.422447   1.314468  0.279 
clom miln-.6505839  .5973387   -.973166   .2742317    .322582   .6572796  0.624 
clom paro-.5825751  .2341298  -.6320714   .2759904   .0494963   .3616185  0.891 
clom sert-.8167654   .438163  -.9920341   .2510942   .1752688   .5049326  0.729 
clom venl-.4744552  .5866441  -.2800555   .2196129  -.1943997   .6264034  0.756 
dulo esci-1.061139  .3658429  -.7236774   .3006593  -.3374615   .4737016  0.476 
dulo paro-.1851954  .4138518  -.6200026   .2452327   .4348072   .4810534  0.366 
dulo venl-.6915066  .2857055   .1876045   .2597468   -.879111   .3860944  0.023 
esci fluo .3611136  .4651178   .1302325   .2230887   .2308811   .5158207  0.654 
esci paro-.3045203  .6379104   .4287341   .2169662  -.7332544   .6737983  0.276 
esci sert .1814836  .6962149  -.0163941   .2522738   .1978777   .7407068  0.789 
esci venl .8293866  .3767247   .5811644   .2369215   .2482222   .4445195  0.577 
fluo fluv-.0416727  1.046043   .1711334   .2135561  -.2128061   1.067619  0.842 
fluo miln-.4566506  .3845329   -.001843   .2460835  -.4548076   .4565038  0.319 
fluo mirt .0564188  .3332664   .2263635   .1907598  -.1699447   .3846514  0.659 
fluo nefa .1851866  .6155243   .4474093   .3483146  -.2622226   .7072437  0.711 
fluo paro-.0722141  .2249153   .2756809   .1383221   -.347895   .2641764  0.188 
fluo rebo .2278386   .446757   1.168849   .3729275  -.9410108   .5816663  0.106 
fluo sert-.3597736  .3026713  -.0827884   .1999158  -.2769852   .3620075  0.444 
fluo traz .0803763  .4862792   .3661402    .275688  -.2857639   .5589255  0.609 
fluo venl .5364349  .2017689   .4366562   .1697112   .0997787   .2658142  0.707 
fluv miln-.8220612  .5841142  -.1684841   .2884123  -.6535772   .6510852  0.315 
fluv mirt .5114504  .3760972  -.2259915   .2670842   .7374419   .4612917  0.110 
fluv paro-.3844132  .5626446   .0781584   .2191207  -.4625715    .604305  0.444 
fluv sert-.8418464  .8098143  -.2818538   .2460689  -.5599927   .8464093  0.508 
miln paro .0940082  .2654121   .5627967   .2845691  -.4687885   .3892262  0.228 
mirt paro .3585103  .2705784  -.1929263   .1978386   .5514365   .3342919  0.099 
mirt sert-1.497602  .5478545  -.1739024   .2124937  -1.323699   .5876208  0.024 
mirt traz .9473778  .8792269   .0284872   .2793004   .9188906   .9225231  0.319 
mirt venl .3734289   .277695   .2460855   .2132989   .1273434   .3501583  0.716 
nefa paro-.3140989  .4379402  -.1091499   .4100725   -.204949    .599888  0.733 
nefa sert-.5389955  .5011198  -.5579279    .392667   .0189325   .6366385  0.976 
paro rebo 1.329225  .4299984   .0590205   .3747589   1.270205   .5703887  0.026 
paro sert-.6578174  .5735042  -.3172846   .1765423  -.3405328   .5982339  0.569 
paro traz  .354115  .4303295   .0159896   .2822347   .3381254   .5138797  0.511 
paro venl-.3671985  .3387162   .4119245   .1442397   -.779123   .3682331  0.034 
rebo venl .0761882  .6217788  -.4126537   .3415725   .4888419   .7094227  0.491 
sert traz-1.203967  .8669622   .6348165   .2792131  -1.838783   .9108145  0.044 
sert venl .8204454  .4443081   .6094643   .1985195   .2109812   .4866533  0.665 
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8.3.5.3 Design-by-treatment test 

 

chi2( 54) =   80.05 

Prob > chi2 =    0.0034 

 

8.4 Comparison-adjusted funnel plots (active vs fluoxetine) 

We drew comparison-adjusted funnel plots for all drugs against fluoxetine, because this was the most often 

studied drugs and has been considered standard SSRI. The comparison-adjusted funnel plots against 

fluoxetine suggested no funnel plot asymmetry.  
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8.4.2 Dropouts for any reason 

 

8.4.3 Efficacy continuous 
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8.4.4 Remission 

 

8.4.5 Dropouts due to adverse events 
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8.5 Meta-regressions and sensitivity analyses 

8.5.1 Changes in heterogeneity after accounting for potential effect modifiers  

The following table shows the evidence about the impact of various potential effect modifiers in the relative 

efficacy of interventions according to the findings of the meta-regressions. We examined only variance and 

year as these were the most important potential effect modifiers in the entire network (see section 7.6.2). All 

basic coefficients (i.e. for every comparison between fluoxetine and any other drug) were assumed 

exchangeable in the models. None of the mean coefficients were significant: small study-effects: B= 2,99 

(1.41, 6.81) for response and B= 0.69 (0.33,1.34) for dropouts year: B= 1.00 (0.98,1.02) for response and 

B=1.00 (0.98,1.03) for dropouts 

 

Changes in heterogeneity 

Variable 
Heterogeneity standard deviation 
median and 95% CrI 

Relative change in the 
variance 

Response 

None  0.16 (0.04,0.25) - 

Study variance  0.13 (0.01,0.23) 19% 

Study year 0.12 (0.01,0.23) 25% 
Including all studies with 
accepted dose range 

0.14 (0.03,0.23) 13% 

Dropout 

None  0.11 (0.01,0.23) - 

Study variance  0.10 (0.00,0.23) 9% 

Study year 0.10 (0.00,0.23) 9% 
Including all studies with 
accepted dose range 

0.14 (0.02,0.25) 0% 

 

8.5.2 Odds-ratios for response and dropout for any reason adjusted for covariates 

8.5.2.1 Unadjusted 

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison 
 

OR drug vs PLA beta of comparison 
 

 2.5% median 97.5% 2.5% median 
97.
5% 2.5% median 97.5% 

2.5
% median 

97.5
% 

Agomelatine 1.02 1.44 2.04     0.36 0.53 0.80     

Amitriptyline 1.07 1.50 2.07     0.51 0.74 1.10     

Bupropion 1.05 1.65 2.60     0.42 0.67 1.08     

Citalopram 0.92 1.27 1.75     0.41 0.60 0.87     

Clomipramine 0.84 1.20 1.70     0.62 0.94 1.41     

Duloxetine 0.95 1.36 1.95     0.57 0.86 1.29     

Escitalopram 1.14 1.60 2.23     0.37 0.55 0.81     

Fluoxetine 0.88 1.20 1.62     0.44 0.63 0.90     
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Fluvoxamine 0.83 1.20 1.71     0.51 0.77 1.17     

Milnacipran 0.92 1.35 1.95     0.45 0.67 1.03     

Mirtazapine 1.09 1.54 2.17     0.45 0.66 0.99     

Nefazodone 0.77 1.25 2.01     0.43 0.75 1.32     

Paroxetine 1.05 1.43 1.94     0.46 0.66 0.94     

Sertraline 0.96 1.34 1.85     0.43 0.62 0.92     

Trazodone 0.72 1.06 1.56     0.50 0.78 1.23     

Venlafaxine 1.04 1.42 1.94     0.50 0.73 1.06     

Vortioxetine 1.09 1.98 3.59     0.23 0.43 0.81     

 

8.5.2.2 Adjusted for small-study effects 

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison 
 

OR drug vs PLA beta of comparison 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 1.09 1.53 2.11 0.53 2.91 16.25  0.35 0.52 0.77 0.18 0.75 5.54  

