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eAppendix 1. Literature search strategies
date：2019.12.10
(1) Pubmed (293)
[bookmark: _Hlk26741880]#1 "Antidepressive Agents, Tricyclic"[Mesh] OR "Monoamine Oxidase Inhibitors"[Mesh] 19514
#2 “Selective Serotonin Reuptake Inhibitor”[Title/Abstract] OR “Selective Serotonin Reuptake Inhibitors”[Title/Abstract] OR “Selective Norepinephrine Reuptake Inhibitor”[Title/Abstract] OR “Selective Norepinephrine Reuptake Inhibitors”[Title/Abstract] OR “Tricyclic antidepressant”[Title/Abstract] OR “Tricyclic antidepressants”[Title/Abstract] OR “tetracyclic antidepressant”[Title/Abstract] OR “tetracyclic antidepressants”[Title/Abstract] OR “monoamine oxidase inhibitor”[Title/Abstract] OR “monoamine oxidase inhibitors”[Title/Abstract] 23050
[bookmark: _Hlk26742765]#3 ("Citalopram"[Mesh]) OR "Fluoxetine"[Mesh] OR "Fluvoxamine"[Mesh] OR "Paroxetine"[Mesh] OR "Sertraline"[Mesh] OR "Desvenlafaxine Succinate"[Mesh] OR "Duloxetine Hydrochloride"[Mesh] OR "Venlafaxine Hydrochloride"[Mesh] OR "Milnacipran"[Mesh] OR "Levomilnacipran"[Mesh] OR "Desipramine"[Mesh] OR "Imipramine"[Mesh] OR "Clomipramine"[Mesh] OR "Nortriptyline"[Mesh] OR "Nortriptyline"[Mesh] OR "tianeptine" [Supplementary Concept] OR  "tianeptine MC(5)" [Supplementary Concept] OR "Dothiepin"[Mesh] OR "Opipramol"[Mesh] OR "Trimipramine"[Mesh] OR "Lofepramine"[Mesh] OR "dibenzepin"[Supplementary Concept] OR "Amitriptyline"[Mesh] OR "Protriptyline"[Mesh] OR "Doxepin"[Mesh] OR "flupentixol, melitracen drug combination" [Supplementary Concept] OR "butriptyline" [Supplementary Concept] OR "quinupramine"[Supplementary Concept] OR "Mirtazapine"[Mesh] OR "Maprotiline"[Mesh] OR "Mianserin"[Mesh] OR "Amoxapine"[Mesh] OR "Moclobemide"[Mesh] OR "Isocarboxazid"[Mesh] OR "Tranylcypromine"[Mesh] OR "Phenelzine"[Mesh] OR "toloxatone" [Supplementary Concept] OR "Bupropion"[Mesh] OR "Reboxetine"[Mesh] OR "Viloxazine"[Mesh] OR "Trazodone"[Mesh] OR "Vortioxetine"[Mesh] OR "etoperidone" [Supplementary Concept] OR "nefazodone" [Supplementary Concept] OR "bifemelane" [Supplementary Concept] OR "S 20098" [Supplementary Concept] OR "Vilazodone Hydrochloride"[Mesh] 56208
#4 citalopram[Title/Abstract] OR escitalopram[Title/Abstract] OR fluoxetine[Title/Abstract] OR fluvoxamine[Title/Abstract] OR paroxetine[Title/Abstract] OR sertraline[Title/Abstract] OR desvenlafaxine[Title/Abstract] OR duloxetine[Title/Abstract] OR venlafaxine[Title/Abstract] OR milnacipran[Title/Abstract] OR levomilnacipran [Title/Abstract] OR desipramine[Title/Abstract] OR imipramine[Title/Abstract] OR clomipramine[Title/Abstract] OR nortriptyline[Title/Abstract] OR tianeptine[Title/Abstract] OR dothiepin[Title/Abstract] OR opipramol[Title/Abstract] OR trimipramine[Title/Abstract] OR lofepramine[Title/Abstract] OR dibenzepin[Title/Abstract] OR amitriptyline[Title/Abstract] OR protriptyline[Title/Abstract] OR doxepin[Title/Abstract] OR melitracen[Title/Abstract] OR butriptyline[Title/Abstract] OR dimetacrine[Title/Abstract] OR quinupramine[Title/Abstract] OR mirtazapine[Title/Abstract] OR maprotiline[Title/Abstract] OR mianserin[Title/Abstract] OR amoxapine[Title/Abstract] OR moclobemide[Title/Abstract] OR isocarboxazid[Title/Abstract] OR tranylcypromine[Title/Abstract] OR phenelzine[Title/Abstract] OR toloxatone[Title/Abstract] OR Bupropion[Title/Abstract] OR Reboxetine[Title/Abstract] OR Viloxazine[Title/Abstract] OR Trazodone[Title/Abstract] OR Vortioxetine[Title/Abstract] OR Etoperidone[Title/Abstract] OR Nefazodone[Title/Abstract] OR Bifemelane[Title/Abstract] OR Agomelatine[Title/Abstract] OR Vilazodone[Title/Abstract] 61634
#5 "Antidepressive Agents"[Mesh] 57193
#6 "antidepressive agent"[Title/Abstract] OR antidepressants[Title/Abstract] OR "antidepressive agents"[Title/Abstract] OR antidepressant[Title/Abstract] 63765
#7 (#1 OR #2 OR #3 OR #4 OR #5 OR #6) 138484
#8 "Sheehan Disability Scale"[Title/Abstract] OR "SDS"[Title/Abstract] 74781
#9 "Depressive Disorder, Major"[Mesh] OR "Major Depressive Disorder 1" [Supplementary Concept] OR "Major Depressive Disorder 2" [Supplementary Concept] OR "Depressive Disorder"[Mesh] 106087
#10 "affective symptom"[Title/Abstract] OR "affective symptoms"[Title/Abstract] OR depress*[Title/Abstract] OR "major depressive disorder"[Title/Abstract] OR "major depressive disorders"[Title/Abstract] OR dysthymi*[Title/Abstract] OR "adjustment disorder*"[Title/Abstract] OR "mood disorder*"[Title/Abstract] OR "affective disorder"[Title/Abstract] OR "affective disorders"[Title/Abstract] 457628
#11 (#9 OR #10) 475016
#12 (#7 AND #8 AND #11) 293

