Efficacy and safety of omega-3 fatty acids supplementation on depression: a systematic review and dose-response meta-analysis of randomized controlled trials
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Supplementary Table 1. PRISMA-P checklist for the present dose-response meta-analysis of omega-3 fatty acids supplementation on depression.
	Section and Topic 
	Item #
	Checklist item 
	Location where item is reported 

	TITLE 
	

	Title 
	1
	Identify the report as a systematic review.
	1

	ABSTRACT 
	

	Abstract 
	2
	See the PRISMA 2020 for Abstracts checklist.
	2-3

	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.
	5

	METHODS 
	

	Eligibility criteria 
	5
	Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses.
	6

	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.
	5-6

	Search strategy
	7
	Present the full search strategies for all databases, registers and websites, including any filters and limits used.
	Table S2

	Selection process
	8
	Specify the methods used to decide whether a study 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.
	6

	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.
	6-7

	
	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.
	6-7

	Study risk of bias assessment
	11
	Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed each study and whether they worked independently, and if applicable, details of automation tools used in the process.
	7

	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.
	7

	Synthesis methods
	13a
	Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics and comparing against the planned groups for each synthesis (item #5)).
	6

	
	13b
	Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data conversions.
	7

	
	13c
	Describe any methods used to tabulate or visually display results of individual studies and syntheses.
	8

	
	13d
	Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used.
	7-8

	
	13e
	Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression).
	8

	
	13f
	Describe any sensitivity analyses conducted to assess robustness of the synthesized results.
	8

	Reporting bias assessment
	14
	Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases).
	7-8

	Certainty assessment
	15
	Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome.
	8-9

	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.
	9

	
	16b
	Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded.
	Table S6

	Study characteristics 
	17
	Cite each included study and present its characteristics.
	Table S7,8

	Risk of bias in studies 
	18
	Present assessments of risk of bias for each included study.
	Table S9

	Results of individual studies 
	19
	For all outcomes, present, for each study: (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.
	Table 1

	Results of syntheses
	20a
	For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies.
	9-10

	
	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.
	10-11

	
	20c
	Present results of all investigations of possible causes of heterogeneity among study results.
	11-12

	
	20d
	Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results.
	11-12

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

	Certainty of evidence 
	22
	Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed.
	Table S14 

	DISCUSSION 
	

	Discussion 
	23a
	Provide a general interpretation of the results in the context of other evidence.
	13

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

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

	
	23d
	Discuss implications of the results for practice, policy, and future research.
	16-17

	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.
	NA

	Support
	25
	Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review.
	17

	Competing interests
	26
	Declare any competing interests of review authors.
	17

	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.
	17






Supplementary Table 2. Search strategy (PubMed) to find potential eligible trials for inclusion in dose-response meta-analysis of omega-3 fatty acids supplementation on depression (December 2022).
	1. omega-3[tiab] OR n-3[tiab] OR “omega-3 fatty acid”[tiab] OR “ω-3 fatty acid”[tiab] OR “n-3 fatty acid”[tiab] OR “fish oil”[tiab] OR lipids[tiab] OR “ω-3 FA”[tiab] OR “polyunsaturated fatty acids”[tiab] OR w-3[tiab] OR EPA[tiab] OR DHA[tiab] OR ALA[tiab] OR eicosapentaenoic[tiab] OR docosahexaenoic[tiab] OR “alpha-linolenic acid”[tiab] OR “marine oil”[tiab] OR “long chain polyunsaturated fatty acids”[tiab] OR prostaglandins[tiab] “N-3 polyunsaturated fatty acids”[tiab] OR PUFAs[tiab] OR “n-3 PUFA”[tiab] OR “α-Linolenic acid”[tiab] OR "Fatty Acids, Omega-3"[Mesh] OR "Fish Oils"[Mesh] OR "Eicosapentaenoic Acid"[Mesh] OR "Docosahexaenoic Acids"[Mesh] OR  "Prostaglandins"[Mesh]

	2. Depression[tiab] OR “mental health”[tiab] OR “brain volume”[tiab] OR “brain structure”[tiab] OR “white matter”[tiab] OR depress[tiab] OR mood[tiab] OR anxiety[tiab] OR anxious[tiab] OR “Depressive Disorder”[tiab] OR “Depressive Neuroses”[tiab] OR “Endogenous Depression”[tiab] OR “Depressive Syndrome”[tiab] OR “Neurotic Depression”[tiab] OR "Psychotic  Affective Disorders"[tiab] OR Melancholia[tiab] OR “Unipolar Depression”[tiab] OR “bipolar depression”[tiab] OR “affective disorders”[tiab] OR “Major Depressive Disorder”[tiab] OR “Involutional Psychoses”[tiab] OR “Involutional Psychosis”[tiab] "Bipolar Disorder"[tiab] OR “Involutional Depression”[tiab] OR “depressive symptom”[tiab] OR dysthymia[tiab] OR Depression [Mesh] OR "Mental Health"[Mesh] OR "Anxiety"[Mesh] OR "Depressive Disorder"[Mesh] OR "Bipolar Disorder"[Mesh] OR "Affective Disorders, Psychotic"[Mesh]

	3. intervention[tiab] OR RCT[tiab] OR "controlled trial"[tiab] OR randomized[tiab] OR random[tiab] OR Randomly[tiab] OR Placebo[tiab] OR Assignment[tiab] OR "clinical trial"[tiab] OR trial[tiab] OR randomised[tiab] OR "Methods"[Mesh] OR "Randomized Controlled Trial"[Publication Type] OR "Controlled Clinical Trial"[Publication Type] OR "Placebos"[Mesh] OR "Placebo Effect"[Mesh] OR "Clinical Trial"[Publication Type] OR "Clinical Trials as Topic"[Mesh]

	14. 1 AND 2 AND 3

















Supplementary Table 3. PICOS for the dose-response meta-analysis of omega-3 fatty acids supplementation on depression.
	Participants
	Adults aged 18 years or older

	Intervention
	Omega-3 supplementation, including EPA and/or DHA or alpha-linolenic acid (ALA) in any type of advice, foodstuffs or oral supplements (oil, capsules or provided foodstuffs).

	Comparison
	Placebo

	Outcome
	1) Risk of developing depression among people without depression, 2) depressive symptoms in people with or without depression, and 3) and depression remission among patients with existing depression.

	Study design
	RCTs (parallel or crossover design)






Supplementary table 4. Included clinical trials in dose-response meta-analysis of omega-3 fatty acids supplementation on depression.
	First Author
	
	Year
	Title

	ASCEND study
	
	2018
	Effects of n−3 Fatty Acid Supplements in Diabetes Mellitus. The ASCEND Study Collaborative Group

	Andrieu
	
	2017
	Effect of long-term omega 3 polyunsaturated fatty acid supplementation with or without multidomain intervention on cognitive function in elderly adults with memory complaints (MAPT): a randomised, placebo-controlled trial

	Antypa
	
	2012
	Efficacy of omega-3 fatty acids in the treatment of borderline personality disorder: A study of the association with valproic acid

	Bellino
	
	2013
	Efficacy of omega-3 fatty acids in the treatment of borderline personality disorder: A study of the association with valproic acid

	Bot
	
	2010
	Supplementation with Eicosapentaenoic Omega-3 Fatty Acid Does Not Influence Serum Brain-Derived Neurotrophic Factor in Diabetes Mellitus Patients with Major Depression: A Randomized Controlled Pilot Study

	Bradbury
	
	2017
	Chronic Psychological Stress Was Not Ameliorated by Omega-3 Eicosapentaenoic Acid (EPA)

	Carney
	
	2009
	Omega-3 Augmentation of Sertraline in Treatment of Depression in Patients With Coronary Heart Disease A Randomized Controlled Trial

	Carney
	
	2010
	Effect of Omega-3 Fatty Acids on Heart Rate Variability in Depressed Patients With Coronary Heart Disease

	Carney 
	
	2020
	A Randomized Placebo-Controlled Trial of Omega-3 and Sertraline in Depressed Patients with or At Risk for Coronary Heart Disease