Amitriptyline 1.17 1.62 2.23 0.85 2.41 5.35  0.49 0.71 1.02 0.29 0.64 1.28  

Bupropion 1.12 1.73 2.65 0.59 2.93 15.27  0.41 0.65 1.05 0.18 0.74 4.49  

Citalopram 0.98 1.34 1.82 0.60 2.97 16.68  0.40 0.58 0.83 0.10 0.65 2.61  
Clomipramin
e 0.92 1.30 1.80 1.10 3.08 10.46  0.61 0.91 1.35 0.17 0.72 3.35  

Duloxetine 1.00 1.42 2.00 0.55 2.96 18.63  0.56 0.84 1.25 0.11 0.70 3.72  

Escitalopram 1.23 1.70 2.33 0.85 3.18 22.33  0.35 0.53 0.78 0.34 0.82 2.70  

Fluoxetine 0.97 1.30 1.75 -      - -  0.42 0.60 0.85 -      - -  

Fluvoxamine 0.86 1.23 1.74 0.62 2.90 13.72  0.51 0.76 1.14 0.13 0.66 2.42  

Milnacipran 0.97 1.39 1.97 0.27 2.58 9.48  0.44 0.66 0.99 0.14 0.71 3.59  

Mirtazapine 1.09 1.52 2.10 1.66 3.77 19.26  0.45 0.66 1.00 0.16 0.60 1.33  

Nefazodone 0.74 1.21 1.91 0.62 2.67 8.58  0.41 0.73 1.29 0.42 1.00 4.46  

Paroxetine 1.09 1.47 1.96 0.95 3.00 11.36  0.45 0.65 0.92 0.13 0.59 1.53  

Sertraline 0.99 1.37 1.86 1.38 3.86 45.74  0.43 0.62 0.91 0.07 0.57 1.63  

Trazodone 0.71 1.04 1.52 0.91 2.75 7.66  0.48 0.76 1.22 0.41 0.93 3.38  

Venlafaxine 1.07 1.45 1.96 0.86 2.73 7.85  0.50 0.72 1.04 0.14 0.57 1.37  

Vortioxetine 1.15 2.01 3.50 0.56 2.96 18.32  0.23 0.42 0.79 0.11 0.70 3.72  

 

8.5.2.3 Adjusted for year of studies 

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison 
 

OR drug vs PLA beta of comparison 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 0.82 1.35 2.18 0.63 0.98 1.42  0.32 0.54 0.86 0.65 0.98 1.41  

Amitriptyline 1.00 1.44 2.06 0.75 1.00 1.29  0.54 0.79 1.18 0.67 0.91 1.20  

Bupropion 0.95 1.51 2.36 0.73 1.05 1.53  0.44 0.70 1.18 0.78 1.05 1.52  
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Citalopram 0.79 1.14 1.61 0.64 0.87 1.16  0.43 0.62 0.92 0.80 1.08 1.58  
Clomipramin
e 0.79 1.18 1.74 0.65 0.97 1.33  0.61 0.95 1.50 0.68 0.99 1.43  

Duloxetine 0.56 1.08 1.77 0.42 0.82 1.21  0.62 1.03 2.34 0.82 1.17 2.60  

Escitalopram 1.01 1.58 2.40 0.67 1.02 1.49  0.39 0.60 1.07 0.78 1.09 1.97  

Fluoxetine 0.83 1.15 1.58 -      - -  0.46 0.64 0.92 -      - -  

Fluvoxamine 0.79 1.15 1.65 0.58 0.88 1.22  0.53 0.79 1.21 0.79 1.08 1.74  

Milnacipran 0.87 1.28 1.85 0.71 0.95 1.23  0.46 0.69 1.06 0.75 0.99 1.33  

Mirtazapine 0.99 1.43 2.05 0.63 0.95 1.31  0.47 0.70 1.07 0.78 1.08 1.71  

Nefazodone 0.75 1.20 1.93 0.66 1.05 1.84  0.45 0.76 1.35 0.61 0.99 1.59  

Paroxetine 1.00 1.38 1.88 0.79 0.98 1.21  0.48 0.66 0.98 0.78 0.98 1.23  

Sertraline 0.93 1.31 1.82 0.82 1.10 1.49  0.44 0.63 0.93 0.66 0.94 1.27  

Trazodone 0.67 1.01 1.50 0.69 0.99 1.35  0.51 0.79 1.27 0.74 1.02 1.47  

Venlafaxine 1.10 1.55 2.14 1.01 1.38 1.91  0.49 0.70 1.03 0.59 0.90 1.21  

Vortioxetine 0.45 1.34 3.27 0.57 1.00 1.63  0.22 0.49 1.60 0.65 1.01 1.66  

 



 231 

9  GRADE for the primary outcomes 

9.1 Response 

9.1.1 Summary of study limitations of the included studies 

The colours in the circles indicate the percentage of low RoB studies [green], moderate RoB studies [yellow] 

and high RoB studies [red] involving each antidepressant. 

The colours of the line then indicate the summative RoB assessment of each comaparison based on the above 

information – low RoB comparison [green] and moderate RoB comparison [yellow]. There was no 

comparison which was judged to be at high RoB. 

 

 

9.1.2 Contribution of low or moderate RoB comparisons to each network estimate 

Based on the above assessment of RoB for each comparison and the contribution matrix detailing contribution 

of each direct comparison to all network estimates, the following bar graphs show the percentage of low or 

moderate RoB contributions for each network estimate. 
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The judgements about study limitations in each direct comparison is shown at the beginning of the graph. 

Each bar corresponds to a NMA relative treatment effect and shows how much information comes from 

comparisons at low risk of bias [green] or moderate risk of bias [yellow]. 
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9.1.3 Table of reasons for downgrading 

Based on all the above information, we GRADEd each network estimate according to the following criteria. 

(1) Study limitations: We downgraded by one level when the contributions from low RoB comparisons 

were less than 30% and contributions from moderate RoB comparisons were 70% or greater. 

(2) Imprecision: We considered a clinically meaningful threshold for OR to be 0.80 or 1.25 and 

downgraded the estimate if the OR point estimate is 1 or more and the lower limit of its CrI is below 

0.80;  or if the OR point estimate is less than 1 and the upper limit of its CrI is above 1.25. 

(3) Inconsistency: We rated two concepts, heterogeneity and incoherence (inconsistency), in this domain. 

For heterogeneity, we looked at the common tau and found that it is low compared to the expected 

value as reported in the literature (Turner RM et al (2012) Int J Epidemiol, 41, 818-827) , so we did 

not downgrade any network estimate for heterogeneity. For inconsistency, we looked at the results of 

side splitting (8.3.1.2) and we downgraded the comparisons with important inconsistency (p<0.10), 

where we have not downgraded for imprecision (we did not downgrade the same network estimate for 

both imprecision and inconsistency). 

(4) Indirectness: We have assured transitivity in our network by limiting the included studies to non-

psychotic non-refractory unipolar major depression, because bipolarity, psychotic features, 

subthreshold depression and treatment refractoriness are established treatment modifiers for 

antidepressants. We further ran various meta-regressions depression severity, and except for placebo-

controlled trials, assured that they did not violate transitivity of the network. However, we 

downgraded singly-connected nodes for indirectness because evaluation of transitivity for such nodes 

is unclear. 