(2) EMBASE (496)
#1 'selective serotonin reuptake inhibitor':ab,ti OR 'selective serotonin reuptake inhibitors':ab,ti OR 'selective norepinephrine reuptake inhibitor':ab,ti OR 'selective norepinephrine reuptake inhibitors':ab,ti OR 'tricyclic antidepressant':ab,ti OR 'tricyclic antidepressants':ab,ti OR 'tetracyclic antidepressant':ab,ti OR 'tetracyclic antidepressants':ab,ti OR 'monoamine oxidase inhibitor':ab,ti OR 'monoamine oxidase inhibitors':ab,ti OR citalopram:ab,ti OR escitalopram:ab,ti OR fluoxetine:ab,ti OR fluvoxamine:ab,ti OR paroxetine:ab,ti OR sertraline:ab,ti OR desvenlafaxine:ab,ti OR duloxetine:ab,ti OR venlafaxine:ab,ti OR milnacipran:ab,ti OR levomilnacipran:ab,ti OR desipramine:ab,ti OR imipramine:ab,ti OR clomipramine:ab,ti OR nortriptyline:ab,ti OR tianeptine:ab,ti OR dothiepin:ab,ti OR opipramol:ab,ti OR trimipramine:ab,ti OR lofepramine:ab,ti OR dibenzepin:ab,ti OR amitriptyline:ab,ti OR protriptyline:ab,ti OR doxepin:ab,ti OR melitracen:ab,ti OR butriptyline:ab,ti OR dimetacrine:ab,ti OR quinupramine:ab,ti OR mirtazapine:ab,ti OR maprotiline:ab,ti OR mianserin:ab,ti OR amoxapine:ab,ti OR moclobemide:ab,ti OR isocarboxazid:ab,ti OR tranylcypromine:ab,ti OR phenelzine:ab,ti OR toloxatone:ab,ti OR bupropion:ab,ti OR reboxetine:ab,ti OR viloxazine:ab,ti OR trazodone:ab,ti OR vortioxetine:ab,ti OR etoperidone:ab,ti OR nefazodone:ab,ti OR bifemelane:ab,ti OR agomelatine:ab,ti OR vilazodone:ab,ti OR 'antidepressive agents':ab,ti OR 'antidepressive agent':ab,ti OR antidepressants:ab,ti OR antidepressant:ab,ti 149035
#2 'sheehan disability scale':ab,ti OR 'sds':ab,ti 92096
#3 'affective symptom':ab,ti OR 'affective symptoms':ab,ti OR depress*:ab,ti OR 'major depressive disorder':ab,ti OR 'major depressive disorders':ab,ti OR dysthymi*:ab,ti OR 'adjustment disorder*':ab,ti OR 'mood disorder*':ab,ti OR 'affective disorder':ab,ti OR 'affective disorders':ab,ti 620437
#4 #1 AND #2 AND #3 496

(3) Cochrane Library (CENTRAL) (566)
#1 [mh “Antidepressive Agents, Tricyclic”] OR [mh “Monoamine Oxidase Inhibitors”] OR [mh Citalopram] OR [mh Fluoxetine] OR [mh Fluvoxamine] OR [mh Paroxetine] OR [mh Sertraline] OR [mh “Desvenlafaxine Succinate”] OR [mh “Duloxetine Hydrochloride”] OR [mh “Venlafaxine Hydrochloride”] OR [mh Milnacipran] OR [mh Levomilnacipran] OR [mh Desipramine] OR [mh Imipramine] OR [mh Clomipramine] OR [mh Nortriptyline] OR [mh Nortriptyline] OR [mh Dothiepin] OR [mh Opipramol] OR [mh Trimipramine] OR [mh Lofepramine] OR [mh Amitriptyline] OR [mh Protriptyline] OR [mh Doxepin] OR [mh Mirtazapine] OR [mh Maprotiline] OR [mh Mianserin] OR [mh Amoxapine] OR [mh Moclobemide] OR [mh Isocarboxazid] OR [mh Tranylcypromine] OR [mh Phenelzine] OR [mh Bupropion] OR [mh Reboxetine] OR [mh Viloxazine] OR [mh Trazodone] OR [mh Vortioxetine] OR [mh “Vilazodone Hydrochloride”] OR [mh “Antidepressive Agents”] 12044
#2 “Selective Serotonin Reuptake Inhibitor” OR “Selective Serotonin Reuptake Inhibitors” OR “Selective Norepinephrine Reuptake Inhibitor” OR “Selective Norepinephrine Reuptake Inhibitors” OR “Tricyclic antidepressant” OR “Tricyclic antidepressants” OR “tetracyclic antidepressant” OR “tetracyclic antidepressants” OR “monoamine oxidase inhibitor” OR “monoamine oxidase inhibitors” OR citalopram OR escitalopram OR fluoxetine OR fluvoxamine OR paroxetine OR sertraline OR desvenlafaxine OR duloxetine OR venlafaxine OR milnacipran OR levomilnacipran  OR desipramine OR imipramine OR clomipramine OR nortriptyline OR tianeptine OR dothiepin OR opipramol OR trimipramine OR lofepramine OR dibenzepin OR amitriptyline OR protriptyline OR doxepin OR melitracen OR butriptyline OR dimetacrine OR quinupramine OR mirtazapine OR maprotiline OR mianserin OR amoxapine OR moclobemide OR isocarboxazid OR tranylcypromine OR phenelzine OR toloxatone OR Bupropion OR Reboxetine OR Viloxazine OR Trazodone OR Vortioxetine OR Etoperidone OR Nefazodone OR Bifemelane OR Agomelatine OR Vilazodone OR "antidepressive agent" OR antidepressants 25351
#3 #1 OR #2 26563
#4 "Sheehan Disability Scale" OR "SDS" 4129
#5 [mh “Depressive Disorder, Major”] OR [mh “Depressive Disorder”] 11031
#6 "affective symptom" OR "affective symptoms" OR depress* OR "major depressive disorder" OR "major depressive disorders" OR dysthymi* OR "adjustment disorder*" OR "mood disorder*" OR "affective disorder" OR "affective disorders" 101205
#7 {or #5-#6} 101215
#8 #3 AND #4 AND #7 566
[image: ]
Only 343 Trials were included.

(4) PsycINFO
#1 MAINSUBJECT.EXACT.EXPLODE("Major Depression") OR MAINSUBJECT.EXACT("Affective Disorders") 137884
#2 ti,ab((‘affective symptom’ OR ‘affective symptoms’ OR depress* OR ‘major depressive disorder’ OR ‘major depressive disorders’ OR dysthymi* OR ‘adjustment disorder*’ OR ‘mood disorder*’ )) 329,773
#3 TI,AB,SU( "Sheehan Disability Scale" ) OR TI,AB,SU("SDS") 2973
#4 TI,AB,SU(“Selective Serotonin Reuptake Inhibitor” OR “Selective Serotonin Reuptake Inhibitors” OR “Selective Norepinephrine Reuptake Inhibitor” OR “Selective Norepinephrine Reuptake Inhibitors” OR “Tricyclic antidepressant” OR “Tricyclic antidepressants” OR “tetracyclic antidepressant” OR “tetracyclic antidepressants” OR “monoamine oxidase inhibitor” OR “monoamine oxidase inhibitors” OR citalopram OR escitalopram OR fluoxetine OR fluvoxamine OR paroxetine OR sertraline OR desvenlafaxine OR duloxetine OR venlafaxine OR milnacipran OR levomilnacipran OR desipramine OR imipramine OR clomipramine OR nortriptyline OR tianeptine OR dothiepin OR opipramol OR trimipramine OR lofepramine OR dibenzepin OR amitriptyline OR protriptyline OR doxepin OR melitracen OR butriptyline OR dimetacrine OR quinupramine OR mirtazapine OR maprotiline OR mianserin OR amoxapine OR moclobemide OR isocarboxazid OR tranylcypromine OR phenelzine OR toloxatone OR Bupropion OR Reboxetine OR Viloxazine OR Trazodone OR Vortioxetine OR Etoperidone OR Nefazodone OR Bifemelane OR Agomelatine OR Vilazodone OR "antidepressive agent" OR antidepressants ) 60579
#5 (1 OR 2) 336162
#6 (3 AND 4 AND 5) 254
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[bookmark: _Toc62549861]eTable 2. Characteristics of the included studies for the network meta-analysis
	Study
	register identifier
	Research period
	Special feature
	Country
	Time of SDS measurement, week
	Total randomized N 
	age range
	Antidepressant
	Mean(Median) age
	Female/Male
	Company funding

	Levada, O. A. 2019
	NCT03187093
	2017.06-2019.04
	
	Ukraine
	8
	119
	18-65
	Vortioxetine 10–20 mg
	37.3
	21/15
	No

	
	
