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eTable 1. PRISMA 2020 item checklist[1]
	Section/topic
	#
	Checklist item
	Reported on page #

	TITLE
	

	Title
	1
	Identify the report as a systematic review.
	1

	ABSTRACT
	

	Abstract
	2
	See the PRISMA 2020 for Abstracts checklist (eTable2)
	3

	INTRODUCTION
	

	Rationale
	3
	Describe the rationale for the review in the context of existing knowledge.
	4

	Objectives
	4
	Provide an explicit statement of the objective(s) or question(s) the review addresses.
	4

	METHODS
	

	Eligibility criteria
	5
	Specify the inclusion and exclusion criteria for the review and how meta-analyses were grouped for the synthesis.
	5

	Information sources
	6
	Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Specify the date when each source was last searched or consulted.
	5

	Search strategy
	7
	Present the full search strategies for all databases, registers and websites, including any filters and limits used.
	5

	Selection process
	8
	Specify the methods used to decide whether a meta-analysis met the inclusion criteria of the review, including how many reviewers screened each record and each report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process.
	5

	Data collection process
	9
	Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in the process
	5

	Data items
	10a
	List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect.
	5

	
	10b
	List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe any assumptions made about any missing or unclear information.
	5

	Meta-analysis quality assessment
	11
	Specify the methods used to assess quality in the included meta-analyses, including details of the tool(s) used, how many reviewers assessed each meta-analysis and whether they worked independently, and if applicable, details of automation tools used in the process
	5

	Effect measures
	12
	Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results.
	5

	Synthesis methods
	13a
	Describe the processes used to decide which meta-analyses were eligible for each synthesis (e.g. tabulating the study intervention characteristics and comparing against the planned groups for each synthesis (item #5)).
	5

	
	13b
	Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data conversions.
	5

	
	13c
	Describe any methods used to tabulate or visually display results of individual meta-analyses.
	5

	
	13d
	Describe any methods used to synthesise results and provide a rationale for the choice(s).
	5

	
	13e
	Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression).
	5

	
	13f
	Describe any sensitivity analyses conducted to assess robustness of the synthesised results
	-

	Reporting bias assessment
	14
	Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases).
	-

	Certainty assessment
	15
	Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome.
	-

	RESULTS
	

	Study selection
	16a
	Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in the review, ideally using a flow diagram.
	6

	
	16b
	Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded.
	6, eTable 4

	Study characteristics
	17
	Cite each included study and present its characteristics.
	6, eTable 3

	Quality of meta-analyses
	18
	Present assessments of quality for each included meta-analysis.
	6, Tables 1-2, eTable 3

	Results of individual meta-analyses
	19
	For all outcomes, present, for each meta-analysis: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision (e.g. confidence/credible interval), ideally using structured tables or plots.
	6, Tables 1-2, eTable 3

	Results of syntheses
	20a
	For each synthesis, briefly summarise the characteristics and quality among contributing meta-analyses.
	6, Tables 1-2, eTable 3 

	
	20b
	Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision (e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect.
	7 to 13, Table 3

	
	20c
	Present results of all investigations of possible causes of heterogeneity among study results.
	6

	
	20d
	Present results of all sensitivity analyses conducted to assess the robustness of the synthesised results.
	-

	Reporting biases
	21
	Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed.
	-

	Certainty of evidence
	22
	Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed.
	-

	DISCUSSION
	

	Discussion
	23a
	Provide a general interpretation of the results in the context of other evidence
	12 to 16

	
	23b
	Discuss any limitations of the evidence included in the review.
	12 to 16

	
	23c
	Discuss any limitations of the review processes used.
	12 to 16

	
	23d
	Discuss implications of the results for practice, policy, and future research
	15, 16

	OTHER INFORMATION
	

	Registration and protocol
	24a
	Provide registration information for the review, including register name and registration number, or state that the review was not registered.
	5

	
	24b
	Indicate where the review protocol can be accessed, or state that a protocol was not prepared.
	5

	
	24c
	Describe and explain any amendments to information provided at registration or in the protocol.
	-

	Support
	25
	Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review.
	2

	Competing interests
	26
	Declare any competing interests of review authors.
	2

	Availability of data, code, and other materials
	27
	Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from included studies; data used for all analyses; analytic code; any other materials used in the review.
	-


From: Page MJ et al., The PRISMA 2020 statement: an updated guideline for reporting systematic reviews. BMJ 2021;372. doi: 10.1136/bmj.n71. PRISMA 2020 has been originally designed for systematic reviews of individual studies.
eTable 2. PRISMA 2020 for Abstracts checklist[1]
	Section/topic
	#
	Checklist item
	Y/N

	TITLE
	

	Title
	1
	Identify the report as a systematic review.
	Y

	BACKGROUND
	

	Objectives
	2
	Provide an explicit statement of the main objective(s) or question(s) the review addresses.
	Y

	METHODS
	

	Eligibility criteria
	3
	Specify the inclusion and exclusion criteria for the review.
	Y

	Information sources
	4
	Specify the information sources (e.g. databases, registers) used to identify meta-analyses and the date when each was last searched
	Y

	Quality
	5
	Specify the methods used to assess quality in the included meta-analyses.
	Y

	Synthesis of results
	6
	Specify the methods used to present and synthesise results.
	Y