(5) Publication bias: The comparison-adjusted funnel plot (8.4.1) did not suggest presence of overall 

publication bias in comparison with the old, standard drug fluoxetine. Further, there was no network 

estimate for which the meta-regression for small-study effects suggested the statistically significant 

influence of small-study effects (8.5.2.2). We managed to retrieve supplementary and unpublished 

information included in the available systematic reviews and network meta-analyses, and we are 

confident that we have all available information that is possible to capture from clinical trial registries, 

regulatory agencies’ repositories and drug companies’ websites (particularly for the newest and most 

recently marketed antidepressants). However, we cannot completely rule out the possibility that some 

studies are still missing. Considering that the field of antidepressant trials in the past has been prone to 

publication bias, the review team decided by default to downgrade all the included studies for 

potential publication bias by one level. 
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Study 

limitations 
Imprecision Inconsistency Indirectness 

Publication 
bias 

GRADE 

Agom vs Amit No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Bupr No downgrade 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade LOW 

Agom vs Cita No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Clom No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Dulo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Esci No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Fluo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Fluv No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Miln No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Nefa No downgrade 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade LOW 

Agom vs Paro No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Rebo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Sert No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Traz No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Venl No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Vort No downgrade 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade VERY LOW 

Amit vs Bupr 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Amit vs Cita No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Amit vs Clom 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Dulo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 
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Amit vs Esci No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Amit vs Fluo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Fluv 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Miln 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Amit vs Nefa 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Paro 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Rebo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Sert No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Amit vs Traz 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Venl 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Vort No downgrade 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade VERY LOW 
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Bupr vs Cita 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Bupr vs Clom 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Bupr vs Dulo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Bupr vs Esci No downgrade 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade LOW 

Bupr vs Fluo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Bupr vs Fluv 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Bupr vs Miln 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Bupr vs Mirt No downgrade 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade LOW 

Bupr vs Nefa 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Bupr vs Paro 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Bupr vs Rebo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 
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Bupr vs Sert 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Bupr vs Traz 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Bupr vs Venl 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Bupr vs Vort No downgrade 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade VERY LOW 

Cita vs Clom No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Cita vs Dulo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Cita vs Esci No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Cita vs Fluo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Cita vs Fluv No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Cita vs Miln No downgrade 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade LOW 

Cita vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Cita vs Nefa 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Cita vs Paro No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Cita vs Rebo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Cita vs Sert 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Cita vs Traz No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 
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Cita vs Venl No downgrade No downgrade 
Downgrade for 
side-splitting 

p=0.042 
No downgrade Downgrade LOW 

Cita vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade LOW 

Clom vs Dulo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Clom vs Esci No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Clom vs Fluo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade 
Downgrade for 
side-splitting 

p=0.020 
No downgrade Downgrade VERY LOW 

Clom vs Fluv 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Clom vs Miln 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Clom vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Clom vs Nefa 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Clom vs Paro 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Clom vs Rebo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Clom vs Sert 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 
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Clom vs Traz 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Clom vs Venl 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Clom vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade LOW 

Dulo vs Esci No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Dulo vs Fluo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Dulo vs Fluv 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Dulo vs Miln 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Dulo vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Dulo vs Nefa 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Dulo vs Paro 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Dulo vs Rebo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Dulo vs Sert 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 
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Dulo vs Traz 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Dulo vs Venl 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Dulo vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade LOW 

Esci vs Fluo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Fluv No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Miln No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Nefa No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Paro No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Rebo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Sert No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Traz No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Venl No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Vort No downgrade 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade VERY LOW 

Fluo vs Fluv No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Fluo vs Miln No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Fluo vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Fluo vs Nefa 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Fluo vs Paro No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Fluo vs Rebo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 
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Fluo vs Sert 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade 

Downgrade 
because side-

splitting 
p=0.022 

No downgrade Downgrade VERY LOW 

Fluo vs Traz 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Fluo vs Venl 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Fluo vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade LOW 

Fluv vs Miln 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Fluv vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Fluv vs Nefa 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Fluv vs Paro No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Fluv vs Rebo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Fluv vs Sert No downgrade No downgrade 

Downgrade 
because side-

splitting 
p=0.069 

No downgrade Downgrade LOW 

Fluv vs Traz 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Fluv vs Venl No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 
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Fluv vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade LOW 

Miln vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Miln vs Nefa 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Miln vs Paro 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Miln vs Rebo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Miln vs Sert No downgrade 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade LOW 

Miln vs Traz No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Miln vs Venl No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Miln vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade LOW 

Mirt vs Nefa No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Mirt vs Paro No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Mirt vs Rebo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Mirt vs Sert No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Mirt vs Traz No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Mirt vs Venl No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Mirt vs Vort No downgrade 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade VERY LOW 
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Nefa vs Paro 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Nefa vs Rebo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Nefa vs Sert 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Nefa vs Traz 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Nefa vs Venl 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Nefa vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade LOW 

Paro vs Rebo 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Paro vs Sert No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Paro vs Traz No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Paro vs Venl No downgrade No downgrade 
Downgrade for 
side-splitting 

p=0.033 
No downgrade Downgrade LOW 

Paro vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade LOW 
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Rebo vs Sert 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Rebo vs Traz 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Rebo vs Venl 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Rebo vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade LOW 

Sert vs Traz No downgrade No downgrade 
Downgrade for 
side-splitting 

p=0.038 
No downgrade Downgrade LOW 

Sert vs Venl No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Sert vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade LOW 

Traz vs Venl 

Downgrade 
because >70% 
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade  Downgrade LOW 

Traz vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade LOW 
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Venl vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. Vort 

is a singly 
connected node 

and hence 
evaluation of  
transitivity is 

unclear. 

Downgrade LOW 
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9.2 Dropouts for any reason 

9.2.1 Summary of study limitations of the included studies 

 

 

 

 

 

9.2.2 Contribution of low or moderate RoB comparisons to each network estimate 

Based on the above assessment of RoB for each comparison and the contribution matrix detailing contribution 

of each direct comparison to all network estimates, the following bar graphs show the percentage of low or 

moderate RoB contributions for each network estimate. 

The judgements about study limitations in each direct comparison is shown at the beginning of the graph. 

Each bar corresponds to a NMA relative treatment effect and shows how much information comes from 

comparisons at low risk of bias [green] or moderate risk of bias [yellow]. 
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9.2.3 Table of reasons for downgrading 

(1) Study limitations: We downgraded by one level when the contributions from low RoB comparisons 

were less than 30% and contributiions from moderate RoB comparisons were greater than 70%. 

(2) Imprecision: We considered a clinically meaningful threshold for OR to be 0.80 or 1.25 and 

downgraded the estimate if the OR point estimate is 1 or more and the lower limit of its CrI is below 

0.80;  or if the OR point estimate is less than 1 and the upper limit of its CrI is above 1.25. 

(3) Inconsistency: We rated two concepts, heterogeneity and incoherence (inconsistency), in this domain. 

For heterogeneity, we looked at the common tau and found that it is low compared to the expected 

value as reported in the literature (Turner RM et al (2012) Int J Epidemiol, 41, 818-827) , so we did 

not downgrade any network estimate for heterogeneity. For inconsistency, we looked at the results of 

side splitting (8.3.2.2) and we downgraded the comparisons with important inconsistency (p<0.10), 

where we have not downgraded for imprecision (we did not downgrade the same network estimate for 

both imprecision and inconsistency). The design-by-treatment test was also suggestive of 

inconsistency in the network (8.3.2.3). 

(4) Indirectness: We have assured transitivity in our network by limiting the included studies to non-

psychotic non-refractory unipolar major depression, because bipolarity, psychotic features, 

subthreshold depression and treatment refractoriness are established treatment modifiers for 

antidepressants. We further ran various meta-regressions, and assured that they did not violate 

transitivity of the network. However, we downgraded singly-connected nodes for indirectness because 

evaluation of transitivity for such nodes is unclear. 