	Chang 
	
	2019
	Omega-3 Polyunsaturated Fatty Acids (n-3 PUFAs) in Cardiovascular Diseases Comorbid Major Depressive Disorder (MDD)- Results from a Randomized Controlled Trial

	Chew 
	
	2015
	Effect of Omega-3 Fatty Acids, Lutein/Zeaxanthin, or other Nutrient Supplementation on Cognitive Function: The AREDS2 Randomized Clinical Trial

	Cohen 
	
	2013
	Efficacy of omega-3 for vasomotor symptoms treatment: a randomized controlled trial

	Dangour 
	
	2010
	Effect of 2-y n23 long-chain polyunsaturated fatty acid supplementation on cognitive function in older people: a randomized, double-blind, controlled tria

	Da Silva 
	
	2008
	Depression in Parkinson's disease: A double-blind, randomized, placebo-controlled pilot study of omega-3 fatty-acid supplementation

	Dashti-Khavidaki 
	
	2014
	Effects of Omega-3 Fatty Acids on Depression and Quality of Life in Maintenance Hemodialysis Patients

	Derosa 
	
	2016
	Effects of n-3 pufas on fasting plasma glucose and insulin resistance in patients with impaired fasting glucose or impaired glucose tolerance

	Dretsch 
	
	2014
	Effects of Omega-3 Fatty Acid Supplementation on Neurocognitive Functioning and Mood in Deployed U.S. Soldiers: A Pilot Study

	Ferreira 
	
	2015
	Ethyl-Eicosapentaenoic Acid Treatment in Huntington’s Disease: A Placebo-Controlled Clinical Trial

	Gharekhani 
	
	2014
	The effect of omega-3 fatty acids on depressive symptoms and inflammatory markers in maintenance hemodialysis patients: a randomized, placebo-controlled clinical trial

	Gertsik 
	
	2012
	Omega-3 Fatty Acid Augmentation of Citalopram Treatment for Patients With Major Depressive Disorder

	Giltay 
	
	2011
	Effects of n23 fatty acids on depressive symptoms and dispositional optimism after myocardial infarction

	Ginty 
	
	2017
	Omega-3 Supplementation and the Neural Correlates of Negative Affect and Impulsivity: A Double-Blind, Randomized, Placebo-Controlled Trial in Midlife Adults

	Hashimoto 
	
	2015
	Beneficial effects of dietary docosahexaenoic acid intervention on cognitive function and mental health of the oldest elderly in Japanese care facilities and nursing homes

	Herberka 
	
	2013
	Effects of n-3 polyunsaturated fatty acids on depressive symptoms, anxiety and emotional state in patients with acute myocardial infarction

	HallaHan 
	
	2007
	Omega-3 fatty acid supplementation Omega-3 fatty acid supplementation in patients with recurrent self-harm in patients with recurrent self-harm Single-centre double-blind randomised controlled trial

	Jackson 
	
	2012
	No effect of 12 weeks’ supplementation with 1 g DHA-rich or EPA-rich fish oil on cognitive function or mood in healthy young adults aged 18–35 years

	Jahangard 
	
	2018
	Influence of adjuvant omega-3-polyunsaturated fatty acids on depression, sleep, and emotion regulation among outpatients with major depressive disorders - Results from a double-blind, randomized and placebo-controlled clinical trial

	Lee et al.  
	
	2013
	Docosahexaenoic acid-concentrated fish oil supplementation in subjects with mild cognitive impairment (MCI): a 12-month randomised, double-blind, placebo-controlled trial

	Lesperance 
	
	2010
	Docosahexaenoic acid-concentrated fish oil supplementation in subjects with mild cognitive impairment (MCI): a 12-month randomised, double-blind, placebo-controlled trial

	Maltais 
	
	2019
	Lifestyle multidomain intervention, omega-3 supplementation, or both for reducing the risk of developing clinically relevant depressive symptoms in older adults with memory complaints? Secondary analysis from the MAPT trial

	Masoumi 
	
	2016
	Effect of Citalopram in Combination with Omega-3 on Depression in Postmenopausal Women: A Triple Blind Randomized Controlled Trial

	Marangell 
	
	2003
	A Double-Blind, Placebo-Controlled Study of the Omega-3 Fatty Acid Docosahexaenoic Acid in the Treatment of Major Depression

	Mazaherioun 
	
	2018
	Long Chain n-3 Fatty Acids Improve Depression Syndrome in Type 2 Diabetes Mellitus

	Mazereeuw 
	
	2016
	Omega-3 Fatty Acids, Depressive Symptoms, and Cognitive Performance in Patients With Coronary Artery Disease Analyses From a Randomized, Double-Blind, Placebo-Controlled Trial

	McGorry 
	
	2016
	Effect of ω-3 Polyunsaturated Fatty Acids in Young People at Ultrahigh Risk for Psychotic Disorders The NEURAPRO Randomized Clinical Trial

	Kromhout 
	
	2010
	n–3 Fatty Acids and Cardiovascular Events after Myocardial Infarction

	Antypa 
	
	2009
	Omega-3 fatty acids (fish-oil) and depression-related cognition in healthy volunteers

	Jiang 
	
	2018
	Long-Chain Omega-3 Fatty Acid Supplements in Depressed Heart Failure Patients

	Kiecolt-Glaser 
	
	2011
	Omega-3 supplementation lowers inflammation and anxiety in medical students: A randomized controlled trial

	Lucas 
	
	2009
	Ethyl-eicosapentaenoic acid for the treatment of psychological distress and depressive symptoms in middle-aged women: a double-blind, placebo-controlled, randomized clinical trial

	Pomponi 
	
	2014
	DHA effects in Parkinson disease depression

	Poppitt 
	
	2015
	Effects of Moderate-Dose Omega-3 Fish Oil on Cardiovascular Risk Factors and Mood After Ischemic Stroke A Randomized, Controlled Trial

	Pratt 
	
	2009
	Efficacy and safety of prescription omega-3-acid ethyl esters for the prevention of recurrent symptomatic atrial fibrillation: A prospective study

	Rauch
	
	2009
	OMEGA, a Randomized, Placebo-Controlled Trial to Test the Effect of Highly Purified Omega-3 Fatty Acids on Top of Modern Guideline-Adjusted Therapy After Myocardial Infarction

	Ravi 
	
	2016
	Effect of Omega-3 Fatty Acids on Depressive Symptoms in HIV-Positive Individuals: A Randomized, Placebo-Controlled Clinical Trial

	Robinson 
	
	2018
	A potential role for adjunctive omega-3 polyunsaturated fatty acids for depression and anxiety symptoms in recent onset psychosis: Results from a 16 week randomized placebo-controlled trial for participants concurrently treated with risperidone

	Sanyal 
	
	2014
	No Significant Effects of Ethyl-eicosapentanoic Acid on Histologic Features of Nonalcoholic Steatohepatitis in a Phase 2 Trial

	Sohrabi
	
	2012
	Evaluation of the effect of omega-3 fatty acids in the treatment of premenstrual syndrome: ‘‘A pilot trial’’

	Tayama 
	
	2018
	Omega-3 polyunsaturated fatty acids and psychological intervention for workers with mild to moderate depression: A double-blind randomized controlled trial

	van de Rest 
	
	2018
	Effect of fish-oil supplementation on mental well-being in older subjects: a randomized, double-blind, placebo-controlled tria

	Watanabe 
	
	2018
	Omega-3 fatty acids for a better mental state in working populations - Happy Nurse Project: A 52-week randomized controlled trial

	Mozaffari-Khosravi 
	
	2013
	Eicosapentaenoic acid versus docosahexaenoic acid in mild-to-moderate depression: A randomized, double-blind, placebo-controlled trial

	Nemets 
	
	2002
	Addition of Omega-3 Fatty Acid to Maintenance Medication Treatment for Recurrent Unipolar Depressive Disorder

	Park 
	
	2015
	Supplementation of n-3 Polyunsaturated Fatty Acids for Major Depressive Disorder: A Randomized, Double-Blind, 12-Week, Placebo-Controlled Trial in Korea