	RESULTS
	

	Included studies
	7
	Give the total number of included studies and participants and summarise relevant characteristics of studies.
	Y

	Synthesis of results
	8
	Present results for main outcomes, preferably indicating the number of included meta-analyses and participants for each. If meta-analysis was done, report the summary estimate and confidence/credible interval. If comparing groups, indicate the direction of the effect (i.e. which group is favoured).
	Y 

	DISCUSSION
	

	Limitations of evidence
	9
	Provide a brief summary of the limitations of the evidence included in the review (e.g. study risk of bias, inconsistency and imprecision).
	Y

	Interpretation
	10
	Provide a general interpretation of the results and important implications.
	Y

	OTHER
	

	Funding
	11
	Specify the primary source of funding for the review.
	Y

	Registration
	12
	Provide the register name and registration number.
	N


From: Page MJ et al., The PRISMA 2020 statement: an updated guideline for reporting systematic reviews. BMJ 2021;372. doi: 10.1136/bmj.n71. PRISMA 2020 has been originally designed for systematic reviews of individual studies.
eMethods

Full search key: (“meta-analys*” OR “systematic review”) AND (“random” OR “placebo” OR “control”) AND (“affective disorder” OR “bipolar” OR “depress*” OR “severe mental illness”) AND (“physical health” OR “cardio*” OR “metabol*” OR “respir*” OR “weight” OR “pain” OR “somatic”).

Inclusion criteria:

- Population: People with bipolar or depressive disorders, confirmed through validated assessment measures (e.g. DSM, ICD criteria); studies conducted with a severe mental illness subgroup (e.g., also including schizophrenia spectrum disorders) will only be included if the mood disorders sample is ≥70%. Any age will be included and categorized as youth if <18 years old, adults 18-64, elderly ≥65; if multiple age groups are present, we’ll extract both data for single age groups and/or for mixed age groups, whichever provided.
- Interventions: any investigated pharmacological intervention. Non-pharmacological interventions will include all educational, psychotherapeutic, social and physical interventions, excluding alternative therapies.

- Comparisons: any control intervention (other active intervention, placebo, treatment as usual/usual care, waiting list, no treatment).

- Outcomes: any physical health outcome explored, including body weight, levels of glucose and lipid metabolism parameters, cardiovascular illness (e.g., myocardial infarction, stroke, TIA, pulmonary embolism, etc), respiratory illness (lung cancer, COPD, etc). Parameters of physical fitness: maximal or peak oxygen uptake, muscle strength, etc. . Any biomarkers investigated: Hba1c, c-reactive protein or other blood and serum markers. Any physical health behavior researched: physical activity levels, smoking behavior, diet patterns, attending physical health appointment, attendance rates, etc. . Physical health related quality of life. As tolerability measures, discontinuation due to adverse events and any adverse event.
- Setting: any setting: hospital (inpatient or outpatient), community or remote (e.g., using digital technology).

- Study design: (network) meta-analyses informed by a systematic review that included randomized controlled trials (RCTs). A paper will be classified as a systematic review and meta-analysis if it provides clear inclusion criteria, a systematic search strategy, a screening procedure to identity relevant studies, systematic data extraction and meta-analysis procedures for RCTs.
eTable 3. Included meta-analyses and physical health outcomes
	Author, year
	Age group
	P
	I
	C
	O
	Q

	Pharmacological

	Amick, 2015[2]
	Adults
	Depression
	SSRI/SNRI
	CBT, CBT + SSRI
	Discontinuation due to adverse events
	8

	Bai, 2020[3]
	Adults
	Bipolar disorder (mania, depression)
	Aripiprazole, Asenapine, Cariprazine, Divalproex Haloperidol, Lamotrigine, Lithium, Olanzapine, Paliperidone, Risperidone, Ziprasidone
	Placebo
	Discontinuation due to adverse events, Weight gain
	4

	Ball, 2011[4]
	Adults
	Depression
	Duloxetine
	Placebo
	Pain
	1

	Barbui, 2008[5]
	Adults
	Depression
	Paroxetine
	Placebo
	Any adverse event, Discontinuation due to adverse events
	8

	Bech, 2000[6]
	Adults
	Depression
	Fluoxetine
	Placebo
	Discontinuation due to adverse events
	3

	Brambilla, 2005[7]
	Adults, Elderly
	Depression
	Fluoxetine
	Amitriptyline, Citalopram, Clomipramine, Dothiepin, Doxepine, Imipramine, Maprotiline, Mianserin, Mixed antidepressants, Moclobemide, Paroxetine, Reboxetine, Sertraline, SSRI, Tianeptine, Trazodone, Tricyclic antidepressants, Venlafaxine
	Any adverse event, Discontinuation due to adverse events, Weight gain
	3

	Ceron-Litvoc, 2009[8]
	Adults
	Bipolar disorder (mania or mixed, unspecified)
	Carbamazepine
	Lithium
	Any adverse event, Discontinuation due to adverse events
	5

	Chen, 2019[9]
	Adults
	Depression
	Buproprion, Fluoxetine, Mirtazapine, Venlafaxine, Vortioxetine
	Placebo
	Any adverse event
	8

	Cipriani, 2006[10]
	Adults
	Bipolar disorder (mania)
	Haloperidol, Haloperidol + lithium or valproate
	Carbamazepine + Lithium, Placebo, Risperidone
	 Discontinuation due to adverse events, Weight gain
	10