(5) Publication bias: The comparison-adjusted funnel plot (8.4.2) was not suggestive of funnel plot 

asymmetry in comparison with the old, standard drug fluoxetine. There was no network estimate for 

which the meta-regression for small-study effects suggested the statistically significant influence of 

small-study effects (8.5.2.2). We managed to retrieve supplementary and unpublished information 

included in the available systematic reviews and network meta-analyses, and we are confident that we 

have all available information that is possible to capture from clinical trial registries, regulatory 

agencies’ repositories and drug companies’ websites (particularly for the newest and most recently 

marketed antidepressants). However, we cannot completely rule out the possibility that some studies 

are still missing. Considering that the field of antidepressant trials in the past has been prone to 

publication bias, the review team decided by default to downgrade all the included studies for 

potential publication bias by one level. 
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Study 

limitations 
Imprecision Inconsistency Indirectness 

Publication 
bias 

GRADE 

Agom vs Amit No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Bupr No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Cita No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Clom No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Dulo No downgrade No downgrade 
Downgrade for 
side-splitting 

p=0.008 
No downgrade Downgrade LOW 

Agom vs Esci No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Fluo No downgrade No downgrade 
Downgrade for 
side-splitting 

p=0.061 
No downgrade Downgrade LOW 

Agom vs Fluv No downgrade No downgrade 
Downgrade for 
side-splitting 

p=0.091 
No downgrade Downgrade LOW 

Agom vs Miln No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Nefa No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Paro No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Rebo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Sert No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Traz No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Agom vs Venl No downgrade No downgrade 
Downgrade for 
side-splitting 

p=0.040 
No downgrade Downgrade LOW 

Agom vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 

Amit vs Bupr 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Amit vs Cita No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Amit vs Clom 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Dulo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Esci No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Amit vs Fluo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 
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Amit vs Fluv 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Miln 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Amit vs Nefa 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Amit vs Paro 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Rebo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Sert No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Amit vs Traz 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Amit vs Venl 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Amit vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 

Bupr vs Cita 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Bupr vs Clom 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 
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Bupr vs Dulo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Bupr vs Esci No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Bupr vs Fluo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Bupr vs Fluv 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Bupr vs Miln 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Bupr vs Mirt No downgrade 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade LOW 

Bupr vs Nefa 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Bupr vs Paro 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Bupr vs Rebo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Bupr vs Sert 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Bupr vs Traz 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 
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Bupr vs Venl 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Bupr vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 

Cita vs Clom No downgrade No downgrade 
Downgrade for 
side-splitting 

p=0.056 
No downgrade Downgrade LOW 

Cita vs Dulo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Cita vs Esci No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Cita vs Fluo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Cita vs Fluv No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Cita vs Miln No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Cita vs Mirt No downgrade No downgrade 
Downgrade for 
side-splitting 

p=0.069 
No downgrade Downgrade LOW 

Cita vs Nefa 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Cita vs Paro No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Cita vs Rebo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Cita vs Sert 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade 
Downgrade for 
side-splitting 

p=0.039 
No downgrade Downgrade VERY LOW 

Cita vs Traz No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Cita vs Venl No downgrade No downgrade 
Downgrade for 
side-splitting 

p=0.016 
No downgrade Downgrade LOW 

Cita vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 

Clom vs Dulo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Clom vs Esci No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Clom vs Fluo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 
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Clom vs Fluv 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Clom vs Miln 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Clom vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Clom vs Nefa 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Clom vs Paro 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Clom vs Rebo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Clom vs Sert 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Clom vs Traz 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Clom vs Venl 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Clom vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 

Dulo vs Esci No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Dulo vs Fluo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Dulo vs Fluv 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 
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Dulo vs Miln 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Dulo vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Dulo vs Nefa 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Dulo vs Paro 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Dulo vs Rebo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Dulo vs Sert 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Dulo vs Traz No downgrade 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade LOW 

Dulo vs Venl 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade 
Downgrade for 
side-splitting 

p=0.052 
No downgrade Downgrade VERY LOW 

Dulo vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 

Esci vs Fluo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Fluv No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Miln No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Nefa 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Esci vs Paro No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Rebo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Sert No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Traz No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Esci vs Venl No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 
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Esci vs Vort No downgrade 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade VERY LOW 

Fluo vs Fluv No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Fluo vs Miln No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Fluo vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Fluo vs Nefa 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Fluo vs Paro No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Fluo vs Rebo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Fluo vs Sert 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Fluo vs Traz No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Fluo vs Venl 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Fluo vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 

Fluv vs Miln 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Fluv vs Mirt No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Fluv vs Nefa 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Fluv vs Paro No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Fluv vs Rebo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Fluv vs Sert No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 
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Fluv vs Traz 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Fluv vs Venl No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Fluv vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 

Miln vs Mirt No downgrade 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade LOW 

Miln vs Nefa 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Miln vs Paro 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Miln vs Rebo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Miln vs Sert No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Miln vs Traz No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Miln vs Venl No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Miln vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 

Mirt vs Nefa No downgrade 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade LOW 

Mirt vs Paro No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Mirt vs Rebo No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Mirt vs Sert No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Mirt vs Traz No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Mirt vs Venl No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Mirt vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 
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Nefa vs Paro 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Nefa vs Rebo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Nefa vs Sert 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Nefa vs Traz 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Nefa vs Venl 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate <1.0 

but upper limit 
>1.25  

No downgrade No downgrade Downgrade VERY LOW 

Nefa vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 

Paro vs Rebo 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Paro vs Sert No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Paro vs Traz No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Paro vs Venl No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Paro vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 

Rebo vs Sert 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Rebo vs Traz 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 

Rebo vs Venl 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

No downgrade No downgrade No downgrade Downgrade LOW 
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Rebo vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 

Sert vs Traz No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Sert vs Venl No downgrade No downgrade No downgrade No downgrade Downgrade MODERATE 

Sert vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 

Traz vs Venl 

Downgrade 
because >70%  
contribution 

from moderate 
RoB 

comparisons 

Downgrade 
because point 
estimate >1.0 

but lower limit 
<0.80 

No downgrade No downgrade Downgrade VERY LOW 

Traz vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 

Venl vs Vort No downgrade No downgrade No downgrade 

Downgrade 
because of 

concerns about 
transitivity. 

Downgrade LOW 
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10 SUCRA and cumulative probability plots 