	
	
	
	
	
	
	Escitalopram 10–20 mg
	37.2
	12/8
	

	Sambunaris, A. 2014
	NCT01034462
	2009.12-2011.12
	
	American
	8
	429
	18-80
	Levomilnacipran 40 -120 mg
	44.6
	141/73
	No

	
	
	
	
	
	
	
	
	Placebo
	44.9
	140/75
	

	McIntyre，A.W. 2013
	NCT00675896
	2007.04-2011.06
	Comorbid Fibromyalgia Syndrome
	Penticton, British Columbia, Canada
	8
	120
	18-65
	Quetiapine 50-300mg
	52
	36/25
	No

	
	
	
	
	
	
	
	
	Placebo
	50
	33/26
	

	Montgomery, S. A. 2013
	EudraCT 2006-002404-34
	2006.12-2007.10
	
	France, Finland, Latvia, Lithuania, Sweden, Germany, Estonia, Czech Republic, Bulgaria, India, South Africa
	10
	563
	18-70
	Levomilnacipran 75-100mg
	44
	67/215
	No

	
	
	
	
	
	
	
	
	Placebo
	45
	66/215
	

	Montgomery, S. A. 2014
	NCT01488071
	2012.01-2012.12
	inadequate response to a single course of SSRI of SNRI
	Austria, Belgium, Bulgaria, Czech Republic, Estonia, Germany, Italy, Lithuania, Poland, Romania, Russian Federation, Spain, Sweden, United Kingdom
	8
	501
	18-75
	Vortioxetine 10–20 mg
	47
	195/58
	Yes

	
	
	
	
	
	
	
	
	Agomelatine 25–50 mg
	46
	175/67
	

	Nishimura, A. 2018
	NCT01255787
	
	
	14 countries in Europe and Asia
	8
	600
	20-64
	Vortioxetine 5mg
	44.2
	98/46
	Yes

	
	
	
	
	
	
	
	
	Vortioxetine 10mg
	45.7
	93/57
	

	
	
	
	
	
	
	
	
	Vortioxetine 20mg
	44
	93/61
	

	
	
	
	
	
	
	
	
	Placebo
	43.6
	91/61
	

	Oakes, T. M. 2012a
	NCT00536471 a
	2007.09-2008.12
	
	United States
	12
	384
	18–65
	Duloxetine 60mg
	42.2
	155/102
	Yes

	
	
	
	
	
	
	
	
	Placebo
	43.7
	78/49
	

	Oakes, T. M. 2012b
	NCT00536471 b
	2007.09-2008.12
	
	United States
	12
	392
	18–65
	Duloxetine 60mg
	44.7
	169/92
	Yes

	
	
	
	
	
	
	
	
	Placebo
	43.9
	87/44
	

	Soczynska, J. K. 2014
	NCT00296933
	2005.12-2007.04
	
	Canada
	8
	38
	18-50
	Bupropion 150-300mg
	34.6
	9/10
	Yes

	
	
	
	
	
	
	
	
	Escitalopram 10-20mg
	41.3
	10/9
	

	Wang, G. 2015
	NCT01571453
	2012.04-2013.10
	
	China, South Korea and Thailand
	8
	443
	18-65
	Vortioxetine10 mg
	40
	123/88
	Yes

	
	
	
	
	
	
	
	
	Venlafaxine 150 mg
	41
	139/87
	

	Wang, J. 2017
	/
	2014.01-2016.12
	
	China
	10
	120
	18–70
	Vortioxetine 20mg
	45.8
	39/21
	No

	
	
	
	
	
	
	
	
	Placebo
	47.1
	42/18
	

	Yu, Y. M. 2018
	/
	2011.11-2012.09
	
	China
	8
	264
	18-65
	Agomelatine 25 mg
	39.94
	79/51
	No

	
	
	
	
	
	
	
	
	Paroxetine 20mg
	37.89
	70/56
	

	Zajecka, J 2010
	
	2006.12-2008.01
	
	multicenter in United State
	8
	511
	18-70
	Agomelatine 25mg
	43.8
	/
	Yes

	
	
	
	
	
	
	
	
	Agomelatine 50mg
	43.8
	/
	

	
	
	
	
	
	
	
	
	Placebo
	43.8
	/
	

	Udristoiu, T. 2016
	/
	2011.06-2013.04
	
	multicenter in Romania
	12
	287
	18-65
	Agomelatine 25–50mg
	47.1
	121/23
	No

	
	
	
	
	
	
	
	
	Escitalopram 10-20mg
	46.4
	115/28
	

	Woo, Y. S. 2017
	/
	2008.09-2013.12
	
	multicenter in Korea
	6
	449
	18-65
	Paroxetine 20mg
	
	118/32
	No

	
	
	
	
	
	
	
	
	Venlafaxine 20mg
	
	108/43
	

	
	
	
	
	
	
	
	
	Escitalopram 30mg
	
	121/27
	

	Asnis, G. M. 2013
	NCT00969709
	2009.9-2011.5
	
	the United States
	8
	724
	18-65
	Levomilnacipran 40mg
	41.6
	122/56
	Yes

	
	
	
	
	
	
	
	
	Levomilnacipran 80mg
	41
	111/68
	

	
	
	
	
	
	
	
	
	Levomilnacipran 120mg
	40.3
	106/74
	

	
	
	
	
	
	
	
	
	Placebo
	41.3
	108/68
	

	Bakish, D. 2014
	NCT01377194
	2011.6-2012.3
	
	the United States and Canada
	8
	568
	18-75
	Placebo
	42.3
	115/74
	Yes

	
	
	
	
	
	
	
	
	Levomilnacipran 40 mg
	42.9
	115/75
	

	
	
	
	
	
	
	
	
	Levomilnacipran 80 mg
	43.1
	123/66
	

	Boulenger, J. P. 2014
	NCT01140906
	2010.5-2011.9
	
	Belgium, Estonia, Finland, France, Germany, Latvia, Lithuania, Norway, Russia, Slovakia, South Africa, Sweden and the Ukraine
	8
	607
	18-75
	Placebo
	48.1
	110/48
	Yes

	
	
	
	
	
	
	
	
	vortioxetine15mg
	47
	97/54
	

	
	
	
	
	
	
	
	
	vortioxetine20mg
	46.2
	91/60
	

	
	
	
	
	
	
	
	
	Duloxetine60mg
	45.6
	102/45
	

	Dunlop, B. W 2011
	NCT00824291
	2009.2-2009.11
	
	the United States and Canada
	12
	437
	18-75
	Desvenlafaxine 50mg
	43.2
	188/103
	Yes

	
	
	
	
	
	
	
	
	Placebo
	41.6
	93/53
	

	Fann, J. R 2017
	/
	unknown
	
	the United States
	12
	62
	18.9-66.6
	Sertraline 25-200mg
	38
	8/23
	Yes

	
	
	
	
	
	
	
	
	Placebo
	36.9
	7/24
	

	Gaynor, P. J. 2011a
	NCT01070329
	2010.3-2011.3
	
	the United States and Europe
	8
	527
	≥18
	Placebo
	44.2
	178/88
	Yes

	
	
	
	
	
	
	
	
	Duloxetine 60mg
	45.2
	183/78
	

	Gommoll, C. P 2014
	NCT00969150
	2009.9-2010.10
	
	the United States
	8
	362
	18-80
	Placebo
	43.7
	116/66
	Yes

	
	
	
	
	
	
	
	