	Cipriani, 2012[11]
	Adults
	Depression
	Duloxetine
	Escitalopram, Fluoxetine, Paroxetine, Venlafaxine
	Any adverse event, Discontinuation due to adverse events, Hypertension, Pain, Palpitations, Weight gain
	10

	Cipriani, 2012a[12]
	Adults
	Depression
	Citalopram
	Amitriptyline, Escitalopram, Fluoxetine, Imipramine, Nortriptyline, Reboxetine, Sertraline, Tricyclic antidepressants
	Any adverse event, Discontinuation due to adverse events, Tachycardia, Weight gain
	10

	Cipriani, 2016[13]
	Youth
	Depression
	Citalopram, Desipramine, Duloxetine, Escitalopram, Fluoxetine, Mirtazapine, Paroxetine
	Fluoxetine, Placebo
	Discontinuation due to adverse events
	11

	Citrome, 2009[14]
	Adults
	Bipolar disorder
	Asenapine, Olanzapine
	Placebo
	Fasting glucose, HbA1c, LDL cholesterol, Total cholesterol, Triglycerides Weight gain
	2

	Citrome, 2013[15]
	Adults
	Depression
	Levomilnacipran
	Placebo
	, Hypertension, Orthostatic hypotension, Tachycardia
	2

	Citrome, 2015[16]
	Adults
	Depression
	Brexpiprazole + antidepressant
	Placebo + antidepressant
	Discontinuation due to adverse events, Weight gain
	2

	DelBello, 2021
	Youth
	Bipolar disorder depression
	Lurasidone, olanzapine+fluoxetine, quetiapine IR/XR
	Placebo
	Discontinuation due to adverse events, Fasting glucose, HDL cholesterol, LDL cholesterol, Total cholesterol, Triglycerides, Weight gain
	8

	Derry, 2007[17]
	Adults
	Bipolar disorder depression
	Second-generation antipsychotics
	Active pharmacological, Placebo
	Discontinuation due to adverse events, Weight gain
	5

	Galling, 2015[18]
	Adults
	Bipolar disorder
	Antipsychotics + mood stabilizers, Olanzapine + mood stabilizers, Quetiapine + mood stabilizers, Risperidone + mood stabilizers, Ziprasidone + mood stabilizers
	Antipsychotics, Mood stabilizers
	Any adverse event, Discontinuation due to adverse events, EKG abnormalities, Fasting glucose, HbA1c, HDL cholesterol, Insulin, LDL cholesterol, Liver enzymes (ALT), Orthostatic hypotension, QTc change, Total cholesterol, Triglycerides, Weight gain
	7

	Gartlehner, 2008[19]
	Adults
	Depression
	Bupropion, Duloxetine, Mirtazapine, Nefazodone, Trazodone, Venlafaxine
	SSRI
	Discontinuation due to adverse events
	8

	Gartlehner, 2019[20]
	Adults
	Seasonal depression
	Bupropion
	Placebo
	Any adverse event, Discontinuation due to adverse events
	10

	Gebhardt, 2016[21]
	Adults
	Depression
	SNRI, SSRI
	Placebo
	Pain
	5

	Gomes-da-Costa, 2021
	Youth, Adults
	Bipolar disorder
	Lithium
	Active pharmacological, Placebo
	Weight gain
	8

	Guo, 2019[22]
	Elderly
	Depression
	Citalopram, Escitalopram, Paroxetine, Sertraline
	Fluoxetine
	Cardiovascular reactions
	8

	Hackett, 2008[23]
	Elderly
	Post-stroke depression
	Antidepressants
	Placebo
	Stroke recurrence
	10

	Hetrick, 2012[24]
	Youth
	Depression
	Mixed antidepressants
	Placebo
	Any adverse event
	10

	Hetrick, 2021
	Youth
	Depression
	Citalopram, Desvenlafaxine, Escitalopram, Fluoxetine, Paroxetine, SNRI, SSRI
	Placebo
	Any adverse event
	11

	Kadakia, 2021
	Adults
	Bipolar disorder depression
	Aripiprazole, Cariprazine, Lurasidone, Olanzapine, Quetiapine IR/XR, Ziprasidone
	Placebo
	Discontinuation due to adverse events, Fasting glucose, LDL cholesterol, Total cholesterol, Triglycerides, Weight gain
	10

	Katzman, 2007[25]
	Adults
	Depression
	Paroxetine
	Mianserin, Nefazodone, Sertraline, SSRI, Tricyclic antidepressants
	Discontinuation due to adverse events
	8

	Khapre, 2020[26]
	Adults
	T1&2DM, Depression
	SSRI
	Placebo
	HbA1c
	6

	Kishi, 2019a[27]
	Adults
	Bipolar disorder (depression)
	Quetiapine IR, Quetiapine XR
	Placebo
	Discontinuation due to adverse events, Fasting glucose, HbA1c, HDL cholesterol, LDL cholesterol, Total cholesterol, Triglycerides, Weight gain
	9

	Kishi, 2019b[28]
	Adults, Elderly
	Depression
	Brexpiprazole + antidepressant
	Placebo + antidepressant
	Discontinuation due to adverse events, Weight gain
	10

	Kishi, 2020[29]
	Adults
	Bipolar disorder (depression)
	Lurasidone, Olanzapine
	Placebo
	HbA1c, HDL cholesterol
	6