	Pawełczyk 
	
	2016
	A randomized controlled study of the efficacy of six-month supplementation with concentrated fish oil rich in omega-3 polyunsaturated fatty acids in first episode schizophrenia

	Rizzo 
	
	2012
	Comparison between the AA/EPA ratio in depressed and non depressed elderly females: omega-3 fatty acid supplementation correlates with improved symptoms but does not change immunological parameters

	Rondanelli 
	
	2013
	Effect of Omega-3 Fatty Acids Supplementation on Depressive Symptoms and on Health-Related Quality of Life in the Treatment of Elderly Women with Depression: A Double-Blind, Placebo-Controlled, Randomized Clinical Trial

	Shinto 
	
	2016
	Omega-3 Fatty Acids for Depression in Multiple Sclerosis: A Randomized Pilot Study

	Silvers 
	
	2005
	Randomised double-blind placebo-controlled trial of fish oil in the treatment of depression

	Sinn 
	
	2011
	Effects of n-3 fatty acids, EPA v. DHA, on depressive symptoms, quality of life, memory and executive function in older adults with mild cognitive impairment: a 6-month randomised controlled trial

	Su 
	
	2003
	O mega-3 fatty acids in major depressive disorder A preliminary double-blind, placebo-controlled trial

	Su 
	
	2014
	Omega-3 Fatty Acids in the Prevention of InterferonAlpha-Induced Depression: Results from a Randomized, Controlled Trial

	Tajalizadekhoob 
	
	2011
	The effect of low-dose omega 3 fatty acids on the treatment of mild to moderate depression in the elderly: a double-blind, randomized, placebo-controlled study

	Torkildsen 
	
	2012
	-3 Fatty Acid Treatment in Multiple Sclerosis (OFAMS Study)

	TREND-HD 
	
	2009
	Randomized Controlled Trial of Ethyl-Eicosapentaenoic Acid in Huntington Disease The TREND-HD Study

	Yurko-Mauro 
	
	2010
	Beneficial effects of docosahexaenoic acid on cognition in age-related cognitive decline

	Zanarini
	
	2003
	Omega-3 Fatty Acid Treatment of Women With Borderline Personality Disorder: A Double-Blind, Placebo-Controlled Pilot Study






Supplementary Table 5. Instructions to rate the certainty of evidence using the GRADE approach. 
	GRADE domain (1)
	Relevant content

	Criteria for downgrading 

	Risk of bias (also known as study limitation) (2)
	-Rated down for imprecision if most studies were at high risk of bias

	Inconsistency (3)
	-Substantial between-study heterogeneity, I2 ≥ 50% and Pheterogeneity< 0.10 which remained unexplained in priori subgroup and sensitivity analyses

	Indirectness (4)
	-Presence of population, intervention or comparator factors that limit the generalizability of the results

	Imprecision (5)
	-The 95% CI for the mean difference is wide or the point estimate and its corresponding 95%CI do not surpass the MCID
-We did not rate down imprecision where the point estimate and its 95%CI for the linear and/or non-linear dose-response meta-analyses surpassed MCID thresholds. Where the point estimate surpassed MCID, we rated down if the 95%CI overlapped that threshold. We did not rate down for imprecision if point estimate and its 95%CI surpassed MCID thresholds at any specific dose of intervention in the non-linear dose-response meta-analysis. 


	Publication bias (6)


	-Compelling evidence of publication bias

	Criteria for upgrading

	Large effect size
	-Explicit description of the magnitude of effect considered as large

	Presence of a dose-response gradient
	-Whether the studies provide evidence of a dose-response gradient between intervention or exposure and outcome

	Overall rating 

	Rating certainty of evidence
	-High
- Moderate
-Low


CI, confidence interval; MCID, minimal clinically important difference.





Supplementary Table 6. Excluded studies and reasons (N= 21).
	First Author
	Year
	Title
	Reason for exclusion

	Antypa
	2009
	Omega-3 fatty acids (fish-oil) and depression-related cognition in healthy volunteers
	Not sufficient information

	Assisi
	2006
	Fish oil and mental health: the role of n-3 long-chain polyunsaturated fatty acids in cognitive development and neurological disorders
	Systematic review

	Bot
	2010
	Supplementation with Eicosapentaenoic Omega-3 Fatty Acid Does Not Influence Serum Brain-Derived Neurotrophic Factor in Diabetes Mellitus Patients with Major Depression: A Randomized Controlled Pilot Study
	Duplicate

	Ciappolino
	2017
	The role of n-3 polyunsaturated fatty acids (n-3PUFAs) in affective disorders
	Systematic review

	Estruch
	2018
	Retraction and republication: Primary prevention of cardiovascular disease with a Mediterranean diet. N Engl J Med 2013; 368:1279-90. N Engl J Med. 2018; 378: 25-.
	Not interested intervention

	Fourrier
	2020
	Rapeseed oil fortified with micronutrients improves cognitive alterations associated with metabolic syndrome
	Not interested intervention

	Karr
	2012
	Omega-3 Polyunsaturated Fatty Acids and Cognition in a College-Aged Population
	Not sufficient information

	Kuszewski
	2020
	An Exploratory Analysis of Changes in Mental Wellbeing Following Curcumin and Fish Oil Supplementation in Middle-Aged and Older Adults
	Not interested intervention

	Gertsik
	2012
	Omega-3 Fatty Acid Augmentation of Citalopram Treatment for Patients With Major Depressive Disorder
	Duplicate

	González
	2011
	Omega-3 fatty acids as adjunctive of antidepressant therapy and its effects on brain-derived neurotrophic factor in serum, monocytes and lymphocytes

	Not interested outcome

	Hashimoto
	2015
	Beneficial effects of dietary docosahexaenoic acid intervention on cognitive function and mental health of the oldest elderly in Japanese care facilities and nursing homes
	Duplicate

	Hansen
	2010
	Fish consumption and heart rate variability: Preliminary results
	Not interested outcome

	Huntington Study Group
	2008
	Randomized controlled trial of ethyl-eicosapentaenoic acid in huntington disease
	Not interested outcome

	McGorry
	2016
	Effect of ω-3 Polyunsaturated Fatty Acids in Young People at Ultrahigh Risk for Psychotic Disorders
	Duplicate

	Petrov
	2013
	Omega-3 fatty acids and stress
	Not sufficient information

	Rajabi-Naeeni
	2021
	Effect of omega-3 and vitamin D co-supplementation on psychological distress in reproductive-aged women with pre-diabetes and hypovitaminosis D: A randomized controlled trial
	Not interested intervention

	Saunders
	2021
	Adjunctive dietary intervention for bipolar disorder: a randomized, controlled, parallel-group, modified double-blinded trial of a high n-3 plus low n-6 diet
	Not interested intervention

	Sohrabi
	2013
	Evaluation of the effect of omega-3 fatty acids in the treatment of premenstrual syndrome: "a pilot trial"
	Not interested outcome

	Su
	2013
	Omega-3 polyunsaturated fatty acids for major depressive disorder
	Systematic review

	Tokudome
	2015
	Dietary n-3/long-chain n-3 polyunsaturated fatty acids for prevention of sporadic colorectal tumors: a randomized controlled trial in polypectomized participants. Prostaglandins Leukot Essent Fatty Acids.
	Not sufficient information

	Tuttle
	2008
	Comparison of low-fat versus Mediterranean-style dietary intervention after first myocardial infarction (from The Heart Institute of Spokane Diet Intervention and Evaluation Trial).
	Not sufficient information


























Supplementary Table 7. General characteristics of the trials included in a dose-response meta-analysis of the effect of omega-3 fatty acids supplementation on severity of depression.
	Author, years, country
	Participants
	Female, n (%)
	Age range (mean ± SD), year
	Baseline BMI, kg/m2
	Depression scale
	Antidepressant medications
	Intervention
	Comparison
	Follow-up, weeks
	Dropout
	Baseline depression severity
	Physical activity