	Levomilnacipran  40-120mg
	42.8
	99/76
	

	Kennedy, Sidney H 2014
	EudraCT 2009-011238-84
	2009.10-2011.11
	
	Argentina, Bulgaria, Finland, Russia, Slovakia and Ukraine
	6
	549
	18-65
	Agomelatine10mg
	45.4
	105/28
	No

	
	
	
	
	
	
	
	
	Agomelatine25mg
	46.5
	90/48
	

	
	
	
	
	
	
	
	
	Agomelatine25-50mg
	43.1
	98/39
	

	
	
	
	
	
	
	
	
	Placebo
	45
	108/33
	

	Inoue, T 2019
	NCT02389816
	2015.4-2018.10
	
	Japan
	8
	493
	20-75
	Placebo
	39.5
	72/92
	Yes

	
	
	
	
	
	
	
	
	Vortioxetine 10mg
	40
	72/93
	

	
	
	
	
	
	
	
	
	Vortioxetine 20mg
	40.4
	80/84
	

	Jacobsen 2015
	NCT01163266
	2010.07-2012.01
	
	multicenter in United States
	8
	462
	18–75
	Placebo
	42.3
	110/47
	Yes

	
	
	
	
	
	
	
	
	Vortioxetine 10 mg
	43.1
	118/37
	

	
	
	
	
	
	
	
	
	Vortioxetine 20 mg
	43.1
	107/43
	

	Hewett 2010
	AK130939
	
	
	
	8
	588
	18-64
	Placebo
	44.5
	62/125
	Yes

	
	
	
	
	
	
	
	
	Bupropion 150-300mg
	45.6
	76/127
	

	
	
	
	
	
	
	
	
	venlafaxine 75–150 mg
	44.1
	23/135
	

	Jain  2013
	NCT00672958
	2008.04-2008.11
	
	multicenter in different countries
	6
	600
	18–75
	Placebo
	42.4
	164/136
	Yes

	
	
	
	
	
	
	
	
	Vortioxetine 5 mg
	42.5
	186/114
	

	Mahableshwarkar 2015
	NCT01153009
	2010.06-2012.03
	
	multicenter in United States
	8
	614
	18–75
	Placebo
	42.4
	116/45
	Yes

	
	
	
	
	
	
	
	
	Vortioxetine 15 mg
	43.1
	104/43
	

	
	
	
	
	
	
	
	
	Vortioxetine 20 mg
	42.8
	114/40
	

	
	
	
	
	
	
	
	
	Duloxetine 60 mg
	43.4
	119/33
	

	Henigsberg 2012
	NCT00735709
	2008.08-2009.08
	
	Australia,Croatia, France, Germany, Latvia, Lithuania, Malaysia, Netherlands, Poland, Republic of Korea, Russia, South Africa, Taiwan, and Ukraine
	8
	560
	18–75
	Placebo
	46.4
	86/54
	Yes

	
	
	
	
	
	
	
	
	Vortioxetine 1 mg
	45.4
	93/47
	

	
	
	
	
	
	
	
	
	Vortioxetine 5 mg
	47.3
	87/53
	

	
	
	
	
	
	
	
	
	Vortioxetine 10 mg
	46.4
	95/55
	

	Baldwin 2012
	NCT00635219
	2008.02-2009.04
	
	Australia, Bulgaria, Canada, the Czech Republic, Estonia, Finland, France, Hong Kong, India, the Republic of Korea, Latvia, Lithuania, Malaysia, the Philippines, Romania, Slovakia, Spain, Taiwan, Turkey and Ukraine
	8
	776
	18–75
	Placebo
	43.4
	103/45
	Yes

	
	
	
	
	
	
	
	
	Vortioxetine 2.5 mg
	46
	110/45
	

	
	
	
	
	
	
	
	
	Vortioxetine 5 mg
	44.7
	104/53
	

	
	
	
	
	
	
	
	
	Vortioxetine 10 mg
	45.2
	100/51
	

	
	
	
	
	
	
	
	
	Duloxetine 60 mg
	45.3
	105/52
	

	Inoue 2018
	NCT01355081
	2011.05-2012.12
	
	Japan
	8
	366
	20–75
	Vortioxetine 5 mg
	38.8
	50/69
	Yes

	
	
	
	
	
	
	
	
	Vortioxetine 10 mg
	38.8
	54/69
	

	
	
	
	
	
	
	
	
	Placebo
	37.6
	67/57
	

	Mahableshwarkar  2013
	NCT00672620
	2008.04-2008.12
	
	United States
	8
	611
	18–75
	Placebo
	42.6
	93/60
	Yes

	
	
	
	
	
	
	
	
	Vortioxetine 2.5 mg
	42.6
	98/55
	

	
	
	
	
	
	
	
	
	Vortioxetine 5 mg
	43.1
	106/47
	

	
	
	
	
	
	
	
	
	Duloxetine 60 mg
	42.7
	91/61
	

	Mahableshwarkar  2015
	NCT01179516
	2010.08-2012.05
	
	United States
	8
	469
	18–75
	Placebo
	46.2
	108/52
	Yes

	
	
	
	
	
	
	
	
	Vortioxetine 10 mg
	45.2
	113/44
	

	
	
	
	
	
	
	
	
	Vortioxetine 15 mg
	43.8
	108/44
	

	Clayton 2013
	NCT01121484
	2010.06-2011.06
	peri- and postmenopausal Women
	United States
	8
	439
	40-70
	Desvenlafaxine 50mg
	53.2
	216/0
	Yes

	
	
	
	
	
	
	
	
	Placebo
	52.8
	216/0
	

	Liebowitz, M. R. 2013
	NCT00863798
	2009.04-2010.03
	
	United States
	8
	682
	≥18
	Placebo
	42
	139/84
	Yes

	
	
	
	
	
	
	
	
	Desvenlafaxine 10 mg
	41
	135/91
	

	
	
	
	
	
	
	
	
	Desvenlafaxine 50 mg
	43
	135/89
	

	Iwata 2013
	NCT00798707
	2008.12-2010.04
	
	United States and Japan
	8
	709
	≥18
	Placebo
	40.26
	128/103
	Yes

	
	
	
	
	
	
	
	
	Desvenlafaxine 25 mg
	40.19
	127/105
	

	
	
	
	
	
	
	
	
	Desvenlafaxine 50 mg
	38.59
	131/105
	

	Gaynor, P. J. 2011b 
	NCT01000805
	2009.11-2010.10
	painful physical symptoms
	multicenter in United States 
	8
	528
	≥18
	Duloxetine 60mg
	46.15
	180/82
	Yes

	
	
	
	
	
	
	
	
	Placebo
	45.73
	184/82
	

	Eli Lilly 2014
	NCT01808612
	2013.03-2014.07
	
	Japan
	6
	510
	≥20
	Fluoxetine20 mg
	40.05
	83/85
	Yes

	
	
	
	
	
	
	
	
	Fluoxetine40 mg
	39.58
	33/50
	

	
	
	
	
	
	
	
	
	Placebo
	38.54
	129/130
	

	Eli Lilly 2010
	NCT00985504
	2009.09-2010.12
	Residual Apathy
	Australia, Mexico, Canada, Russian, Taiwan
	8
	483
	≥18
	Duloxetine60-120mg
	44.15
	187/57
	Yes

	
	
	
	
	
	
	
	
	Escitalopram10-20mg
	44.93
	179/60
	

	Kornstein 2015
	NCT00369343
	2006.09-2007.11
	peri- and postmenopausal subjects
	United States
	8
	381
	40-70
	Desvenlafaxine 50-200mg
	52.01
	256/0
	Yes

	
	