	Kishi, 2021
	Adults
	Unipolar/bipolar depression
	Lurasidone
	Placebo
	Weight gain
	11

	Krebs, 2008[30]
	Adults
	Depression
	Paroxetine
	Placebo
	Pain
	8

	Laoutidis, 2015[31]
	Adults
	Depression
	Desvenlafaxine
	Placebo
	Discontinuation due to adverse events
	9

	Li D., 2017[32]
	youth, Adults
	Bipolar disorder
	Aripiprazole
	Active pharmacological, Placebo
	BMI, Discontinuation due to adverse events, Fasting glucose, HDL cholesterol, Total cholesterol, Triglycerides, Weight gain
	10

	Locher, 2017[33]
	youth
	Depression
	SNRI, SSRI, SSRI/SNRI
	Placebo
	Any adverse event, Discontinuation due to adverse events
	10

	Luan, 2017[34]
	Adults
	Depression
	Olanzapine + fluoxetine
	Olanzapine, Fluoxetine
	Any adverse event, Weight gain
	8

	Magni, 2013[35]
	Adults
	Depression
	Fluoxetine
	Agomelatine, Amineptine, Amitriptyline, Bupropion, Citalopram, Clomipramine, Desipramine, Dothiepin, Doxepine, Duloxetine, Escitalopram, Imipramine, Maprotiline, Milnacipran, Mirtazapine, Moclobemide, Nefazodone, Reboxetine, Sertraline, Tianeptine, Trazodone, Tricyclic antidepressants, Venlafaxine
	Discontinuation due to adverse events
	10

	Maneeton, 2013[36]
	Adults
	Depression
	Bupropion
	Venlafaxine
	Discontinuation due to adverse events
	7

	McKnight, 2012[37]
	Adults
	Bipolar disorder
	Lithium
	Olanzapine, Placebo
	Weight gain
	7

	Nunez, 2020[38]
	Adults
	Bipolar disorder (depression)
	Modafinil
	Placebo
	Weight gain
	9

	Omori, 2009[39]
	Adults
	Depression
	Fluvoxamine
	Milnacipran
	Hypertension/Tachycardia
	8

	Omori, 2010[40]
	Adults
	Depression
	Fluvoxamine
	Amitriptyline, Clomipramine, Desipramine, Dothiepin, Fluoxetine, Heterocyclic antidepressants, Imipramine, Maprotiline, Mianserin, Milnacipran, Moclobemide, Paroxetine, Sertraline, SSRI, Tricyclic antidepressants
	Any adverse event, Discontinuation due to adverse events, Hypertension/tachycardia, Weight gain, Weight loss
	9

	Papakostas, 2006[41]
	Adults
	Depression
	Moclobemide
	SSRI
	Discontinuation due to adverse events
	7

	Pizzi, 2011[42]
	Adults
	CHD, depression
	SSRI
	Placebo/no intervention
	Risk of CHD readmission
	6

	Pollok, 2018[43]
	Elderly
	COPD, depression
	SSRI
	Placebo
	Exercise tolerance, FEV1, Physical quality of life
	10

	Purgato, 2014[44]
	Adults
	Depression
	Paroxetine
	Amitriptyline, Buproprion, Clomipramine, Dothiepin, Duloxetine, Escitalopram, Fluoxetine, Fluvoxamine, Imipramine, Lofepramine, Maprotiline, Mianserin, Mirtazapine, Mixed antidepressants, Reboxetine, Sertraline, Tianeptine, Tricyclic antidepressants, Tricyclic + heterocyclic antidepressants, Venlafaxine
	Any adverse event, Cardiovascular adverse events, Deep thrombophlebitis, Discontinuation due to adverse events, Dyspnea, EKG abnormalities, Hypertension, Hypotension, Liver enzymes, Pain, Palpitations, Respiratory disorder, Tachycardia, Weight gain, Weight loss
	10

	Rojas-Mirquez, 2014[45]
	Youth
	Depression
	Mixed antidepressants, SNRI, SSRI, Tricyclic antidepressants
	Placebo
	Any adverse event, Orthostatic hypotension, Respiratory disorder
	7

	Smith, 2007[46]
	Adults
	Bipolar disorder (mania)
	Carbamazepine, Lithium, Quetiapine, Valproate
	Placebo
	Discontinuation due to adverse events
	8

	Solmi, 2016[47]
	Adults
	Unipolar/bipolar depression
	Lamotrigine
	Active pharmacological, Placebo
	Any adverse event, Discontinuation due to adverse events, 
	10

	Spielmans, 2013[48]
	Adults
	Depression
	Aripiprazole, Olanzapine, Quetiapine
	Placebo
	Elevation of metabolic blood parameters, Weight gain
	9

	Taylor, 2011[49]
	Adults
	Mixed chronic medical conditions, depression
	SSRI, Tricyclic antidepressants
	Placebo, Tricyclic antidepressants
	Discontinuation due to adverse events, Physical well-being
	8

	Thaler, 2012[50]
	Adults
	Depression
	Duloxetine
	Paroxetine
	Pain
	10

	Tharmaraja, 2019[51]
	Adults
	T1&2DM, Depression
	Paroxetine, SSRI
	Placebo
	Fasting glucose
	9