	Andrieu, 2017, France & Monaco (7)
	1525 participants with Alzheimer's disease
	978 (64%)
	≥70 
(75.3 ± 4.4)
	I: 26.2
C: 26.0

	GDS
	No
	Multidomain plus polyunsaturated fatty acids (800 mg DHA and 225 mg EPA, daily)
	Multidomain plus placebo
	144
	I: 103
C: 95
	Low risk
	Yes 
(only for multidomain intervention, at least 30 min/d)

	Antypa, 2012, Netherlands (8)
	71 depressed participants
	58 (81%)
	18-65 
(24.6 ± 13.2)
	I: 21.5
C: 21.6
	BDI-II
	Yes 
(citalopram)
	1.74 g EPA + 0.25 g DHA, daily
	Placebo
	4
	 1
	High risk
	No

	Bellino, 2013,  Italy (9)
	34 outpatients with BPD
	26 (76%)
	18-50 
(25.2 ± 6.4)
	NR
	HAM-D

	Yes 
(NR)
	1.2 g EPA + 0.8 g DHA, daily 
	Valproic acid
	12
	I: 4
C: 3
	High risk
	No

	Bot, 2010,  Netherlands (10)
	25 participants with diabetes and MDD
	13 (52%)
	18–75 
(54.1 ± 16.3)
	I: 29.3
C: 29.8
	MADRS
	Yes 
(SSRIs, TCAs,  noradrenergic and specific serotonergic antidepressants)
	1 g E-EPA, daily
	Placebo
	12
	NR
	High risk
	No

	Bradbury, 2017,  Australia (11)
	90  participants with stress
	64 (71%)
	(44.3 ± 13.2)

	I: 25.3
C: 26.4
	DASS
	No
	2.2 g EPA + 0.44 g DHA, daily
	Placebo
	12
	I: 7
C: 8
	Low risk
	No

	Carney, 2020, USA (12)
	144 patients with DSM-V MDD
	56 (38%)
	(59.5 ± 13.4)
	I: 35.2
C: 35.4
	HAM-D-17
	Yes
(sertraline)
	2 g EPA, daily
	Placebo
	10
	I: 1
C: 1
	High risk
	No

	Carney, 2010, USA (13)
	72 depressed patients with CHD
	28 (39%)
	(57.3 ± 13.1)

	I: 34.4
C: 32.8
	BDI-II
	Yes
(sertraline)
	2 g omega-3, daily
	Placebo
	96
	NR
	High risk
	No

	Carney, 2009, USA (14)
	122 patients with MMD & CHD
	41 (34%)
	(58.3 ± 12.6)
	I: 33.8
C: 32.6
	BDI-II  
	Yes
(sertraline)
	930 mg of EPA + 750 mg of DHA, daily
	Placebo
	10
	I: 3
C: 4
	High risk
	No

	Chang, 2019, China (15)
	59 patients  with CVD and MDD
	21 (36%)
	(61.5 ± 9.0)
	NR
	BDI
	No
	2 grams of EPA + 1 gram of DHA, daily
	Placebo
	12
	NR
	High risk
	No

	Cohen, 2013, USA (16)
	365 healthy participants
	365 (100%)
	40–62 
(54.8 ± 5.2)
	I: 26.8
C: 27.1
	PHQ-8
	No
	E-EPA (425 mg) + DHA (100 mg) + other omega-3s (90 mg), 3 times a day
	Placebo
	12
	I: 17
C: 14
	Low risk
	Yes
(aerobic, yoga and usual physical activity)

	Da Silva, 2008, Brazil (17)
	29 PD patients with MDD
	17 (58%)
	49–78 
(64.4)
	NR
	MADRS
	Mixed
	180 mg EPA + 120 mg DHA, 4 times a day
	Mineral oil
	12
	NR
	High risk
	No

	Dashti-Khavidaki, 2014, Iran (18)
	40 depressed patients with HD
	20 (50%)
	(56.3 ± 20.1)

	NR
	BDI
	No
	180 mg EPA + 120 mg DHA, 6 times a day
	Placebo
	16
	I: 2
C: 4
	High risk
	No

	Dretsch, 2014, Iraq (19)
	106 healthy participants
	17 (16%)
	18–55 
(31.4 ± 10.5)
	NR
	ZDS
	No
	2.5 g of EPA + DHA, daily
	Placebo
	8.5
	0
	Medium risk
	No

	Gertsik, 2012, USA (20)
	42 healthy participants
	42 (100%)
	18–65
(40.5 ± 10.2)
	NR
	HAM-D
	No
	900 mg of EPA + 200 mg of DHA +  100 mg of other omega-3 fatty acids, twice a day
	Placebo
	9
	I: 7
C: 3
	High risk
	No

	Gharekhani, 2014, Iran (21)
	54 HD and  depressed patients
	20 (44%)
	(57.2 ± 20.1)
	NR
	BDI
	No
	180 mg EPA + 120 mg DHA, 3 times a day
	Placebo
	16
	I: 2
C: 7
	High risk
	No

	Giltay, 2011,  Netherlands (22)
	2037 post-MI  patients
	858 (21%)
	60–80 
(68)

	I: 27.8
C: 27.7
	GDS
	Yes 
(TCAs, SSRIs)
	400 mg EPA-DHA 
	Placebo
	160
	I:16
C:20
	Low risk
	No

	Ginty, 2017, USA (23)
	272  healthy participants
	138 (51%)
	30–54
(42.7 ± 10.3)

	I: 27.5
C: 26.7
	BDI
	No
	1000 mg of EPA + 400 mg of DHA, daily
	Placebo
	18
	I: 10
C: 7
	Low risk
	No

	Haberka, 2013, Poland (24)
	52 patients with AMI
	7 
(13%)
	(58 ± 0.6)

	NR 
	BDI
	No
	465 mg EPA + 375 mg DHA, daily
	Standard pharmaco-therapy
	4
	0
	High risk
	No

	Hallahan, 2007,  
Ireland (25)
	49 patients with self-harm experience
	32 (65%)
	16–64 
(30)
	I: 24.6
C: 24.6
	HRSD
	No
	1.2 g EPA + 0.9 g DHA, daily
	Placebo
	12
	I: 3
C: 1
	High risk
	No

	Hashimoto, 2015,  
Japan (26)
	75 healthy participants
	10 (13%)
	≥75 
(88.5 ± 0.6)
	I: 21.2
C: 21.7
	SDS
	No
	1.72 g DHA + 0.41 g EPA, daily
	Placebo

	48
	I: 4
C: 5
	Low risk
	No

	Jackson, 2012, England (27)
	159 healthy  participants
	94 (67%)
	18–35 
(22.2 ± 0.9)
	I: 24.1
C: 24.8
	DASS
	No
	1 g DHA-rich or EPA-rich, daily
	Placebo
	12
	NR
	Low risk
	No

	Jahangard, 2018, 
Iran (28)
	50 MDD participants
	16 (68%)
	18 – 65 (42.5)
	I,:25.5
C: 27.2
	MADRS
	NR
	1000 mg w-3 PUFA, daily
	Placebo
	12
	0
	High risk
	No

	Jiang, 2018, USA (29)
	108 patients with CHF and MDD
	58 (54%)
	≥18 
(57.9 ± 22.4)
	I: 33.2
C: 34.0
	HAM-D
	Yes
(NR)
	500 mg or 500 mg EPA,
4 times a day
	Placebo
	12
	I: 12
C: 8
	High risk
	No

	Kiecolt-Glaser, 2011, 
USA (30)
	68 healthy participants
	30 (44%)
	21-29 
(23.6 ± 1.9)
	NR 
	CES-D
	No
	2085 mg EPA + 348 mg DHA, daily
	Placebo
	12
	I: 1
	Low risk
	No

	Lee, 2012, Malaysia (31)
	36 patients  with MCI 
	27 (75%)
	(64.9 ± 5.9)
	I: 28.2
C: 27.7
	GDS
	NR
	430 mg of DHA & 150 mg of EPA, 3 times a day
	Placebo
	48
	I: 1
	Low risk
	No