	
	
	
	
	
	
	Placebo
	52.56
	125/0
	

	Heun, R. 2013
	ISRCTN57507360
	2009.11-2011.10
	Elderly Patients
	Argentina, Finland, Mexico, Portugal, and Romania
	6
	222
	≥ 65
	Agomelatine25-50mg
	71.9
	106/45
	No

	
	
	
	
	
	
	
	
	Placebo
	71.7
	46/25
	

	Moller, H. J. 2000
	
	
	
	German
	6
	240
	18 -75
	Sertraline50-100 mg
	47.7
	73/43
	No

	
	
	
	
	
	
	
	
	Amitriptyline25-100 mg
	48.1
	87/37
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[bookmark: _Toc62549862]eFigure 1. Boxplots of baseline characteristics in included trials.
(A) Mean age; (B) Sample size
A, Agomelatine; B: Amitriptyline; C: Bupropion; D: Desvenlafaxine; E: Duloxetine; F: Escitalopram; G: Fluoxetine; H: Levomilnacipran; I: Paroxetine; J: Placebo; K: Quetiapine; L: Sertraline; M: Venlafaxine; N: Vortioxetine
[bookmark: _Toc62549863]eAppendix 3. Formulas for combining the values of two/three arms
For two-arm studies:







For three-arm studies:







Note:  is the combined mean value of two/three arms;  is the combined standard deviation of two/three arms;  is the total sample size of all the arms; , ,  are the mean values in different arms, respectively; , ,  are the sample sizes in different arms, respectively; , ,  are the standard deviations in different arms, respectively.


[bookmark: _Toc62549864]eTable 3. Comparisons between the individual pharmacological treatments on efficacy of functional outcomes by direct pairwise meta-analysis
	Comparisons
	Number  of studies
	MD
	95% CI
	I-squared (%)

	Agomelatine vs Escitalopram
	1
	0.30
	-1.47, 2.07
	–

	Agomelatine vs Paroxetine
	1
	0.51
	-0.85, 1.87
	–

	Agomelatine vs Placebo
	3
	-2.41
	-3.31, -1.51
	70.0

	Agomelatine vs Vortioxetine
	1
	2.22
	0.72, 3.72
	–

	Amitriptyline vs Sertraline
	1
	0.00
	-3.03, 3.03
	–

	Bupropion vs Escitalopram
	1
	-1.10
	-8.72, 6.52
	–

	Bupropion vs Placebo
	1
	-2.00
	-3.69, -0.31
	–

	Bupropion vs Venlafaxine
	1
	1.40
	-0.29, 3.09
	–

	Desvenlafaxine vs Placebo
	5
	-1.52
	-2.12, -0.92
	33.2

	Duloxetine vs Escitalopram
	1
	0.12
	-0.77, 1.01
	–

	Duloxetine vs Placebo
	8
	-2.55
	-3.18, -1.92
	59.6

	Vortioxetine vs Duloxetine
	4
	1.94
	2.84, 1.04
	26.0

	Escitalopram vs Paroxetine
	1
	1.30
	0.83, 1.78
	–

	Venlafaxine vs Escitalopram 
	1
	0.80
	0.33, 1.28
	–

	Vortioxetine vs Escitalopram
	1
	-3.80
	-8.27, 0.67
	–

	Fluoxetine vs Placebo
	1
	0.30
	-1.09, 1.69
	–

	Levomilnacipran vs Placebo
	5
	-2.47
	-3.16, -1.78
	36.7

	Venlafaxine vs Paroxetine
	1
	0.50
	0.92, 0.08
	–

	Quetiapine vs Placebo 
	1
	-1.90
	-4.54, 0.74
	–

	Sertraline vs Placebo
	1
	-1.30
	-2.45, -0.15
	–

	Venlafaxine vs Placebo
	1
	-3.40
	-5.12, -1.68
	–

	Vortioxetine vs Placebo
	12
	-1.09
	-1.55, -0.64
	20.6

	Vortioxetine vs Venlafaxine
	1
	-1.03
	-2.71, 0.65
	–


Note: Statistically significant differences are shown in bold and underline.
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[bookmark: _Toc62549865]eFigure 2. Plots of cumulative ranking probability on efficacy of functional outcomes, by individual pharmacological treatments
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[bookmark: _Toc62549866]eFigure 3. Predictive interval plot of functional outcomes, by individual pharmacological treatments 


[bookmark: _Toc62549867]eTable 4. Inconsistency test between direct and indirect treatment comparisons for efficacy
	Side
	Direct
	Indirect
	Difference
	P>z

	
	Coefficient 
	SE
	Coefficient 
	SE
	Coefficient 
	SE
	

	Placebo - Quetiapine
	.
	.
	.
	.
	.
	.
	.

	Placebo - Sertraline 
	-1.30
	1.05
	0.00
	316.05
	-1.30
	316.05
	0.997

	Placebo - Venlafaxine
	-3.40
	1.24
	-1.45
	0.84
	-1.95
	1.50
	0.193

	Placebo - Vortioxetine
	-1.04
	0.32
	-3.38
	0.78
	2.33
	0.85
	0.006

	Agomelatine - Placebo
	2.37
	0.68
	0.41
	0.83
	1.96
	1.08
	0.069

	Agomelatine - Escitalopram
	-0.30
	1.27
	0.12
	0.86
	-0.42
	1.54
	0.783

	Agomelatine - Paroxetine
	-0.51
	1.13
	-1.33
	1.09
	0.82
	1.57
	0.602

	Agomelatine - Vortioxetine
	-2.22
	1.02
	1.01
	0.59
	-3.23
	1.18
	0.006

	Amitriptyline - Sertraline 
	0.00
	1.77
	-2.60
	632.41
	2.60
	632.42
	0.997

	Bupropion - Placebo
	2.00
	1.22
	-0.60
	2.30
	2.59
	2.61
	0.321

	Bupropion - Escitalopram
	1.10
	3.98
	-0.28
	1.22
	1.38
	4.16
	0.740

	Bupropion - Venlafaxine
	-1.40
	1.22
	2.05
	2.32
	-3.45
	2.63
	0.189

	Desvenlafaxine - Placebo
	.
	.
	.
	.
	.
	.
	.

	Duloxetine - Placebo
	2.60
	0.46
	2.41
	0.98
	0.18
	1.08
	0.864

	Duloxetine - Escitalopram
	-0.12
	0.95
	1.93
	0.91
	-2.05
	1.32
	0.119

	Duloxetine - Vortioxetine
	1.95
	0.61
	0.37
	0.62
	1.57
	0.87
	0.069

	Escitalopram - Paroxetine
	-1.30
	0.90
	-0.09
	1.36
	-1.21
	1.63
	0.459

	Escitalopram - Venlafaxine
	-0.80
	0.91
	0.04
	1.17
	-0.84
	1.48
	0.571

	Escitalopram - Vortioxetine
	-3.80
	2.43
	0.53
	0.70
	-4.33
	2.53
	0.087

	Fluoxetine - Placebo
	.
	.
	.
	.
	.
	.
	.

	Levomilnacipran - Placebo
	.
	.
	.
	.
	.
	.
	.