	Vita, 2013[52]
	Adults
	Bipolar disorder (mania)
	Asenapine
	Olanzapine, Placebo
	Discontinuation due to adverse events, Fasting glucose, HDL cholesterol, LDL cholesterol, Total cholesterol, Triglycerides, Waist circumference, Weight gain
	7

	Wang, 2020[53]
	Adults
	Bipolar disorder depression
	Lurasidone
	Placebo
	Any adverse event
	8

	Zhang, 2014[54]
	Adults
	Depression
	Citalopram, SSRI
	SNRI, SSRI, Tricyclic antidepressants
	Discontinuation due to adverse events
	8

	Zhong, 2017[55]
	Youth, Adults
	Depression
	Escitalopram, Fluoxetine, Paroxetine, Sertraline, SSRI
	Placebo, SNRI
	Diastolic blood pressure, Systolic blood pressure
	8

	Non-pharmacological

	Atlantis, 2014[56]
	Adults
	T1&2DM, Depression
	Collaborative care
	TAU
	HbA1c
	9

	Beserra, 2018[57]
	Adults
	Depression
	Physical exercise
	No exercise
	Cortisol
	9

	Cristea, 2019[58]
	Adults
	Depression
	Mixed psychological interventions
	Placebo/no treatment, active psychological, active pharmacological
	Cortisol, HbA1c
	6

	Kolovos, 2016[59]
	Adults
	Depression
	Mixed psychological interventions
	TAU/placebo/no treatment
	Physical quality of life
	6

	Li C., 2017[60]
	Adults
	T1&2DM, Depression
	CBT
	TAU
	Diabetes-related distress, Fasting glucose, HbA1c
	7

	Schuch, 2016[61]
	Adults, Elderly
	Depression
	Physical exercise
	Placebo, TAU, Wait list
	Physical quality of life
	7

	Stubbs, 2015[62]
	Adults
	Depression
	Physical exercise
	No exercise
	Cardiorespiratory fitness (VO2 max or peak)
	8

	Van Eck van der Sluijs, 2018[63]
	Adults
	Chronic medical conditions, depression
	Collaborative care
	TAU
	Combined physical outcomes (HbA1c, number of epileptic seizures, HIV-symptom severity, pain and physical functioning), HbA1c + physical functioning + systolic blood pressure, Somatic diagnostic or treatment procedures
	9

	Xie, 2017[64]
	Adults
	T2DM, depression
	Mixed psychological interventions
	TAU
	2-hour postprandial glucose, Fasting glucose, HbA1c
	7

	Mixed psychological-pharmacological

	O’Neil, 2011[65]
	Adults
	ACS, Depression
	Mixed psychological-pharmacological interventions
	TAU
	Physical quality of life
	5

	Secades-Villa, 2017[66]
	Adults
	Depression
	Mixed psychological-pharmacological interventions
	No treatment
	Smoking abstinence (short term <= 3 months, long term >= 6 months)
	8

	Van der Feltz-Cornelis, 2010[67]
	Adults
	T1&2DM, Depression
	Mixed psychological-pharmacological interventions
	TAU
	HbA1c
	9

	Van der Feltz-Cornelis, 2020[68]
	Adults
	T1&2DM, Depression
	Collaborative care, Mixed psychological, Mixed pharmacological
	Placebo/TAU/Wait list
	Fasting glucose, HbA1c
	9

	Summary

	Number of studies
	Age groups %
	Populations %
	Interventions n
	Controls n
	Outcomes n
	Q Median (IQR)

	59 pharmacological (N)MAs
	10.2% youth; 5.1% youth/adults; 76.3% adults; 3.4% adults/elderly; 5.1% elderly
	28.8% bipolar disorder only; 55.9% depression only; 1.7% CHD+depression; 1.7% COPD+depression; 1.7% chronic medical conditions+depression; 1.7% post-stroke depression; 1.7% seasonal depression only; 3.4% T1&2DM+depression; 3.4% unipolar/bipolar depression
	39 different drugs, 10 different drug combinations
	43 active pharmacological, 1 mixed active (pharmacological, non-pharmacological), 1 active non-pharmacological, placebo, placebo/no treatment
	36 different outcomes
	8 (3)

	9 non-pharmacological MAs
	88.9% adults; 11.1% adults/elderly
	55.6% depression only; 11.1% chronic medical conditions+depression; 22.2% T1&2DM+depression; 11.1% T2DM+depression
	3 different non-pharmacological interventions, 3 mixed non-pharmacological interventions
	1 active pharmacological, 1 active psychological, placebo, TAU, wait list, no treatment, 1 placebo/TAU/no treatment, 2 placebo/no treatment
	10 different outcomes
	7 (2)

	4 mixed pharmacological/non-pharmacological MAs
	100% adults
	25% depression only; 25% ACS+depression; 50% T1&2DM+depression
	4 different mixed interventions
	TAU, no treatment; 1 Placebo/TAU/wait list
	4 different outcomes
	8.5 (1.75)