10.1 All trials  

474 studies (with at least two arms at licensed dose), 106 966 participants 

10.1.1 Response 
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  +---------------------------------------------+ 
  |       Treatment | SUCRA | PrBest | MeanRank | 
  |-----------------+-------+--------+----------| 
  |         Placebo |   0.0 |    0.0 |     22.0 | 
  |     Agomelatine |  51.6 |    0.0 |     11.2 | 
  |   Amitriptyline |  98.6 |   78.1 |      1.3 | 
  |       Bupropion |  41.4 |    0.1 |     13.3 | 
  |      Citalopram |  30.4 |    0.0 |     15.6 | 
  |    Clomipramine |  29.4 |    0.1 |     15.8 | 
  |  Desvenlafaxine |  27.7 |    0.0 |     16.2 | 
  |      Duloxetine |  83.0 |    2.6 |      4.6 | 
  |    Escitalopram |  56.9 |    0.0 |     10.0 | 
  |      Fluoxetine |  29.2 |    0.0 |     15.9 | 
  |     Fluvoxamine |  58.1 |    0.7 |      9.8 | 
  | Levomilnacipran |  44.5 |    1.6 |     12.7 | 
  |     Milnacipran |  64.6 |    5.2 |      8.4 | 
  |     Mirtazapine |  85.7 |    7.6 |      4.0 | 
  |      Nefazodone |  55.3 |    2.7 |     10.4 | 
  |      Paroxetine |  70.1 |    0.0 |      7.3 | 
  |      Reboxetine |  13.6 |    0.0 |     19.1  
  |      Sertraline |  55.2 |    0.0 |     10.4 | 
  |       Trazodone |  30.8 |    0.0 |     15.5 | 
  |     Venlafaxine |  74.3 |    0.2 |      6.4  
  |      Vilazodone |  45.2 |    0.9 |     12.5 | 
  |    Vortioxetine |  54.6 |    0.2 |     10.5 | 
  +---------------------------------------------+ 
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10.1.2 Dropouts for any reason 
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  +---------------------------------------------+ 
  |       Treatment | SUCRA | PrBest | MeanRank | 
  |-----------------+-------+--------+----------| 
  |         Placebo |  50.7 |    0.0 |     11.3 | 
  |     Agomelatine |  91.9 |   41.3 |      2.7 | 
  |   Amitriptyline |  66.9 |    1.7 |      8.0 | 
  |       Bupropion |  61.6 |    3.1 |      9.1 | 
  |      Citalopram |  69.7 |    5.2 |      7.4 | 
  |    Clomipramine |   7.9 |    0.0 |     20.3 | 
  |  Desvenlafaxine |  34.1 |    0.6 |     14.8 | 
  |      Duloxetine |  29.5 |    0.0 |     15.8 | 
  |    Escitalopram |  79.5 |    6.5 |      5.3 | 
  |      Fluoxetine |  87.4 |    9.1 |      3.6 | 
  |     Fluvoxamine |  28.9 |    0.1 |     15.9 | 
  | Levomilnacipran |  18.0 |    0.2 |     18.2 | 
  |     Milnacipran |  62.3 |   12.6 |      8.9 | 
  |     Mirtazapine |  55.1 |    1.0 |     10.4 | 
  |      Nefazodone |  69.0 |   15.9 |      7.5 | 
  |      Paroxetine |  67.4 |    0.1 |      7.8 | 
  |      Reboxetine |  19.7 |    0.0 |     17.9 | 
  |      Sertraline |  64.2 |    1.1 |      8.5 | 
  |       Trazodone |  22.2 |    0.1 |     17.3 | 
  |     Venlafaxine |  40.8 |    0.0 |     13.4 | 
  |      Vilazodone |  25.1 |    0.6 |     16.7 | 
  |    Vortioxetine |  47.9 |    0.7 |     11.9 | 
  +---------------------------------------------+ 
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10.1.3 Efficacy as continuous outcome 

 

 

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122

12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122

12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122

12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122

12345678910111213141516171819202122 12345678910111213141516171819202122

Agomelatine Amitriptyline Bupropion Citalopram Clomipramine

Desvenlafaxine Duloxetine Escitalopram Fluoxetine Fluvoxamine

Levomilnacipran Milnacipran Mirtazapine Nefazodone Paroxetine

Placebo Reboxetine Sertraline Trazodone Venlafaxine

Vilazodone Vortioxetine

P
ro

b
ab

ili
tie

s

Rank
Graphs by Treatment



 271 

 

  +---------------------------------------------+ 
  |       Treatment | SUCRA | PrBest | MeanRank | 
  |-----------------+-------+--------+----------| 
  |         Placebo |   0.0 |    0.0 |     22.0 | 
  |     Agomelatine |  37.5 |    0.0 |     14.1 | 
  |   Amitriptyline |  99.7 |   94.7 |      1.1 | 
  |       Bupropion |  33.0 |    0.0 |     15.1 | 
  |      Citalopram |  29.0 |    0.0 |     15.9 | 
  |    Clomipramine |  69.3 |    1.5 |      7.4 | 
  |  Desvenlafaxine |  33.1 |    0.0 |     15.0 | 
  |      Duloxetine |  87.2 |    0.9 |      3.7 | 
  |    Escitalopram |  54.1 |    0.0 |     10.6 | 
  |      Fluoxetine |  22.9 |    0.0 |     17.2 | 
  |     Fluvoxamine |  66.7 |    0.4 |      8.0 | 
  | Levomilnacipran |  42.9 |    0.3 |     13.0 | 
  |     Milnacipran |  55.0 |    0.7 |     10.5 | 
  |     Mirtazapine |  83.6 |    1.2 |      4.4 | 
  |      Nefazodone |  46.4 |    0.2 |     12.3 | 
  |      Paroxetine |  69.7 |    0.0 |      7.4 | 
  |      Reboxetine |   9.7 |    0.0 |     20.0 | 
  |      Sertraline |  44.1 |    0.0 |     12.7 | 
  |       Trazodone |  51.7 |    0.2 |     11.1 | 
  |     Venlafaxine |  74.0 |    0.0 |      6.5 | 
  |      Vilazodone |  42.8 |    0.1 |     13.0 | 
  |    Vortioxetine |  47.6 |    0.0 |     12.0 | 
  +---------------------------------------------+ 
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10.1.4 Remission 
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  +---------------------------------------------+ 
  |       Treatment | SUCRA | PrBest | MeanRank | 
  |-----------------+-------+--------+----------| 
  |         Placebo |   0.1 |    0.0 |     22.0 | 
  |     Agomelatine |  32.4 |    0.0 |     15.2 | 
  |   Amitriptyline |  96.6 |   57.3 |      1.7 | 
  |       Bupropion |  68.0 |    2.7 |      7.7 | 
  |      Citalopram |  24.0 |    0.0 |     17.0 | 
  |    Clomipramine |  69.2 |    6.3 |      7.5 | 
  |  Desvenlafaxine |  29.9 |    0.0 |     15.7 | 
  |      Duloxetine |  83.9 |    5.1 |      4.4 | 
  |    Escitalopram |  65.3 |    0.2 |      8.3 | 
  |      Fluoxetine |  36.5 |    0.0 |     14.3 | 
  |     Fluvoxamine |  66.7 |    4.1 |      8.0 | 
  | Levomilnacipran |  24.0 |    0.2 |     17.0 | 
  |     Milnacipran |  49.6 |    3.6 |     11.6 | 
  |     Mirtazapine |  67.7 |    1.6 |      7.8 | 
  |      Nefazodone |  74.6 |   17.7 |      6.3 | 
  |      Paroxetine |  70.3 |    0.0 |      7.2 | 
  |      Reboxetine |  10.9 |    0.0 |     19.7 | 
  |      Sertraline |  46.3 |    0.0 |     12.3 | 
  |       Trazodone |  26.2 |    0.0 |     16.5 | 
  |     Venlafaxine |  75.3 |    0.6 |      6.2 | 
  |      Vilazodone |  40.7 |    0.5 |     13.5 | 
  |    Vortioxetine |  41.8 |    0.0 |     13.2 | 
  +---------------------------------------------+ 
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10.1.5 Dropouts due to adverse events 
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  +---------------------------------------------+ 
  |       Treatment | SUCRA | PrBest | MeanRank | 
  |-----------------+-------+--------+----------| 
  |         Placebo |  99.6 |   91.0 |      1.1 | 
  |     Agomelatine |  94.2 |    7.3 |      2.2 | 
  |   Amitriptyline |  13.4 |    0.0 |     19.2 | 
  |       Bupropion |  44.6 |    0.0 |     12.6 | 
  |      Citalopram |  66.8 |    0.0 |      8.0 | 
  |    Clomipramine |   1.2 |    0.0 |     21.8 | 
  |  Desvenlafaxine |  76.1 |    0.4 |      6.0 | 
  |      Duloxetine |  34.7 |    0.0 |     14.7 | 
  |    Escitalopram |  75.9 |    0.0 |      6.1 | 
  |      Fluoxetine |  70.8 |    0.0 |      7.1 | 
  |     Fluvoxamine |  22.4 |    0.0 |     17.3 | 
  | Levomilnacipran |  33.3 |    0.0 |     15.0 | 
  |     Milnacipran |  76.6 |    1.2 |      5.9 | 
  |     Mirtazapine |  48.0 |    0.0 |     11.9 | 
  |      Nefazodone |  49.8 |    0.0 |     11.5 | 
  |      Paroxetine |  48.6 |    0.0 |     11.8 | 
  |      Reboxetine |  25.8 |    0.0 |     16.6 | 
  |      Sertraline |  59.0 |    0.0 |      9.6 | 
  |       Trazodone |  16.6 |    0.0 |     18.5 | 
  |     Venlafaxine |  17.3 |    0.0 |     18.4 | 
  |      Vilazodone |  46.0 |    0.0 |     12.3 | 
  |    Vortioxetine |  79.3 |    0.0 |      5.3 | 
  +---------------------------------------------+ 