	Paroxetine - Venlafaxine
	0.50
	0.93
	0.30
	1.53
	0.20
	1.79
	0.912

	Venlafaxine - Vortioxetine
	-1.03
	1.17
	1.50
	0.81
	-2.53
	1.43
	0.076


Abbreviations: SE, standard error.
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[bookmark: _Toc62549868]eFigure 4. Network forest plot of inconsistency test between direct and indirect treatment comparisons for efficacy
Note: the study ID in this figure is consistency with the study ID in eAppendix 2.
A, Agomelatine; B: Amitriptyline; C: Bupropion; D: Desvenlafaxine; E: Duloxetine; F: Escitalopram; G: Fluoxetine; H: Levomilnacipran; I: Paroxetine; J: Placebo; K: Quetiapine; L: Sertraline; M: Venlafaxine; N: Vortioxetine
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[bookmark: _Toc62549869]eFigure 5. Posthoc network forest plot of inconsistency test between direct and indirect treatment comparisons for efficacy, after dropping Study 5
Note: the study ID in this figure is consistency with the study ID in eAppendix 2.
A, Agomelatine; B: Amitriptyline; C: Bupropion; D: Desvenlafaxine; E: Duloxetine; F: Escitalopram; G: Fluoxetine; H: Levomilnacipran; I: Paroxetine; J: Placebo; K: Quetiapine; L: Sertraline; M: Venlafaxine; N: Vortioxetine
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[bookmark: _Toc62549870]eFigure 6. Posthoc analysis for Predictive interval plot of functional outcomes, by individual pharmacological treatments, after dropping Study 5. 
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[bookmark: _Toc62549871]eFigure 7. Posthoc results for plots of cumulative ranking probability on efficacy of functional outcomes, by individual pharmacological treatments, after dropping Study 5.


[bookmark: _Toc62549872]eTable 5. Clustered ranking plots for the network with SUCRA values after dropping Study 5.
	Treatment
	SUCRA
	PrBest
	Mean Rank

	Paroxetine
	86.8
	35.2
	2.7

	Duloxetine
	78.6
	9.6
	3.8

	Levomilnacipran
	71.5
	7.9
	4.7

	Agomelatine
	67.0
	3.3
	5.3

	Venlafaxine
	67.0
	3.4
	5.3

	Quetiapine
	55.5
	19.3
	6.8

	Escitalopram
	52.1
	0.5
	7.2

	Desvenlafaxine
	46.2
	0.3
	8.0

	Bupropion
	44.5
	3.5
	8.2

	Amitriptyline
	43.5
	15.6
	8.3

	Sertraline
	38.9
	1.4
	8.9

	Vortioxetine
	31.1
	0
	10

	Placebo
	8.5
	0
	12.9

	Fluoxetine
	8.8
	0
	12.9


SUCRA: surface under the cumulative ranking probabilities; PrBest: probability of being the best; mean rank: average ranking place for each treatment.


[bookmark: _Toc62549873]eTable 6. Comparisons between the pharmacological based classifications on functional outcomes by direct pairwise meta-analysis
	Comparisons
	Number of studies
	MD
	95% CI
	I-squared (%)

	Antipsychotic vs Placebo
	1
	-1.90
	-4.54, 0.74
	–

	Melatonergic vs Multi-modal
	1
	2.22
	0.72, 3.72
	–

	Melatonergic vs Placebo
	3
	-2.41
	-3.31, -1.51
	70.0

	Melatonergic vs SSRI
	2
	0.43
	-0.65, 1.51
	0.0

	Multi-modal vs Placebo
	12
	-1.10
	-1.56, -0.65
	20.5

	Multi-modal vs SNRI
	5
	1.27
	0.48, 2.07
	70.1

	Multi-modal vs SSRI
	1
	-3.80
	-8.27, 0.67
	–

	NDRI vs Placebo
	1
	-2.00
	-3.69, -0.31
	–

	NDRI vs SNRI
	1
	1.40
	-0.29, 3.09
	–

	NDRI vs SSRI
	1
	-1.10
	-8.72, 6.52
	–

	SNRI vs Placebo 
	18
	-2.14
	-2.51, -1.77
	52.4

	SSRI vs Placebo 
	2
	-0.65
	-1.54, 0.23
	66.9

	SNRI vs SSRI
	2
	-0.03
	-0.38, 0.31
	0.0

	SSRI vs TCA
	1
	0.00
	-3.03, 3.03
	–


Note: Statistically significant differences are shown in bold and underline.
Abbreviations: NDRI, norepinephrine-dopamine reuptake inhibitor; SNRI, serotonin and norepinephrine reuptake inhibitors; SSRI, selective serotonin reuptake inhibitors; TCA, tricyclic antidepressants.
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[bookmark: _Toc62549874]eFigure 8. Plots of cumulative ranking probability on efficacy of functional outcomes, by pharmacological based classifications
Abbreviations: NDRI, norepinephrine-dopamine reuptake inhibitor; SNRI, serotonin and norepinephrine reuptake inhibitors; SSRI, selective serotonin reuptake inhibitors; TCA, tricyclic antidepressants.
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[bookmark: _Toc62549875]eFigure 9. Comparison-adjusted funnel plot for comparisons between individual pharmacological treatments 
The x axis reports the difference of each study’s estimate (yiXY) from the direct summary effect for each comparison (yiXY −μXY), and the y axis reports the SE of yiXY. The red line represents the null hypothesis that the comparison-specific pooled effect estimates do not differ from the study-specific effect sizes. A=Agomelatine; B=Amitriptyline; C= Bupropion; D=Desvenlafaxine; E=Duloxetine; F=Escitalopram; G=Fluoxetine; H=Levomilnacipran; I=Placebo (Reference); J=Paroxetine; K=Quetiapine; L=Sertraline; M=Venlafaxine; N=Vortioxetine.


A. Sample size <500
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B. Sample size ≥500
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[bookmark: _Toc62549876]eFigure 10. Subgroup analysis of sample size
The Efficacy of individual pharmacological treatments in the subgroup with sample size <500 or ≥500 were calculated. This figure illustrates the treatment effect estimates in terms of mean differences (MDs) with corresponding 95% CIs displayed in parentheses. Comparisons should be read from left to right. The efficacy estimate is located at the intersection of the column-defining treatment and the row-defining treatment. A MD below 0 favours the column-defining treatment, which indicates the pharmacological treatment to the left is numerically better than the one to the right and vice versa. 

[image: ]B. Multi-countries
A. Single country
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[bookmark: _Toc62549877]eFigure 11. Subgroup analysis of multi-countries
Efficacy of individual pharmacological treatments in the subgroup with single country or multi-countries. This figure illustrates the treatment effect estimates in terms of mean differences (MDs) with corresponding 95% CIs displayed in parentheses. Comparisons should be read from left to right. The efficacy estimate is located at the intersection of the column-defining treatment and the row-defining treatment. A MD below 0 favours the column defining treatment, which indicates the pharmacological treatment to the left is numerically better than the one to the right and vice versa. 


A. America
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B. Asia
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[bookmark: _Toc62549878]eFigure 12. Subgroup analysis of geographic location
[bookmark: _GoBack]Due to the limited studies in some continents, efficacy of individual pharmacological treatments can only be provided in the subgroup with America or Asia. This figure illustrates the treatment effect estimates in terms of mean differences (MDs) with corresponding 95% CIs displayed in parentheses. Comparisons should be read from left to right. The efficacy estimate is located at the intersection of the column-defining treatment and the row-defining treatment. A MD below 0 favours the column defining treatment, which indicates the pharmacological treatment to the left is numerically better than the one to the right and vice versa. 