Legend. ACS, acute coronary syndrome; ACT, acceptance-commitment therapy; ALT, alanine aminotransferase; BMI, body mass index; youth, children and adolescents; CBT, cognitive behavioral therapy; CHD, coronary heart disease; COPD, chronic obstructive pulmonary disease; EKG, electrocardiogram; FEV, forced expiratory volume; HbA1c, glycate hemoglobin; HDL, high-density lipoprotein; IR, immediate release; LDL, low-density lipoprotein; MAO-I, mono-amino oxidase inhibitors; na, not assessed; PICO, Participants, Interventions, Control, Outcome; Q, quality as per AMSTAR methodology score 0-11; SNRI, serotonin noradrenaline reuptake inhibitors; SSRI, selective serotonin reuptake inhibitors; TAU, treatment as usual; T1&2DM, Type 1 and 2 diabetes mellitus; XR, extended release.
eTable 4. Papers excluded after full-text assessment.
	Author year
	Reason for exclusion

	Allison 2019[69]
	No MA

	Amerio 2018[70]
	No MA

	Arnold 2009[71]
	No MA

	Aurilio 2015[72]
	No MA

	Baghai 2006[73]
	No MA

	Barrett 2016[74]
	No MA

	Bauer 2016[75]
	No MA

	Butler 2006[76]
	No MA

	Carlat 2012[77]
	No MA

	Euteneuer 2020[78]
	No MA

	Fava 2009[79]
	No MA

	Gomez 2019[80]
	No MA

	Grande 2014[81]
	No MA

	Guu 2019[82]
	No MA

	Hennings 2012[83]
	No MA

	Howland 2011[84]
	No MA

	Kemp 2014[85]
	No MA

	Ketter 2014[86]
	No MA

	Kok 2015[87]
	No MA

	Kornstein 2006[88]
	No MA

	Krell 2005[89]
	No MA

	Liebowitz 2010[90]
	No MA

	Lotufo-Neto 1999[91]
	No MA

	Mallinckrodt 2006[92]
	No MA

	Marangell 2011[93]
	No MA

	Martinotti 2013[94]
	No MA

	Moreno 2006[95]
	No MA

	Nezafati 2015[96]
	No MA

	Pergolizzi 2013[97]
	No MA

	Rajeswaran 2018[98]
	No MA

	Roopan 2017[99]
	No MA

	Salisbury-Afshar 2020[100]
	No MA

	Srinivas 2020[101]
	No MA

	Tamam 2002[102]
	No MA

	Taylor 2008[103]
	No MA

	Thase 2015[104]
	No MA

	Tully 2020[105]
	No MA

	Van den ameele 2016[106]
	No MA

	Vasudev 2008[107]
	No MA

	Vasudev 2011[108]
	No MA

	Vasudev 2006[109]
	No MA

	Wang 2008[110]
	No MA

	Young 2018[111]
	No MA

	Zhornitsky 2011[112]
	No MA

	Andreazza 2008[113]
	No outcome of interest

	Arnberg 2014[114]
	No outcome of interest

	Aursnes 2008[115]
	No outcome of interest

	Bailey 2018[116]
	No outcome of interest

	Baldwin 2016[117]
	No outcome of interest

	Barton 2020[118]
	No outcome of interest

	Bavaresco 2020[119]
	No outcome of interest

	Beasley 2000[120]
	No outcome of interest

	Beasley 1991[121]
	No outcome of interest

	Beltman 2010[122]
	No outcome of interest

	Berhan 2014[123]
	No outcome of interest

	Blake 2009[124]
	No outcome of interest

	Bortolotti 2008[125]
	No outcome of interest

	Boschloo 2019[126]
	No outcome of interest

	Bot 2020[127]
	No outcome of interest

	Brown 2013[128]
	No outcome of interest

	Busch 2017[129]
	No outcome of interest

	Cabral 2011[130]
	No outcome of interest

	Caddy 2015[131]
	No outcome of interest

	Carneiro 2020[132]
	No outcome of interest

	Catalan-Matamoros 2016[133]
	No outcome of interest

	Catanzano 2020[134]
	No outcome of interest

	Chan 2015[135]
	No outcome of interest

	Charova 2015[136]
	No outcome of interest

	Chen 2019[137]
	No outcome of interest

	Choi 2019[138]
	No outcome of interest

	Christensen 2018[139]
	No outcome of interest

	Colle 2017[140]
	No outcome of interest

	Cooper 2019[141]
	No outcome of interest

	Cruz 2010[142]
	No outcome of interest

	Davis 1999[143]
	No outcome of interest

	De Souza Moura 2015[144]
	No outcome of interest

	Demyttenaere 2013[145]
	No outcome of interest

	Dodd 2019[146]
	No outcome of interest

	Dold 2017[147]
	No outcome of interest

	Edgcomb 2016[148]
	No outcome of interest

	Ekers 2013[149]
	No outcome of interest

	Emilien 1996[150]
	No outcome of interest

	Entsuah 2001[151]
	No outcome of interest

	Farah 2016[152]
	No outcome of interest

	Farrand 2015[153]
	No outcome of interest

	Fishbain 2008[154]
	No outcome of interest

	Fond 2014[155]
	No outcome of interest

	Frost 2019[156]
	No outcome of interest

	Fu 2015[157]
	No outcome of interest

	Furukawa 2019[158]
	No outcome of interest

	Gartlehner 2009[159]
	No outcome of interest

	Gellis 2012[160]
	No outcome of interest

	Ghanei 2016[161]