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

0
.2

.4
.6

.8
1

12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122

12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122

12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122

12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122 12345678910111213141516171819202122

12345678910111213141516171819202122 12345678910111213141516171819202122

Agomelatine Amitriptyline Bupropion Citalopram Clomipramine

Desvenlafaxine Duloxetine Escitalopram Fluoxetine Fluvoxamine

Levomilnacipran Milnacipran Mirtazapine Nefazodone Paroxetine

Placebo Reboxetine Sertraline Trazodone Venlafaxine

Vilazodone Vortioxetine

C
u

m
ul

at
iv

e
 P

ro
ba

bi
lit

ie
s

Rank
Graphs by Treatment



 276 

10.2 Head-to-head trials 

194 studies (with at least two arms at licensed dose),  34 196 participants 

10.2.1 Response 
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  +-------------------------------------------+ 
  |     Treatment | SUCRA | PrBest | MeanRank | 
  |---------------+-------+--------+----------| 
  |   Agomelatine |  62.9 |    1.2 |      7.3 | 
  | Amitriptyline |  71.7 |    1.5 |      5.8 | 
  |     Bupropion |  80.3 |   19.5 |      4.4 | 
  |    Citalopram |  36.1 |    0.0 |     11.9 | 
  |  Clomipramine |  25.9 |    0.0 |     13.6 | 
  |    Duloxetine |  50.7 |    0.5 |      9.4 | 
  |  Escitalopram |  83.6 |    7.5 |      3.8 | 
  |    Fluoxetine |  22.7 |    0.0 |     14.1 | 
  |   Fluvoxamine |  25.1 |    0.0 |     13.7 | 
  |   Milnacipran |  48.2 |    0.7 |      9.8 | 
  |   Mirtazapine |  76.9 |    3.8 |      4.9 | 
  |    Nefazodone |  37.3 |    1.6 |     11.7 | 
  |    Paroxetine |  62.1 |    0.1 |      7.4 | 
  |    Reboxetine |   7.7 |    0.0 |     16.7 | 
  |    Sertraline |  47.1 |    0.0 |     10.0 | 
  |     Trazodone |  11.3 |    0.0 |     16.1 | 
  |   Venlafaxine |  60.3 |    0.0 |      7.7 | 
  |  Vortioxetine |  90.1 |   63.6 |      2.7 | 
  +-------------------------------------------+ 
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10.2.2 Dropouts for any reason 
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  +-------------------------------------------+ 
  |     Treatment | SUCRA | PrBest | MeanRank | 
  |---------------+-------+--------+----------| 
  |   Agomelatine |  88.1 |   12.3 |      3.0 | 
  | Amitriptyline |  34.3 |    0.0 |     12.2 | 
  |     Bupropion |  53.7 |    1.6 |      8.9 | 
  |    Citalopram |  72.7 |    2.5 |      5.6 | 
  |  Clomipramine |   9.2 |    0.0 |     16.4 | 
  |    Duloxetine |  17.1 |    0.0 |     15.1 | 
  |  Escitalopram |  85.9 |    8.7 |      3.4 | 
  |    Fluoxetine |  67.4 |    0.0 |      6.5 | 
  |   Fluvoxamine |  30.8 |    0.0 |     12.8 | 
  |   Milnacipran |  53.2 |    0.5 |      9.0 | 
  |   Mirtazapine |  56.4 |    0.2 |      8.4 | 
  |    Nefazodone |  36.8 |    1.4 |     11.7 | 
  |    Paroxetine |  57.2 |    0.0 |      8.3 | 
  |    Reboxetine |   7.5 |    0.0 |     16.7 | 
  |    Sertraline |  68.4 |    1.1 |      6.4 | 
  |     Trazodone |  30.3 |    0.1 |     12.9 | 
  |   Venlafaxine |  37.8 |    0.0 |     11.6 | 
  |  Vortioxetine |  93.3 |   71.5 |      2.1 | 
  +-------------------------------------------+ 
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10.2.3 Efficacy as continuous outcome 
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  +-------------------------------------------+ 
  |     Treatment | SUCRA | PrBest | MeanRank | 
  |---------------+-------+--------+----------| 
  |   Agomelatine |  43.3 |    0.2 |     10.6 | 
  | Amitriptyline |  84.8 |   12.9 |      3.6 | 
  |     Bupropion |  67.5 |   13.4 |      6.5 | 
  |    Citalopram |  39.3 |    0.0 |     11.3 | 
  |  Clomipramine |  58.0 |    1.9 |      8.1 | 
  |    Duloxetine |  69.7 |    4.7 |      6.1 | 
  |  Escitalopram |  81.6 |    8.2 |      4.1 | 
  |    Fluoxetine |  15.1 |    0.0 |     15.4 | 
  |   Fluvoxamine |  36.6 |    0.1 |     11.8 | 
  |   Milnacipran |  37.4 |    0.4 |     11.6 | 
  |   Mirtazapine |  73.3 |    5.6 |      5.5 | 
  |    Nefazodone |  27.2 |    1.1 |     13.4 | 
  |    Paroxetine |  62.3 |    0.1 |      7.4 | 
  |    Reboxetine |   5.9 |    0.0 |     17.0 | 
  |    Sertraline |  32.0 |    0.0 |     12.6 | 
  |     Trazodone |  27.8 |    0.6 |     13.3 | 
  |   Venlafaxine |  56.2 |    0.1 |      8.4 | 
  |  Vortioxetine |  82.1 |   50.7 |      4.0 | 
  +-------------------------------------------+ 
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10.2.4 Remission 
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  +-------------------------------------------+ 
  |     Treatment | SUCRA | PrBest | MeanRank | 
  |---------------+-------+--------+----------| 
  |   Agomelatine |  45.0 |    0.2 |     10.4 | 
  | Amitriptyline |  66.1 |    0.8 |      6.8 | 
  |     Bupropion |  94.4 |   63.5 |      2.0 | 
  |    Citalopram |  19.8 |    0.0 |     14.6 | 
  |  Clomipramine |  60.4 |    1.3 |      7.7 | 
  |    Duloxetine |  64.9 |    2.1 |      7.0 | 
  |  Escitalopram |  76.0 |    2.6 |      5.1 | 
  |    Fluoxetine |  28.5 |    0.0 |     13.2 | 
  |   Fluvoxamine |  48.3 |    0.7 |      9.8 | 
  |   Milnacipran |  38.5 |    0.7 |     11.5 | 
  |   Mirtazapine |  54.8 |    0.5 |      8.7 | 
  |    Nefazodone |  33.6 |    1.9 |     12.3 | 
  |    Paroxetine |  60.1 |    0.1 |      7.8 | 
  |    Reboxetine |   6.4 |    0.0 |     16.9 | 
  |    Sertraline |  40.2 |    0.0 |     11.2 | 
  |     Trazodone |  28.6 |    0.2 |     13.1 | 
  |   Venlafaxine |  61.5 |    0.1 |      7.6 | 
  |  Vortioxetine |  73.1 |   25.4 |      5.6 | 
  +-------------------------------------------+ 
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10.2.5 Dropouts due to adverse eventss 
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  +-------------------------------------------+ 
  |     Treatment | SUCRA | PrBest | MeanRank | 
  |---------------+-------+--------+----------| 
  |   Agomelatine |  92.9 |   36.9 |      2.2 | 
  | Amitriptyline |  26.2 |    0.0 |     13.5 | 
  |     Bupropion |  50.9 |    1.8 |      9.4 | 
  |    Citalopram |  73.4 |    4.5 |      5.5 | 
  |  Clomipramine |   5.9 |    0.0 |     17.0 | 
  |    Duloxetine |  12.4 |    0.0 |     15.9 | 
  |  Escitalopram |  81.0 |    6.5 |      4.2 | 
  |    Fluoxetine |  66.9 |    0.0 |      6.6 | 
  |   Fluvoxamine |  46.2 |    0.0 |     10.1 | 
  |   Milnacipran |  77.0 |    6.4 |      4.9 | 
  |   Mirtazapine |  47.7 |    0.0 |      9.9 | 
  |    Nefazodone |  33.0 |    0.2 |     12.4 | 
  |    Paroxetine |  51.1 |    0.0 |      9.3 | 
  |    Reboxetine |  11.9 |    0.0 |     16.0 | 
  |    Sertraline |  80.5 |    4.7 |      4.3 | 
  |     Trazodone |  37.5 |    0.1 |     11.6 | 
  |   Venlafaxine |  23.9 |    0.0 |     13.9 | 
  |  Vortioxetine |  81.6 |   38.8 |      4.1 | 
  +-------------------------------------------+ 
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11 Post hoc sensitivity analyses and meta-regression analyses (as requested by peer 