A. Duration<10 W
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B. Duration>=10 W
[image: ]
[bookmark: _Toc62549879]eFigure 13. Subgroup analysis of study duration
Efficacy of individual pharmacological treatments in the subgroup with the duration <10 weeks or ≥ 10 weeks. This figure illustrates the treatment effect estimates in terms of mean differences (MDs) with corresponding 95% CIs displayed in parentheses. Comparisons should be read from left to right. The efficacy estimate is located at the intersection of the column-defining treatment and the row-defining treatment. A MD below 0 favours the column defining treatment, which indicates the pharmacological treatment to the left is numerically better than the one to the right and vice versa. 
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[bookmark: _Toc62549880]eFigure 14. Sensitivity analysis for excluding a study of antipsychotic 
The sensitivity analysis was conducted by excluding a study of antipsychotic (i.e., quetiapine). This figure illustrates the treatment effect estimates in terms of mean differences (MDs) with corresponding 95% CIs displayed in parentheses. Comparisons should be read from left to right. The efficacy estimate is located at the intersection of the column-defining treatment and the row-defining treatment. A MD below 0 favours the column-defining treatment, which indicates the pharmacological treatment to the left is numerically better than the one to the right and vice versa.
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[bookmark: _Toc62549881]eFigure 15. Sensitivity analysis for all-cause discontinuation rate < 20%.
The sensitivity analysis was conducted by excluding the studies with all-cause discontinuation rate ≥20%. This figure illustrates the treatment effect estimates in terms of mean differences (MDs) with corresponding 95% CIs displayed in parentheses. Comparisons should be read from left to right. The efficacy estimate is located at the intersection of the column-defining treatment and the row-defining treatment. A MD below 0 favours the column-defining treatment, which indicates the pharmacological treatment to the left is numerically better than the one to the right and vice versa.


[image: ]
[bookmark: _Toc62549882]eFigure 16. Network meta-analysis of acceptability (dropout rate)
Values depicted are odd ratios (ORs) with associated 95% confidence intervals (CIs). Comparisons should be read from left to right. Acceptability estimate is located at the intersection of the column-defining treatment and the row-defining treatment. A OR below 1.0 favours the column-defining treatment. * No antidepressant had significantly differences in acceptability compared to placebo.
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[bookmark: _Toc62549883]eFigure 17. Plots of cumulative ranking probability on acceptability


[bookmark: _Toc62549884]eTable 7. Ranking probability on acceptability with SUCRA values
	Treatment
	SUCRA
	PrBest
	MeanRank

	Desvenlafaxine
	84.3
	23.1
	3.0

	Quetiapine
	78.5
	45.6
	3.8

	Placebo
	73.5
	1.0
	4.4

	Agomelatine
	66.3
	5.4
	5.4

	Duloxetine
	61.4
	1.2
	6.0

	Vortioxetine
	61.8
	0.7
	6.0

	Paroxetine
	57.2
	9.3
	6.6

	Bupropion
	54.2
	6.8
	6.9

	Levomilnacipran
	40.1
	0.2
	8.8

	Venlafaxine
	37.4
	0.2
	9.1

	Escitalopram
	35.0
	0.4
	9.4

	Fluoxetine
	27.8
	2.3
	10.4

	Sertraline
	11.2
	1.2
	12.5

	Amitriptyline
	11.1
	2.6
	12.6


SUCRA: surface under the cumulative ranking probabilities; PrBest: probability of being the best; mean rank: average ranking place for each treatment.
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[bookmark: _Toc62549885]eFigure 18. Network of eligible comparisons for efficacy of three domains in SDS
A. Individual pharmacological treatments, B. Pharmacological based classifications. The three domains of SDS are work/school, social/leisure activities, and family/home responsibilities. The width of the lines is proportional to the number of trials comparing every pair of treatments, and the size of every circle is proportional to the number of randomly assigned participants (sample size).



[bookmark: _Toc62549886]eTable 8. Ranking probability on efficacy in SDS with SUCRA values, by three domains
	work/school 
	
	social/leisure activities
	
	family/home responsibilities 

	Treatment
	SUCRA
	PrBest
	MeanRank
	
	Treatment
	SUCRA
	PrBest
	MeanRank
	
	Treatment
	SUCRA
	PrBest
	MeanRank

	Individual pharmacological treatments
	
	Individual pharmacological treatments
	
	Individual pharmacological treatments

	Agomelatine
	89.4
	43.5
	2.0
	
	Agomelatine
	95.6
	67.9
	1.4
	
	Agomelatine
	96.5
	76.4
	1.3

	Venlafaxine
	77.4
	24.2
	3.0
	
	Escitalopram
	86.0
	24.4
	2.3
	
	Vortioxetine
	73.8
	6.0
	3.4

	Levomilnacipran
	73.1
	19.2
	3.4
	
	Duloxetine
	66.8
	0.9
	4.0
	
	Escitalopram
	70.6
	5.8
	3.6

	Duloxetine
	60.9
	2.3
	4.5
	
	Venlafaxine
	64.3
	4.6
	4.2
	
	Venlafaxine
	71.1
	9.4
	3.6

	Escitalopram
	60.3
	3.8
	4.6
	
	Levomilnacipran
	51.9
	1.2
	5.3
	
	Duloxetine
	60.6
	0.7
	4.5

	Bupropion
	55.9
	6.8
	5.0
	
	Vortioxetine
	52.5
	0.3
	5.3
	
	Bupropion
	44.6
	1.4
	6.0

	Vortioxetine
	38.9
	0.1
	6.5
	
	Bupropion
	36.1
	0.6
	6.8
	
	Levomilnacipran
	43.7
	0.4
	6.1

	Desvenlafaxine
	31.8
	0.0
	7.1
	
	Desvenlafaxine
	31.4
	0.0
	7.2
	
	Desvenlafaxine
	25.8
	0.0
	7.7

	Placebo
	9.0
	0.0
	9.2
	
	Fluoxetine
	9.4
	0.0
	9.2
	
	Fluoxetine
	7.7
	0.0
	9.3

	Fluoxetine
	3.5
	0.0
	9.7
	
	Placebo
	6.1
	0.0
	9.4
	
	Placebo
	5.7
	0.0
	9.5

	Pharmacological based classifications
	
	Pharmacological based classifications
	
	Pharmacological based classifications 

	Melatonergic
	94.4
	77.5
	1.3
	
	Melatonergic
	97.5
	89.6
	1.1
	
	Melatonergic
	95.3
	79.8
	1.2

	SNRI
	69.0
	5.5
	2.6
	
	SSRI
	59.0
	3.6
	3.0
	
	Multi-modal
	70.9
	14.2
	2.5

	NDRI
	58.3
	15.7
	3.1
	
	SNRI
	58.4
	1.6
	3.1
	
	SNRI
	53.4
	0.9
	3.3

	SSRI
	40.9
	0.6
	4.0
	
	Multi-modal
	47.5
	2.0
	3.6
	
	NDRI
	40.5
	4.8
	4.0

	Multi-modal
	34.3
	0.7
	4.3
	
	NDRI
	34.4
	3.2
	4.3
	
	SSRI
	37.9
	0.4
	4.1

	Placebo
	3.1
	0.0
	5.8
	
	Placebo
	3.2
	0.0
	5.8
	
	Placebo
	1.9
	0.0
	5.9


SUCRA: surface under the cumulative ranking probabilities; PrBest: probability of being the best; mean rank: average ranking place for each treatment.
 