	Lesperance, 2010, 
Canada (32)
	432 participants with MDE
	296 (69%)
	≥18 
(46.0 ± 17.5)

	NR
	MADRS
	Mixed*
(SSRIs and others)
	1.050 mg EPA + 150 mg DHA, daily
	Placebo
	8
	I: 30
C: 27
	High risk
	No

	Lucas, 2009,  Canada (33)
	120   participants with moderate-to-severe PD
	120 (100%)
	40–55 
(48.7 ± 5.6)
	I: 25.9
C: 24.6
	HSCL-D-20
	No
	1.05 g E-EPA/d + 0.15 g E-DHA, daily
	Placebo
	8
	I: 4
C: 10
	High risk
	No

	Marangell, 2003, 
USA (34)
	36 depressed patients
	28 (80%)
	18–65 
(94.7 ± 16.1)
	NR
	DSM-IV
	NR
	2 g/day DHA
	Placebo
	6
	NR
	High risk
	No

	Masoumi, 2016, 
Iran (35)
	60  participants with postmenopausal depression
	60 (100%)
	46-75 
(55.4 ± 6.7)
	NR
	DSM-IV
	Yes
(citalopram)
	1g of omega-3, daily
	Placebo
	4
	0
	High risk
	No

	Mazereeuw, 2016, 
Canada (36)
	92 Patients with CAD,  40% depressed
	22 (24%)
	45-80  
(61.7 ± 8.7)
	NR 
	HAM-D
	Mixed
	1.2 g EPA + 0.6 g DHA with 0.1 g other n-3 PUFA, daily
	Placebo
	12
	5
	High risk
	No

	McGorry, 2016, Australia, Asia, and Europe (37)
	304  participants at ultrahigh risk for PD
	165 (54%)
	13-40
(19.1 ± 4.6)
	NR
	MADRS
	Mixed**
(NR)
	840 mg of EPA + 560 mg of DHA or approximately 1.4 g/day PUFA n-3
	Placebo
	48
	I: 39
C: 40
	High risk
	No

	Mcphilemy, 2021, 
Ireland (38)
	80 participants with BD
	41 (51%)
	≥18 
(46.5 ± 19.8)
	NR
	HDRS-21
	Mixed
	1 g EPA + 1 g DHA
	Placebo
	52
	I: 14
C: 10
	Low risk
	No

	Mozaffari-Khosravia, 2013, 
Iran (39)
	81 depressed  participants
	38 (61%)
	18-75 
(35.2 ± 1.2)
	I: 25.1
C: 26.0
	HDRS
	Yes
(NR)
	1 g of EPA or DHA, daily
	Placebo
	12
	I: DHA: 7
I: EPA: 6
C: 6
	High risk
	No

	Nemets, 2002,  Israel (40)
	20 participants with MDD
	17 (85%)
	18–75 
(53.4)
	NR
	HDRS
	Yes
(Paroxetine, fluoxetine, citalopram and mirtazapine)
	1 g E-EPA, 2 times a day
	Placebo
	4
	1
	High risk
	No

	Park, 2015, 
South Korea (41)
	35 depressed patients
	27 (77%)
	41.4 ± 5.2
	I: 22.8
C: 22.5
	CES-D-K
	Yes,
(SSRI, NDRI, TA, SNR)
	1,140 mg of EPA + 600 mg of DHA, daily
	Placebo
	12
	I: 6
C: 5
	High risk
	No

	Pawełczyk, 2015,  
Poland (42)
	71  patients with schizophrenia 
	29 (41%)
	16–35 
(25.5)
	NR
	CDSS
	Yes  (Aripiprazole, risperidone, olanzapine, quetiapine, sulpride, amisulpride)
	2.2 g of EPA + DHA, daily
	Placebo
	26
	I: 3
C: 2
	High risk
	No

	Pomponi, 2014, 
Italy (43)
	24 participants with mild to moderate PD  
	11 (92%)
	(64.0 ± 7.5)
	NR
	HAM-D
	No
	800 mg/d DHA + 290 mg/d EPA
	Placebo
	24
	NR
	Medium risk 
	No

	Poppitt, 2009, New Zealand (44)
	102 patients with ischemic stroke
	30 (29%)
	˃45 
(64.5 ± 15.6)
	I: 29.2
C: 28.5
	GHQ-28
	NR
	0.7 g DHA + 0.3 g EPA, daily
	Placebo
	12
	I: 4
C: 3
	Medium risk
	No

	Ravi, 2016, 
Iran (45)
	100  depressed HIV-positive patients
	35 (35%)
	18-65
	NR
	BDI-II

	YES
(NR)
	360 mg EPA + 240 mg DHA, twice a day
	Placebo
	8
	I: 4
C: 8
	High risk
	No

	Rizzo, 2012,  Italy  (46)
	46 depressed   participants
	46 (100%)
	66-95 
(83.9 ± 10.0)
	NR 
	GDS
	NR
	EPA+DHA, 2.5 g/day
	Placebo
	8
	NR
	High risk
	No

	Robinson, 2018, 
USA (47)
	50 participants with PD 
	NR
	15–40
	I: 24.6
C: 23.1
	BPRS
	Yes
(lorazepam)
	EPA 740 mg & DHA 400 mg, daily
	Placebo
	16
	I: 11
C: 12
	High risk
	No

	Rondanelli, 2010, 
Italy (48)
	46 depressed  participants
	46 (100%)
	66–95 
(83.9 ± 10.0)
	I: 24.1
C: 25.2
	GDS
	No
	1.67 g of EPA + 0.83 g DHA, daily
	Placebo
	8
	0
	High risk
	No

	Shinto, 2016, USA (49)
	39 MS & MDD  participants
	36 (92%)
	18–85 
(51.3 ± 15.3)
	NR
	MADRS
	Yes
(bupropion, venlafaxine ,  citalopram,  duloxetine,  escitalopram,  fluoxetine,  paroxetine, sertraline and  trazodone)
	0.325 g EPA + 0.225 g DHA, 6 times a day
	Placebo
	12
	I: 6
C: 2
	High risk
	No

	Silvers, 2005, New Zealand (50)
	77 depressed  participants
	41 (53%)
	18 – 65
 (38.7 ± 18.1)
	NR
	BDI-II
	YES
(NR)
	8 g DHA, daily
	Placebo
	12
	I: 9
C: 5
	High risk
	No

	Sinn, 2011,  Australia (51)
	50  healthy participants
	16 (32%)
	˃ 65 
(74.3 ± 9.5)
	I: 28.1
C: 28.1
	GDS
	No
	1·67 g EPA + 0·16 g DHA or 1·55 g DHA + 0·40 g EPA, daily
	Safflower oil
	24
	EPA-rich oil: 1
DHA-rich oil: 1
C: 3
	High risk
	No

	Sohrabi, 2012, Iran (52)
	184 patients with PMS 
	184 (100%)
	20–45 
(31.4 ± 10.6)
	I: 22.0
C: 22.7
	VAS
	NR
	2 g omega-3,  daily
	Placebo
	12
	I: 7
C: 8
	Medium risk
	No

	Su, 2014, Taiwan (53)
	162 patients with HCV 
	52%
	(53.0 ± 18.4)
	NR
	HAMD
	NR
	3.5 g EPA or 1.75 g DHA,  daily
	Placebo
	2
	NR
	High risk
	No

	Su, 2003, Taiwan (54)
	28 patients with MDD
	18 (64%)
	18–60 
(38.0 ± 15.8)
	I: 21.4
C: 23.0
	HRSD-21
	Yes
(NR)
	440 mg of EPA + 220 mg of DHA, 5 times a day
	Placebo
	8
	I: 2
C: 4
	High risk
	No

	Tajalizadekhoob, 2011, 
Iran (55)
	66 healthy &depressed participants
	46 (70%)
	≥65 
(79.6 ± 10.1)
	I: 25.7
C: 23.6
	GDS-15
	Mixed***
(NR)
	 1 g fish oil (300 mg of EPA + DHA), daily
	Placebo
	24
	NR
	High risk
	No