	No outcome of interest

	Gibbons 2012[162]
	No outcome of interest

	Gill 2000[163]
	No outcome of interest

	Glue 2015[164]
	No outcome of interest

	Gong 2015[165]
	No outcome of interest

	Gordon 2018[166]
	No outcome of interest

	Goss 2013[167]
	No outcome of interest

	Grosso 2014[168]
	No outcome of interest

	Guo 2019[169]
	No outcome of interest

	Gutsmiedl 2020[170]
	No outcome of interest

	Hayes 2015[171]
	No outcome of interest

	Holvast 2017[172]
	No outcome of interest

	Hudson 2005[173]
	No outcome of interest

	Huguet 2018[174]
	No outcome of interest

	Iovieno 2011[175]
	No outcome of interest

	Jakubovski 2016[176]
	No outcome of interest

	Javelle 2020[177]
	No outcome of interest

	Josefsson 2014[178]
	No outcome of interest

	Kasper 2002[179]
	No outcome of interest

	Kato 2021[180]
	No outcome of interest

	Khanassov 2018[181]
	No outcome of interest

	Kishimoto 2016[182]
	No outcome of interest

	Kishita 2017[183]
	No outcome of interest

	Klil-Drori 2020[184]
	No outcome of interest

	Koch 2019[185]
	No outcome of interest

	Koch 2011[186]
	No outcome of interest

	Koenig 2016[187]
	No outcome of interest

	Kohler 2017[188]
	No outcome of interest

	Kvam 2016[189]
	No outcome of interest

	Larun 2006[190]
	No outcome of interest

	Li H. 2020[191]
	No outcome of interest

	Li L. 2020[192]
	No outcome of interest

	Liang 2020[193]
	No outcome of interest

	Liu 2011[194]
	No outcome of interest

	Luo 2020[195]
	No outcome of interest

	McCurdy 2017[196]
	No outcome of interest

	McDonagh 2014[197]
	No outcome of interest

	McIntyre 2017[198]
	No outcome of interest

	Meekums 2015[199]
	No outcome of interest

	Miller 2020[200]
	No outcome of interest

	Molyneaux 2014[201]
	No outcome of interest

	Morres 2019[202]
	No outcome of interest

	Nakamura 2019[203]
	No outcome of interest

	Narita 2019[204]
	No outcome of interest

	Nemeroff 2008[205]
	No outcome of interest

	Noma 2019[206]
	No outcome of interest

	Nomikos 2017[207]
	No outcome of interest

	Oberste 2020[208]
	No outcome of interest

	Onyeka 2019[209]
	No outcome of interest

	Oskooilar 2009[210]
	No outcome of interest

	Oya 2019[211]
	No outcome of interest

	Panagioti 2016[212]
	No outcome of interest

	Papadimitropoulou 2017[213]
	No outcome of interest

	Papakostas 2008a[214]
	No outcome of interest

	Papakostas 2007[215]
	No outcome of interest

	Papakostas 2008b[216]
	No outcome of interest

	Papakostas 2008c[217]
	No outcome of interest

	Pedrelli 2011[218]
	No outcome of interest

	Peixoto 2018[219]
	No outcome of interest

	Poyatos-Leon 2017[220]
	No outcome of interest

	Ren 2015[221]
	No outcome of interest

	Ricken 2017[222]
	No outcome of interest

	Rizzo 2011[223]
	No outcome of interest

	Robinson 2007[224]
	No outcome of interest

	Salagre 2016[225]
	No outcome of interest

	Salloum 2020[226]
	No outcome of interest

	Salter 2016[227]
	No outcome of interest

	Schacht 2014[228]
	No outcome of interest

	Shelton 2007[229]
	No outcome of interest

	Silva 2013[230]
	No outcome of interest

	Sinyor 2020[231]
	No outcome of interest

	Stahl 2002[232]
	No outcome of interest

	Stewart 2006[233]
	No outcome of interest

	Stubbs 2016[234]
	No outcome of interest

	Sun 2017[235]
	No outcome of interest

	Taylor 2014[236]
	No outcome of interest

	Tavares 2014[237]
	No outcome of interest

	Telang 2018[238]
	No outcome of interest

	Thase 2005a[239]
	No outcome of interest

	Thase 2010[240]
	No outcome of interest

	Thase 2007[241]
	No outcome of interest

	Thase 2005b[242]
	No outcome of interest

	Tollefson 1994[243]
	No outcome of interest

	Undurraga 2017[244]
	No outcome of interest

	Uphoff 2020a[245]
	No outcome of interest

	Uphoff 2020b[246]
	No outcome of interest

	Vis 2005[247]
	No outcome of interest

	Viswanathan 2020[248]
	No outcome of interest

	Wang 2014[249]
	No outcome of interest

	Welten 2015[250]
	No outcome of interest

	Zou 2018a[251]
	No outcome of interest

	Bartoli 2016a[252]
	Not all RCTs

	Bartoli 2016b[253]
	Not all RCTs

	Bartoli 2018[254]
	Not all RCTs

	Brown 2014[255]
	Not all RCTs

	Cakici 2020[256]
	Not all RCTs

	Cao 2018[257]
	Not all RCTs

	Chen 2016[258]