reviewers) 

11.1 Meta-regression using the mean age of participants as covariate 

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison 
 

OR drug vs PLA beta of comparison 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 
97.5

% 

Agomelatine 1.44 1.64 1.88 0.84 0.96 1.09  0.73 0.85 0.98 0.90 1.04 1.20  

Amitriptyline 1.92 2.18 2.48 1.00 1.18 1.38  0.82 0.94 1.08 0.73 0.87 1.03  

Bupropion 1.53 2.00 2.65 0.41 0.65 1.00  0.64 0.84 1.11 0.84 1.29 1.98  

Citalopram 1.36 1.57 1.82 0.92 1.07 1.25  0.80 0.95 1.13 0.63 0.79 0.98  

Clomipramine 1.03 1.36 1.78 0.86 1.06 1.30  1.00 1.37 1.85 0.81 1.05 1.36  

Desvenlafaxine 1.22 1.48 1.80 0.62 0.99 1.56  0.82 1.03 1.30 0.80 1.35 2.29  

Duloxetine 1.66 1.86 2.08 0.73 0.85 0.99  0.97 1.10 1.24 0.92 1.06 1.21  

Escitalopram 1.47 1.65 1.84 0.97 1.09 1.23  0.81 0.92 1.04 0.82 0.95 1.09  

Fluoxetine 1.40 1.53 1.66 1.04 1.14 1.25  0.81 0.89 0.98 0.81 0.90 0.99  

Fluvoxamine 1.50 1.82 2.21 0.71 1.02 1.46  0.76 0.98 1.25 0.60 1.12 2.13  
Levomilnacipra
n 1.24 1.69 2.30 0.09 0.55 3.45  0.74 1.04 1.46 0.46 2.99 

19.3
8  

Milnacipran 1.34 1.72 2.20 0.49 0.83 1.39  0.70 0.94 1.25 0.64 1.17 2.16  

Mirtazapine 1.59 1.85 2.16 0.75 0.92 1.13  0.86 1.01 1.19 0.96 1.19 1.49  

Nefazodone 1.15 1.84 2.97 0.34 0.93 2.55  0.45 0.76 1.28 0.46 1.36 3.99  

Paroxetine 1.60 1.74 1.89 0.88 0.98 1.08  0.87 0.96 1.04 0.90 1.00 1.12  

Reboxetine 1.22 1.59 2.08 0.30 0.62 1.28  0.79 1.09 1.51 0.52 1.19 2.75  

Sertraline 1.46 1.64 1.85 0.94 1.07 1.22  0.84 0.96 1.09 0.81 0.92 1.06  

Trazodone 1.21 1.47 1.80 1.03 1.26 1.54  0.96 1.19 1.48 0.67 0.88 1.15  

Venlafaxine 1.56 1.73 1.91 0.90 1.03 1.19  0.92 1.04 1.16 0.87 1.05 1.26  

Vilazodone 0.52 1.48 4.06 0.10 1.91 42.35  0.49 1.45 4.31 0.02 0.42 9.92  

Vortioxetine 1.45 1.67 1.92 0.74 0.91 1.11  0.86 1.01 1.19 0.76 0.97 1.26  

 

11.2 Meta-regression using the sex distribution (percentage of females in each study) as covariate 

 

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison 
 

OR drug vs PLA beta of comparison 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 1.10 1.47 1.95 0.55 0.80 1.14  0.60 0.85 1.21 0.75 3.88 260.34  

Amitriptyline 1.47 1.89 2.43 0.77 0.97 1.23  0.72 0.93 1.20 0.87 3.05 36.23  

Bupropion 0.84 1.27 1.91 0.80 1.06 1.40  0.87 1.37 2.15 0.61 0.16 3.49  

Citalopram 1.28 1.65 2.12 0.42 0.63 0.92  0.69 0.93 1.25 - - -  

Clomipramine 1.01 1.53 2.31 0.78 1.11 1.59  0.79 1.30 2.13 0.66 1.00 69.76  
Desvenlafaxin
e 1.20 1.50 1.89 0.84 0.99 1.16  0.84 1.09 1.42 0.91 2.50 15.61  
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Duloxetine 1.74 2.20 2.80 0.77 1.17 1.80  0.79 1.01 1.29 0.45 0.03 2.00  

Escitalopram 1.23 1.54 1.93 0.70 0.86 1.06  0.70 0.88 1.12 0.92 3.84 35.37  

Fluoxetine 1.34 1.55 1.81 0.77 0.92 1.10  0.71 0.83 0.97 0.91 3.15 26.39  

Fluvoxamine 0.93 1.46 2.29 0.56 0.90 1.48  0.69 1.14 1.86 0.49 0.09 8.36  
Levomilnacipr
an 1.09 1.48 2.01 0.16 0.52 1.65  0.95 1.27 1.68 - - -  

Milnacipran 0.58 1.16 2.32 - - -  0.49 1.01 2.13 - - -  

Mirtazapine 1.23 1.60 2.08 0.76 1.09 1.56  0.94 1.25 1.64 0.45 0.02 0.93  

Nefazodone 1.42 1.86 2.45 0.61 0.87 1.26  0.63 0.84 1.12 0.64 0.74 44.61  

Paroxetine 1.57 1.81 2.10 0.99 1.12 1.26  0.76 0.88 1.01 0.82 0.44 1.38  

Reboxetine 1.21 1.48 1.82 0.94 1.24 1.65  0.86 1.07 1.32 0.62 0.18 3.13  

Sertraline 1.17 1.46 1.82 0.92 1.23 1.64  0.74 0.94 1.19 0.78 1.68 34.88  

Trazodone 1.24 1.62 2.14 - - -  0.89 1.20 1.60 - - -  

Venlafaxine 1.54 1.79 2.07 0.89 1.07 1.29  0.92 1.08 1.26 0.85 1.23 8.04  

Vilazodone 0.19 0.97 4.70 - - -  0.57 2.58 12.01 - - -  

Vortioxetine 1.47 1.73 2.06 0.84 1.09 1.42  0.77 0.94 1.14 0.50 0.02 0.41  

 

11.3 Sensitivity analysis excluding studies including bipolar patients 

 

 Response Dropouts for any reason 

 OR drug vs PLA beta of comparison 
 

OR drug vs PLA beta of comparison 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 1.42 1.62 1.86     0.72 0.83 0.97     