	Tayama, 2018, Japan (56)
	90  depressed participants
	39 (43%)
	(40.4 ± 17.2)
	NR
	BDI-II
	NR
	558 mg DHA + 1,064 mg EPA, daily
	Placebo + Psycho-education
	12
	I: 5
C: 6
	High risk
	No

	Van de Rest, 2018,  Netherlands (57)
	302 healthy participants
	136 (45%)
	≥65 
(69.9 ± 5.9)
	I: 26.1
C: 26.5
	CES-D
	No
	1800 mg EPA+DHA, daily 

	Placebo
	26
	I1: 1
I2: 0
C: 3
	Low risk
	No

	Watanabe, 2018,  Japan (58)
	80 healthy participants
	80 (100%)
	20–59
(30.1 ± 8.4)
	NR 
	HADS
	No
	1200 mg of EPA + 600 mg DHA, daily
	Placebo
	52
	I: 0
C: 5
	Low risk
	No

	Yurko-Mauro, 2010, 
USA (59)
	485 healthy subjects with ARCD
	303
(62%)
	≥55
(70.0 ±  12.7)
	NR 
	GDS
	No
	900 mg of DHA, daily
	Placebo
	24
	I: 23
C: 25
	Low risk
	No

	Zanarini, 2003, USA (60)
	30 patients with BPD 
	30 (100%)
	18 - 40 
(26.3 ± 6.2)
	NR
	MADRS
	No
	500 mg of E-EPA, twice a day
	Placebo
	8
	NR
	High risk
	No

	Abbreviations: AMI, Acute myocardial infarction; ARCD, Age-related cognitive decline; BMI, body mass index; BD, BIPOLAR; BDI-II, Beck Depression Inventory-II; BPD, borderline personality disorder; BPRS, Brief psychiatric rating scale; C, Control; CDSS, The Calgary Depression Scale for Schizophrenia; CAD, Coronary Artery Disease; CBCM, Cognitive behavioral case management; CES-D, Center for Epidemiologic Studies Depression Scale; CGI, Clinical Global Impressions Scale; CGI-S, clinical global impression scale-severity of illness; CHD, Coronary heart disease; Chol, Cholesterol; CON, Control; DASS, Depression, Anxiety and Stress Scale; DHA, Docosahexaenoic Acid; DSM-IV, Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; DOIT, Diet and Omega-3 Intervention Trial on atherosclerosis; DSM-V, The Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition; EPA, Eicosapentaenoic Acid; E-EPA, Ethyl-eicosapentaenoic acid; EXP-High, Experimental-high; EXP-Mod, Experimental, moderate; IDS-SR30, self-reported Inventory Depression Symptomatology; GDS, Geriatric depression scale; GHQ-28, 28-item General Health Questionnaire; GDS15, Geriatric Depression Scale; HADS, Hospital Anxiety and Depression Scale; HAM-D, Hamilton Scales for depression; HCV, Hepatitis C virus; HD, HUNTINGTON DISEASE; HSCL-D-20, 20-item Hopkins Symptom Checklist Depression Scale; HDRS-SF, the Short Form Hamilton Depression Rating Scale; I, Intervention; LA, Linoleic acid; MADRS, Montgomery Åsberg Depression Rating Scale; MCI, Mild cognitive impairment; MDD, major DEPRESSION DISORDER; MDE, Major depressive episode; mo, months; NR, not reported; PD, Parkinson’s disease; PD, Psychotic disorders; PMS, Premenstrual syndrome; PHQ-8, Physician’s Health Questionnaire-8; POMS, Profile of Mood States; SDS, Self-Rating Depression Scale; SSRIs, selective serotonin reuptake inhibitors; TCAs, tricyclic antidepressants; VAS, Visual analogue score; wks, weeks.
*40.3% of participants were taking antidepressants at baseline.
**64.1% of those in the ω-3 PUFA group and 60.3% of those in the placebo group.
***Four participants from the fish oil group and seven from the placebo group used antidepressants drugs.









Supplementary Table 8. Characteristics of the trials included in the meta-analysis of omega-3 fatty acids supplementation and risk of depression. 
	Study
	Population, country
	Intervention 
	Comparison
	Participants randomised
	Trial Duration

	ASCEND, 2018 (61)
	Patients with diabetes, without apparent vascular disease, UK
	EPA & DHA supplement, 0.46 g/d EPA & 0.38 g/d DHA
	Long-chain omega-3 vs MUFA
	7740 int, 
7740 cont
	7.4 years

	Alpha Omega – Kromhout, 2010 ALA (62, 63)
	60-80 year olds with previous myocardial infarction, Netherlands
	ALA-rich supplementary margarine, 2 g ALA/d
	ALA vs MUFA

	2409 int, 
2428 cont
	3.3 years

	AlphaOmega – Kromhout, 2010 EPA & DHA (62, 63)
	60-80 year olds with previous myocardial infarction, Netherlands
	EPA & DHA-rich supplementary margarine, 0.24 g/d EPA & 0.16 g/d DHA
	Long-chain omega-3 vs MUFA
	2404 int, 
2433 cont
	3.3 years

	AREDS2, 2014 (64)
	50-85 year olds at high risk of progression to advanced age-related macular degeneration, USA
	EPA & DHA supplement, 0.65 g/d EPA & 0.35 g/d DHA
	Long-chain omega-3 vs nil
	971 int, 
1011 cont
	5 years

	Derosa, 2016 (65)
	Overweight/obese Caucasians with impaired fasting glucose (IFG) or impaired glucose tolerance (IGT), Italy
	EPA & DHA supplement, 0.83 g/d EPA & 1.57 g/d DHA
	Long-chain omega-3 vs non-fat
	138 int, 
143 cont
	1.5 years

	EPE-A – Sanyal, 2014 (66)
	People with non-alcoholic steatohepatitis (NASH) & non-alcoholic fatty liver disease (NAFLD), USA
	EPA supplement, 2.25 g/d EPA 
	Long-chain omega-3 vs placebo
	168 int, 
75 cont
	1 year

	Ferreira, 2015 (67)
	Adults with Huntington's disease, 6 European countries
	EPA supplement, 2.0 g/d EPA 
	Long-chain omega-3 vs unclear
	147 int, 
143 cont
	0.5 years

	Maltais, 2019 (68)
	Participants with memory complaints, France
	Multidomaina + omega-3 or omega-3 or multidomain (400 mg of DHA + 112.5 mg of EPA, twice a day)
	Omega-3 vs multidomain
	1254 int,
416 cont
	3 years

	Mazaherioun, 2018 (69)
	Diabetic patients with mild to moderate depression, Iran
	600 mg EPA + 300 mg DHA, 3 times a day
	Long-chain omega-3 vs placebo
	78 int,
63 con
	0.2 year

	OFAMS – Torkildsen, 2012 (70)
	People with relapsing remitting multiple sclerosis, Norway
	EPA & DHA supplement, 1.35 g/d EPA & 0.85 g/d DHA
	Long-chain omega-3 vs omega-6
	46 int, 
46 cont
	0.5 years

	OPAL – Dangour, 2010 (71)
	Healthy cognitively normal adults aged 70-79, UK
	EPA & DHA supplement, 0.20 g/d EPA & 0.50 g/d DHA
	Long-chain omega-3 vs MUFA
	359 int, 
367 cont
	1 year

	OMEGA – Rauch, 2010 (72)
	People who have had an acute myocardial infarction, Germany
	EPA & DHA supplement, 0.46 g/d EPA & 0.39 g/d DHA
	Long-chain omega-3 vs MUFA
	1046 int, 
1035 cont
	1 year

	Pratt, 2009 (73)
	Adults with paroxysmal or persistent atrial fibrillation, USA
	EPA & DHA supplement, 1.86 g/d EPA & 1.5 g/d DHA
	Long-chain omega-3 vs omega-6
	332 int, 
331 cont
	0.5 years

	TREND-HD, 2008 (74)
	People with Huntington's disease, USA & Canada
	EPA supplement, 0.95 g/d EPA
	Long-chain omega-3 vs non-fat
	158 int, 
158 cont
	0.2 years

	Abbreviations: ALA, Alpha-linolenic acid; cont, control; DHA, Docosahexaenoic Acid; EPA, Eicosapentaenoic Acid; int, intervention; MUFA, mono-unsaturated fatty acids.
a The multidomain intervention included nutritional and PA counselling and cognitive training.