	Not all RCTs

	Chen 2020[259]
	Not all RCTs

	Correll 2007[260]
	Not all RCTs

	Dargel 2015[261]
	Not all RCTs

	Farooqi 2019[262]
	Not all RCTs

	Fernandes 2016[263]
	Not all RCTs

	Howren 2009[264]
	Not all RCTs

	Inoue 2020[265]
	Not all RCTs

	Katon 2007[266]
	Not all RCTs

	Knorr 2010[267]
	Not all RCTs

	Kunutsor 2018[268]
	Not all RCTs

	Li 2016[269]
	Not all RCTs

	Mazereeuw 2015[270]
	Not all RCTs

	Misiak 2019[271]
	Not all RCTs

	Nussbaumer-Streit 2021[272]
	Not all RCTs

	O'Neill 2017[273]
	Not all RCTs

	Palta 2014[274]
	Not all RCTs

	Ragguett 2017[275]
	Not all RCTs

	Rowland 2018[276]
	Not all RCTs

	Salagre 2017[277]
	Not all RCTs

	Schuch 2018[278]
	Not all RCTs

	Seshadri 2021[279]
	Not all RCTs

	Swardfager 2013[280]
	Not all RCTs

	Thaler 2011[281]
	Not all RCTs

	Tseng 2015[282]
	Not all RCTs

	van Dooren 2013[283]
	Not all RCTs

	Vancampfort 2017[284]
	Not all RCTs

	Vancampfort 2016[285]
	Not all RCTs

	Vancampfort 2015[286]
	Not all RCTs

	Wang 2019[287]
	Not all RCTs

	Wu 2016[288]
	Not all RCTs

	Yoon 2013[289]
	Not all RCTs

	Baumeister 2014[290]
	Not largest

	Baumeister 2012[291]
	Not largest

	Cipriani 2006[292]
	Not largest

	Cipriani 2009[293]
	Not largest

	Gartlehner 2005[294]
	Not largest

	Harada 2016[295]
	Not largest

	Huang 2013[296]
	Not largest

	Lao 2016[297]
	Not largest

	Montgomery 2001[298]
	Not largest

	Vieta 2010[299]
	Not largest

	Watson 2013[300]
	Not largest

	Hirota 2013[301]
	wrong intervention

	Kasper 2010[302]
	wrong intervention

	Kishi 2020[303]
	wrong intervention

	Liang 2020[304]
	wrong intervention

	Pirbaglou 2016[305]
	wrong intervention

	Schuch 2017[306]
	wrong intervention

	Tong 2019[307]
	wrong intervention

	Zheng 2018[308]
	wrong intervention

	Zheng 2019[309]
	wrong intervention

	Abbass 2006[310]
	Wrong population

	Bak 2014[311]
	Wrong population

	Bohlmeijer 2010[312]
	Wrong population

	Carter 2019[313]
	Wrong population

	Chakhssi 2018[314]
	Wrong population

	Chapman 2015[315]
	Wrong population

	Coventry 2013[316]
	Wrong population

	De Hert 2012[317]
	Wrong population

	Fabricatore 2011[318]
	Wrong population

	Fernandes 2021[319]
	Wrong population

	Fernandez-San-Martin 2014[320]
	Wrong population

	Fiedorowicz 2015[321]
	Wrong population

	Firth 2019[322]
	Wrong population

	Ford 2012[323]
	Wrong population

	Gierisch 2014[324]
	Wrong population

	Harrington 2010[325]
	Wrong population

	Hiluy 2019[326]
	Wrong population

	Hodkinson 2021[327]
	Wrong population

	Hughes 2014[328]
	Wrong population

	Igwe 2018[329]
	Wrong population

	Pillay 2017[330]
	Wrong population

	Jebeile 2019[331]
	Wrong population

	Kastner 2018[332]
	Wrong population

	Korman 2020[333]
	Wrong population

	Kryzhanovskaya 2009[334]
	Wrong population

	Lewis-Fernandez 2006[335]
	Wrong population

	Li 2020[336]
	Wrong population

	Miola 2021[337]
	Wrong population

	Moteshafi 2012[338]
	Wrong population

	Moulton 2018[339]
	Wrong population

	Naslund 2017[340]
	Wrong population

	Ni 2020[341]
	Wrong population

	Nyboe 2019[342]
	Wrong population

	Osborn 2006[343]
	Wrong population

	Pae 2014[344]
	Wrong population

	Palmer 2016[345]
	Wrong population

	Pearsall 2014[346]
	Wrong population

	Perry 2020[347]
	Wrong population

	Pompili 2018[348]
	Wrong population

	Praharaj 2011[349]
	Wrong population

	Qian 2020[350]
	Wrong population

	Roberts 2016[351]
	Wrong population

	Romain 2020[352]
	Wrong population

	Rosenbaum 2014[353]
	Wrong population

	Rotella 2020[354]
	Wrong population

	Salari-Moghaddam 2019[355]
	Wrong population

	Sanada 2020[356]
	Wrong population

	Spielmans 2007[357]
	Wrong population

	Swenson 2006[358]
	Wrong population

	Temmingh 2018[359]
	Wrong population

	Thabrew 2018[360]
	Wrong population

	Thompson 2016[361]
	Wrong population

	van der Meer 2013[362]
	Wrong population

	Wang 2014[363]
	Wrong population

	Wernicke 2007[364]
	Wrong population

	Yang 2021[365]
	Wrong population

	Zhang 2020[366]
	Wrong population

	Zheng 2019[367]
	Wrong population

	Zou 2018b[368]
	Wrong population


Legend. MA, meta-analysis; RCT, randomized controlled trial.
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