Amitriptyline 1.88 2.14 2.44     0.83 0.95 1.10     

Bupropion 1.35 1.58 1.86     0.80 0.95 1.12     

Citalopram 1.32 1.52 1.75     0.81 0.97 1.15     

Clomipramine 1.18 1.49 1.88     0.98 1.27 1.66     
Desvenlafaxin
e 1.24 1.49 1.79 

   
 0.88 1.08 1.33 

   
 

Duloxetine 1.65 1.85 2.07     0.96 1.09 1.23     

Escitalopram 1.50 1.67 1.87     0.80 0.91 1.02     

Fluoxetine 1.39 1.51 1.65     0.80 0.88 0.96     

Fluvoxamine 1.41 1.71 2.07     0.92 1.13 1.38     
Levomilnacipr
an 1.24 1.59 2.05 

   
 0.93 1.19 1.53     

Milnacipran 1.21 1.62 2.17     0.68 0.95 1.32     

Mirtazapine 1.63 1.89 2.20     0.85 0.99 1.15     

Nefazodone 1.35 1.86 2.57     0.54 0.75 1.05     

Paroxetine 1.61 1.74 1.90     0.87 0.95 1.03     

Reboxetine 1.06 1.28 1.54     1.00 1.22 1.48     

Sertraline 1.44 1.65 1.90     0.84 0.98 1.14     

Trazodone 1.21 1.49 1.84     0.87 1.09 1.37     

Venlafaxine 1.61 1.78 1.97     0.92 1.02 1.14     

Vilazodone 1.27 1.60 2.01     0.89 1.15 1.48     
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Vortioxetine 1.44 1.66 1.92     0.86 1.01 1.19     

 

11.4 Sensitivity analysis for study duration (8 weeks or less versus more than 8 weeks) 

 

 Response Dropouts for any reason 

 <=8 >8 
 

<=8 >8 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine 1.41 1.73 2.13 1.26 1.49 1.76  0.68 0.85 1.06 0.65 0.81 1.01  

Amitriptyline 1.90 2.16 2.46 1.30 2.14 3.57  0.84 0.96 1.10 0.46 0.74 1.21  

Bupropion 1.32 1.57 1.87 1.16 1.95 3.28  0.80 0.96 1.15 0.55 0.96 1.71  

Citalopram 1.30 1.51 1.76 1.03 1.47 2.11  0.80 0.96 1.15 0.64 1.00 1.58  

Clomipramine 1.15 1.48 1.90 0.97 1.41 2.06  0.93 1.25 1.69 0.90 1.56 2.73  
Desvenlafaxin
e 1.18 1.45 1.79 

1.13 1.86 3.03 
 

0.92 1.15 1.44 
0.38 0.71 1.34  

Duloxetine 1.67 1.90 2.16 1.31 1.69 2.17  1.01 1.15 1.31 0.50 0.72 1.02  

Escitalopram 1.52 1.71 1.94 1.02 1.37 1.82  0.79 0.90 1.02 0.72 1.04 1.51  

Fluoxetine 1.37 1.51 1.67 1.32 1.54 1.77  0.81 0.90 1.00 0.68 0.82 0.98  

Fluvoxamine 1.42 1.70 2.05 - - -  0.92 1.11 1.34 - - -  
Levomilnacipr
an 1.11 1.49 2.02 

1.27 1.99 3.12 
 

1.01 1.33 1.76 
0.42 0.76 1.37  

Milnacipran 1.29 1.80 2.52 1.13 1.56 2.19  0.68 0.97 1.40 0.60 0.95 1.48  

Mirtazapine 1.66 1.94 2.27 0.61 1.20 2.29  0.85 0.99 1.17 0.49 1.04 2.16  

Nefazodone 1.36 1.74 2.23 0.09 0.44 1.77  0.70 0.91 1.17 0.37 1.98 13.40  

Paroxetine 1.66 1.83 2.01 1.30 1.50 1.74  0.85 0.94 1.04 0.85 1.01 1.20  

Reboxetine 1.21 1.45 1.75 0.46 0.85 1.58  0.93 1.14 1.38 0.72 1.62 3.70  

Sertraline 1.48 1.68 1.91 1.16 1.61 2.24  0.82 0.94 1.07 0.77 1.13 1.66  

Trazodone 1.25 1.52 1.86 - - -  0.93 1.15 1.43 - - -  

Venlafaxine 1.62 1.83 2.06 1.41 1.68 2.00  0.92 1.05 1.19 0.81 1.01 1.26  

Vilazodone 1.18 1.55 2.03 1.13 1.72 2.62  0.80 1.09 1.48 0.77 1.32 2.24  

Vortioxetine 1.45 1.68 1.95 0.86 1.43 2.44  0.88 1.03 1.21 0.55 0.92 1.53  

 

11.5 Sensitivity analysis for country (North America only vs other) 

 

 Response Dropouts for any reason 

 North America Other 
 

North America Other 
 

 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 2.5% median 97.5% 

Agomelatine - - - 1.23 1.65 2.23  - - - 0.53 0.73 1.01  

Amitriptyline 1.94 2.32 2.77 1.49 1.83 2.25  0.78 0.95 1.15 0.71 0.89 1.12  

Bupropion 1.41 1.65 1.95 0.46 0.87 1.66  0.81 0.97 1.16 - - -  

Citalopram 1.29 1.59 1.96 1.11 1.41 1.78  0.84 1.10 1.43 0.59 0.79 1.04  

Clomipramine - - - 0.98 1.30 1.73  - - - 0.79 1.13 1.61  
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Desvenlafaxin
e 1.16 1.42 1.73 

- - - 
 0.84 1.08 1.39 

- - - 
 

Duloxetine 1.48 1.72 2.00 1.40 1.93 2.67  0.97 1.16 1.39 0.58 0.85 1.24  

Escitalopram 1.36 1.58 1.83 1.35 1.68 2.10  0.85 1.02 1.22 0.52 0.67 0.87  

Fluoxetine 1.45 1.62 1.82 1.11 1.32 1.58  0.73 0.83 0.95 0.73 0.89 1.08  

Fluvoxamine 1.65 2.27 3.16 0.93 1.23 1.63  0.81 1.10 1.50 0.74 1.02 1.40  
Levomilnacipr
an 1.14 1.50 1.96 

- - - 
 0.98 1.33 1.80 

- - - 
 

Milnacipran - - - 1.13 1.52 2.05  - - - 0.65 0.89 1.24  

Mirtazapine 1.57 1.97 2.47 1.34 1.71 2.19  0.74 0.95 1.22 0.73 0.95 1.24  

Nefazodone 1.38 1.79 2.33 0.67 1.19 2.13  0.65 0.87 1.16 0.62 1.19 2.31  

Paroxetine 1.47 1.65 1.85 1.39 1.64 1.94  0.94 1.07 1.21 0.70 0.85 1.02  

Reboxetine 0.92 1.19 1.53 0.68 1.03 1.56  1.00 1.34 1.80 0.83 1.31 2.06  

Sertraline 1.48 1.72 2.01 1.18 1.47 1.83  0.85 1.01 1.20 0.68 0.88 1.14  

Trazodone 1.20 1.56 2.02 1.00 1.37 1.88  0.87 1.17 1.56 0.72 1.04 1.50  

Venlafaxine 1.46 1.70 1.99 1.41 1.72 2.09  0.84 1.02 1.24 0.79 0.98 1.21  

Vilazodone 1.30 1.62 2.01 - - -  0.88 1.17 1.55 - - -  

Vortioxetine 0.95 1.20 1.51 1.18 1.88 3.01  0.83 1.11 1.48 0.37 0.63 1.10  

 

 

12 Changes to the protocol 

Of the seven pre-planned network meta-regressions, we did not conduct one by ‘response to placebo’ because 

this was logically inappropriate to conduct. That is, the two primary outcomes of interest, OR for response 

already contains this information and it would not make sense to regress OR for response (i.e. response to 

drug over response to placebo) on response to placebo. 

 