Supplementary Table 9. Quality of the trials included in the dose-response meta-analysis of omega-3 fatty acids and depression.
	Study, year
	Bias arising from the randomization process
	Bias due to deviations from intended intervention
	Bias due to missing outcome data
	Bias in measurement of the outcome
	Bias in selection of the reported result
	Overall quality

	ASCEND study, 2018
	Low
	Low
	Low
	Low
	Low
	Low

	Andrieu, 2017
	Low

	High
	High
	Low
	Low
	High

	Antypa, 2012
	Low
	Low
	Low
	Low
	Low
	Low

	Bellino, 2013
	Some Concerns
	High
	High
	Some Concerns
	Low
	High

	Bot, 2010
	Low
	Low
	Low
	Low
	Low
	Low

	Bradbury, 2017
	Low
	Low
	Low
	Low
	Low
	Low

	Carney, 2009
	Low
	Low
	Low
	High
	High
	High

	Carney , 2010
	Some Concerns
	Some Concerns
	Some Concerns
	Low
	Low
	High

	Carney, 2020
	Low
	Some
	Low
	Some Concerns
	High
	High

	Chang, 2019
	Some Concerns
	Low
	Low
	Low
	Low
	Some Concerns

	Chew, 2015
	Low
	Low
	High
	Low
	Low
	High

	Cohen, 2013
	Low
	Low
	Low
	Low
	High
	High

	Dangour, 2010
	Low
	Low
	Low
	Low
	Low
	Low

	Da Silva, 2008
	Some Concerns
	Some Concerns
	Low
	Low
	Low
	High

	Dashti-Khavidaki, 2014
	Low
	High
	High
	Low
	Low
	High

	Derosa, 2016
	Low
	Low
	Low
	Low
	Low
	Low

	Dretsch, 2014
	Low
	Some Concerns
	Low
	Low
	Some Concerns
	Some Concerns

	Ferreira, 2015
	Low
	Low
	Low
	Low
	Low
	Low

	Gharekhani, 2014
	High
	High
	High
	Low
	Low
	High

	Gertsik, 2012
	Some Concerns
	Low
	Low
	Low
	Low
	Some Concerns

	Giltay, 2011
	Low
	High
	Some Concerns
	Low
	Low
	High

	Ginty, 2017
	Low
	Low
	Low
	Low
	Low
	Low

	Hashimoto, 2015
	Some Concerns
	High
	High
	Low
	Low
	High

	Herberka, 2013
	Low
	Some
	Low
	Low
	High
	High

	HallaHan, 2007
	Low
	High
	High
	Low
	Low
	High

	Jackson, 2012
	Some Concerns
	High
	High
	High
	Low
	High

	Jahangard, 2018
	Low
	Some Concerns
	Low
	Low
	Low
	Some Concerns

	Lee et al. , 2013
	Some Concerns
	Some Concerns
	Low
	Low
	Low
	High

	Lesperance, 2010
	Some Concerns
	Low
	Low
	Low
	Low
	Low

	Maltais, 2019
	Low
	High
	High
	Low
	Low
	High

	Masoumi, 2016
	Low
	Low
	Low
	Low
	Low
	Low

	Marangell, 2003
	High
	Low
	Low
	Low
	Low
	High

	Mazaherioun, 2018
	Low
	Low
	Low
	Low
	Low
	Low

	Mazereeuw, 2016
	Some Concerns
	Low
	Low
	Low
	Low
	Some Concerns

	McGorry, 2016
	Low
	Low
	Low
	Low
	Low
	Low

	Kromhout, 2010
	Low
	Low
	Low
	Low
	Low
	Low

	Antypa, 2009
	Low
	High
	High
	Low
	Low
	High

	Jiang, 2018
	Low
	Low
	Low
	Low
	Low
	Low

	Kiecolt-Glaser, 2011
	Low
	High
	Low
	Low
	Low
	High

	Lucas, 2009
	Low
	Low
	Low
	Low
	Low
	Low

	Pomponi, 2014
	Low
	Low
	Low
	Low
	Low
	Low

	Poppitt, 2015
	Low
	Some Concerns
	Low
	Low
	Low
	Some Concerns

	Pratt, 2009
	Some Concerns
	Some Concerns
	High
	Low
	Low
	High

	Rauch
	Low
	Low
	Low
	Low
	Low
	Low

	Ravi, 2016
	Low
	High
	High
	Low
	Low
	High

	Robinson, 2018
	Low
	Low
	Low
	Low
	Low
	Low

	Sanyal, 2014
	Low
	Low
	Low
	Low
	Low
	Low

	Sohrabi
	Some Concerns
	High
	High
	Low
	Low
	High

	Tayama, 2018
	High
	Low
	High
	Low
	Low
	High

	van de Rest, 2018
	Low
	Low
	Low
	Low
	Low
	Low

	Watanabe, 2018
	Some
	Low
	Low
	Low
	Low
	Some

	Mozaffari-Khosravi, 2013
	Low
	Some Concerns
	Low
	Low
	Low
	Some Concerns

	Nemets, 2002
	Some Concerns
	High
	Low
	Some Concerns
	Low
	High

	Park, 2015
	Low
	Some Concerns
	Low
	Low
	Low
	Some Concerns

	Pawełczyk, 2016
	Low
	Some Concerns
	Low
	Low
	Low
	Some Concerns

	Rizzo, 2012
	Low
	High
	Low
	Low
	Low
	High

	Rondanelli, 2013
	Low
	Some Concerns
	Low
	Low
	Low
	Some Concerns

	Shinto, 2016
	Some Concerns
	Some Concerns
	Low
	Low
	Low
	Some Concerns

	Silvers, 2005
	Low
	Some Concerns
	Low
	Low
	Low
	Some Concerns

	Sinn, 2011
	Some Concerns
	Some Concerns
	Low
	Low
	Low
	Some Concerns

	Su, 2003
	Some Concerns
	High
	Low
	Low
	Low
	High

	Su, 2014
	Low
	High
	Low
	Low
	Low
	High

	Tajalizadekhoob, 2011
	Some Concerns
	Some Concerns
	Low
	Low
	Low
	Some Concerns

	Torkildsen, 2012
	Low
	Low
	Low
	Low
	Low
	Low

	TREND-HD, 2009
	High
	Low
	Low
	Low
	Low
	High

	Yurko-Mauro, 2010
	Low
	Some Concerns
	Low
	Low
	Low
	Some Concerns

	Zanarini, 2003
	Some Concerns
	High
	Low
	Low
	Low
	High



Supplementary Table 10. Subgroup analysis of the effects of omega-3 fatty acids (each 1 g/d) supplementation on depression risk.
	
	n
	Odds ratio (95%CI)
	I2, Pheterogeneity
	P subgroup difference 1

	All trials
	14
	0.95 (0.79, 1.15)
	37%, 0.08
	-

	Risk of bias
	
	
	
	0.48

	Low risk
	9
	0.82 (0.61, 1.22)
	71%, 0.05
	

	Some concerns
	-
	-
	-
	

	High risk
	4
	1.17 (0.75, 1.98)
	12%, 0.81
	

	Intervention duration
	
	
	
	0.63

	≤1 year
	8
	0.98 (0.65, 1.47)
	55%, 0.03
	

	>1 year
	6
	0.88 (0.76, 1.02)
	0%, 0.96
	

	Physical activity
	
	
	
	0.28

	Yes
	3
	0.54 (0.17, 1.67)
	74%, 0.02
	

	No
	11
	1.01 (0.88, 1.16)
	6%, 0.40
	

	Behavioral support
	
	
	