[bookmark: _Toc62549887]eFigure 19. Network meta-analysis of efficacy of individual pharmacological treatments and pharmacological based classifications of work/school domain
Note: This figure illustrates the treatment effect estimates in terms of mean differences (MDs) with corresponding 95% CIs displayed in parentheses. The lower triangle is the results of individual pharmacological treatment, and the estimation was calculated as the column-defining treatment compared with the row-defining treatment. The upper triangle is the results of pharmacological based classifications, and the estimation was calculated as the row-defining treatment compared with the column-defining treatment. Comparisons should be read from left to right. The efficacy estimate is located at the intersection of the column-defining treatment and the row-defining treatment. A MD below 0 favors the column-defining treatment in the lower triangle and the row-defining treatment in the upper triangle, which indicates the antidepressant/ classification to the left is numerically better than the one to the right and vice versa.
Abbreviations: NDRI, norepinephrine-dopamine reuptake inhibitor; SNRI, serotonin and norepinephrine reuptake inhibitors; SSRI, selective serotonin reuptake inhibitors.
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[bookmark: _Toc62549888]eFigure 20. Plots of cumulative ranking probability  of work/school domain
A. individual pharmacological treatments, B. pharmacological based classifications
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[bookmark: _Toc62549889]eFigure 21. Network meta-analysis of efficacy of individual pharmacological treatments and pharmacological based classifications of social/leisure activities domain
Note: This figure illustrates the treatment effect estimates in terms of mean differences (MDs) with corresponding 95% CIs displayed in parentheses. The lower triangle is the results of individual pharmacological treatment, and the estimation was calculated as the column-defining treatment compared with the row-defining treatment. The upper triangle is the results of pharmacological based classifications, and the estimation was calculated as the row-defining treatment compared with the column-defining treatment. Comparisons should be read from left to right. The efficacy estimate is located at the intersection of the column-defining treatment and the row-defining treatment. A MD below 0 favors the column-defining treatment in the lower triangle and the row-defining treatment in the upper triangle, which indicates the antidepressant/ classification to the left is numerically better than the one to the right and vice versa.
Abbreviations: NDRI, norepinephrine-dopamine reuptake inhibitor; SNRI, serotonin and norepinephrine reuptake inhibitors; SSRI, selective serotonin reuptake inhibitors.
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[bookmark: _Toc62549890]eFigure 22. Plots of cumulative ranking probability of social/leisure activities domain
A. individual pharmacological treatments, B. pharmacological based classifications
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[bookmark: _Toc62549891]eFigure 23. Network meta-analysis of efficacy of individual pharmacological treatments and pharmacological based classifications of family/home responsibilities domain
Note: This figure illustrates the treatment effect estimates in terms of mean differences (MDs) with corresponding 95% CIs displayed in parentheses. The lower triangle is the results of individual pharmacological treatment, and the estimation was calculated as the column-defining treatment compared with the row-defining treatment. The upper triangle is the results of pharmacological based classifications, and the estimation was calculated as the row-defining treatment compared with the column-defining treatment. Comparisons should be read from left to right. The efficacy estimate is located at the intersection of the column-defining treatment and the row-defining treatment. A MD below 0 favors the column-defining treatment in the lower triangle and the row-defining treatment in the upper triangle, which indicates the antidepressant/ classification to the left is numerically better than the one to the right and vice versa.
Abbreviations: NDRI, norepinephrine-dopamine reuptake inhibitor; SNRI, serotonin and norepinephrine reuptake inhibitors; SSRI, selective serotonin reuptake inhibitors.
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[bookmark: _Toc62549892]eFigure 24. Plots of cumulative ranking probability of family/home responsibilities domain
A. individual pharmacological treatments, B. pharmacological based classifications
[bookmark: _Toc62549893]eTable 9. Cochrane risk of bias assessment for individual studies
	study
	Random Sequence generation
	Allocation concealment
	Blinding of participants and personnel 
	Blinding of outcome assessment
	complete outcome data
	Selective reporting

	Levada, O. A. 2019
	Low
	High
	High
	High
	Low
	Low

	Sambunaris, A. 2014
	Low
	Low
	Low
	Low
	High
	Unclear

	McIntyre，A.W. 2013
	Low
	Low
	Low
	High
	High
	Low

	Montgomery, S. A. 2013
	Low
	Low
	Low
	Unclear
	High
	Unclear

	Montgomery, S. A. 2014
	Low
	Low
	Low
	High
	High
	Unclear

	Nishimura, A. 2018
	Low
	Low
	Low
	Low
	Low
	Unclear

	Oakes, T. M. 2012a
	Low
	Low
	Low
	Low
	High
	Unclear

	Oakes, T. M. 2012b
	Low
	Low
	Low
	Low
	High
	Unclear

	Soczynska, J. K. 2014
	Low
	Low
	Low
	High
	Low
	Unclear

	Wang, G. 2015
	Low
	Low
	Low
	High
	High
	Unclear

	Wang, J. 2017
	Low
	Low
	Low
	Low
	Low
	Low

	Yu, Y. M. 2018
	Low
	Low
	Low
	Unclear
	Low
	Unclear

	Zajecka, J 2010
	Low
	Unclear
	Low
	Unclear
	High
	Low

	Udristoiu, T. 2016
	Low
	Low
	Low
	Unclear
	Low
	Low

	Woo, Y. S. 2017
	Low
	High
	High
	Low
	High
	Low

	Asnis, G. M. 2013
	Low
	Low
	Low
	Low
	High
	Unclear

	Bakish, D. 2014
	Low
	Low
	Low
	Low
	High
	Unclear

	Boulenger, J. P. 2014
	Low
	Low
	Low
	High
	Unclear
	Unclear

	Dunlop, B. W 2011
	Low
	Low
	Low
	Low
	High
	Unclear

	Fann, J. R 2017
	Low
	Low
	Low
	Low
	Low
	Unclear

	Gaynor, P. J. 2011a
	Low
	Low
	Low
	High
	High
	Unclear

	Gommoll, C. P 2014
	Low
	Low
	Low
	Low
	High
	Unclear

	Kennedy, Sidney H 2014
	Low
	Low
	Low
	Unclear
	Low
	High

	Inoue, T 2019
	Low
	Low
	Low
	Low
	Low
	Low

	Jacobsen 2015
	Low
	Low
	Low
	Low
	High
	High

	Hewett 2010
	Low
	Low
	Low
	Unclear
	High
	Unclear

	Jain  2013
	Low
	Low
	Low
	High
	High
	High

	Mahableshwarkar 2015
	Low
	Low
	Low
	Low
	High
	Low

	Henigsberg 2012
	Low
	Low
	Low
	High
	Low
	High

	Baldwin 2012
	Low
	Low
	Low
	High
	High
	Unclear

	Inoue 2018
	Low
	Low
	Low
	Low
	Low
	Low

	Mahableshwarkar  2013
	Low
	Low
	Low
	High
	High
	Low

	Mahableshwarkar  2015
	Low
	Low
	Low
	Low
	High
	High

	Clayton, A. H. 2013
	Low
	Low
	Low
	Low
	High
	High

	Liebowitz, M. R. 2013
	Low
	Low
	Low
	Low
	Low
	Unclear

	Iwata 2013
	Low
	Low
	Low
	Low
	Low
	Unclear

	Gaynor, P. J. 2011b
	Low
	Low
	Low
	Low
	High
	High

	Eli Lilly 2014
	Low
	Low
	Low
	Low
	Low
	Low

	Eli Lilly 2010
	Low
	Low
	Low
	Low
	Low
	Low

	Kornstein 2015
	Low
	Low
	Low
	Low
	Low
	High

	Heun, R. 2013
	Low
	Low
	Low
	Low
	High
	Unclear

	Moller, H. J. 2000
	Low
	Low
	Low
	Unclear
	Low
	Unclear
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[bookmark: _Toc62549894]eFigure 25. Risk of bias assessment for all included studies
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