	0.51

	Yes
	4
	0.86 (0.67, 1.12)
	0%, 0.81
	

	No
	10
	0.98 (0.75, 1.28)
	53%, 0.03
	

	Adherence
	
	
	
	0.96

	≥75%
	7
	0.93 (0.57, 1.52)
	63%, 0.01
	

	Not reported
	7
	0.94 (0.82, 1.07)
	0%, 0.67
	

	1 Obtained by meta-regression analysis.




Supplementary Table 11. Assessment of credibility of subgroup difference for the effects of omega-3 fatty acids supplementation on depression risk based on ICEMAN.
	Variable
	Q1
	Q2
	Q3
	Q4
	Q5
	Q6
	Q7
	Q8
	Overall credibility

	Risk of bias
	Completely between
	Probably not similar
	Rather small
	Definitely yes
	Chance a very likely explanation
	Definitely yes 
	Definitely yes
	 not applicable 
	Low

	Intervention duration
	Completely between
	Probably not similar
	Rather large
	Definitely yes
	Chance a very likely explanation
	Definitely yes 
	Definitely yes
	 Definitely no
	Low

	Physical activity
	Completely between
	Probably not similar
	Rather small
	Definitely yes
	Chance a very likely explanation
	Definitely yes 
	Definitely yes
	 not applicable 
	Low

	Behavioral support
	Completely between
	Probably not similar
	Rather small
	Definitely yes
	Chance a very likely explanation
	Definitely no
	Definitely yes
	 not applicable 
	Low

	Adherence
	Completely between
	Probably not similar
	Rather large
	Definitely no
	Chance a very likely explanation
	Definitely no
	Definitely yes
	 not applicable 
	Low


Q, question; Q1, Is the analysis of effect modification based on comparison within rather than between trials? Q2, For within-trial comparisons, is the effect modification similar from trial to trial? Q3, For between-trial comparisons, is the number of trials large? Q4, Was the direction of the effect modification correctly hypothesized priori? Q5, Does a test for interaction suggest that chance is an unlikely explanation of the apparent effect modification? Q6, Did the authors test only a small number of effect modifiers? Q7, Did the authors use a random effects model? Q8, If the effect modifier is a continuous variable, were arbitrary cut points avoided?


Supplementary Table 12. Subgroup analysis of the effects of omega-3 fatty acids (each 1 g/d) supplementation on severity of depression. 
	
	n
	Standardized mean difference (95%CI)
	I2, Pheterogeneity
	P subgroup difference 1

	All trials
	53
	-1.38 (-1.69, -1.07)
	97%, <0.001
	-

	Risk of bias
	
	
	
	0.78

	Low
	12
	-1.89 (-2.85, -0.86)
	91%, <0.001
	

	Some concerns
	16
	-1.15 (-1.52, -0.86)
	93%, <0.001
	

	High 
	25
	-1.31 (-2.16, -0.53)
	89%,  <0.001
	

	Intervention duration
	
	
	
	0.43

	≤12 weeks
	31
	-1.89 (-2.51, -1.27)
	98%, <0.001
	

	>12 to ≤24 weeks
	9
	-1.10 (-1.84, -0.36)
	94%, <0.001
	

	>24 weeks
	13
	-1.08 (-1.84, -0.33)
	97%, <0.001
	

	Supplement type
	
	
	
	0.25

	DHA
	4
	-0.66 (-1.76, 0.43)
	97%, <0.001
	

	EPA
	4
	-1.22 (-4.04, 1.61)
	81%, <0.001
	

	EPA+DHA
	37
	-1.38 (-1.81, -0.96)
	97%, <0.001
	

	EPA+DHA+ALA
	8
	-2.87 (-4.06, -1.68)
	89%, <0.001
	

	Sex
	
	
	
	0.23

	Men
	0
	-
	-
	

	Women
	9
	-2.45 (-3.15, -1.35)
	97%, <0.001
	

	Both
	44
	-1.36 (-1.77, -0.94)
	98%, <0.001
	

	Weight status
	
	
	
	0.006

	Normal weight
	8
	-0.83 (-1.84, 0.17)
	90%, <0.001
	

	Overweight/obese
	18
	-0.14 (-0.54, 0.26)
	92%, <0.001
	

	Not reported
	27
	-3.11 (-3.99, -2.23)
	94%, <0.001
	

	Health status
	
	
	
	0.001

	Alzheimer’s disease
	1
	0.15 (-0.04, 0.34)
	-
	

	Depressed
	25
	-3.03 (-4.27, -1.79)
	97%, <0.001
	

	Borderline personality disorder
	2
	-0.90 (-1.35, -0.46)
	25%, 0.62
	

	Stressed
	1
	-1.59 (-2.66, -0.52)
	-
	

	Healthy
	10
	 -0.77 (-1.32, -0.22)
	92%, <0.001
	

	Post miocardial infarction
	2
	-0.11 (-0.69, 0.47)
	8%, 0.30
	

	Self-harm experience
	1
	3.87 (1.33, 6.40)
	-
	

	Mild cognitive impairment
	1
	-0.06 (-0.66, 0.55)
	-
	

	Psychological distress
	1
	0.06 (-0.11, 0.23)
	-
	

	At risk for psychotic disorders
	1
	-0.43 (-1.95, 1.10)
	-
	

	Bipolar disorder
	2
	-1.83 (-4.41, 0.76)
	96%, <0.001
	

	Schizophrenia
	1
	-0.72 (-1.21, -0.23)
	-
	

	Parkinson disease
	2
	-3.86 (-5.65, -2.06)
	0%, 0.90
	

	Ischemic stroke
	1
	0.46 (-0.22, 1.13)
	-
	

	Premenstrual syndrome
	1
	-1.58 (-1.65, -1.51)
	-
	

	Cognitive decline
	1
	0.00 (-0.28, 0.28)
	-
	

	Medication use
	
	
	
	0.55

	Yes
	17
	-1.64 (-2.55, -0.72)
	96%, <0.001
	

	No
	22
	-0.99 (-1.40, -0.58)
	95%, <0.001
	

	Mixed
	6
	-1.78 (-4.46, 0.89)
	97%, <0.001
	

	Not reported
	8
	-2.19 (-3.26, -1.12)
	95%, <0.001
	

	Baseline risk of depression
	
	
	
	0.08

	Low
	14
	-0.52 (-1.10, 0.07)
	96%, <0.001
	

	Medium
	4
	-1.13 (-2.42, 0.17)
	93%, <0.001
	

	High
	35
	-2.18 (-2.74, -1.62)
	97%, <0.01
	

	1 Obtained by meta-regression analysis.








Supplementary Table 13. Assessment of credibility of subgroup difference for the effects of omega-3 fatty acids supplementation on severity of depression based on ICEMAN.
	Variable
	Q1
	Q2
	Q3
	Q4
	Q5
	Q6
	Q7
	Q8
	Overall credibility

	Risk of bias
	Completely between
	Probably not similar
	Rather small
	Definitely yes
	Chance a very likely explanation
	Definitely yes 
	Definitely yes
	 not applicable 
	Low

	Intervention duration
	Completely between
	Probably not similar
	Rather large
	Definitely yes
	Chance a very likely explanation
	Definitely yes 
	Definitely yes
	 Definitely no
	Low

	Baseline risk of depression
	Completely between
	Probably not similar
	Rather small
	Definitely yes
	Chance a very likely explanation
	Definitely yes 
	Definitely yes
	 not applicable 
	Low

	Sex
	Completely between
	Probably not similar
	Rather large
	Definitely no
	Chance a very likely explanation
	Definitely no
	Definitely yes
	 not applicable 
	Low

	Weight status
	Completely between
	Probably not similar
	Rather large
	Definitely no
	Chance may not explain
	Definitely no
	Definitely yes
	 not applicable 
	Low

	Depression status
	Completely between
	Probably not similar
	Very small
	Definitely no
	Chance an unlikely explanation
	Definitely no
	Definitely yes
	 not applicable 
	Low

	Medication use
	Completely between
	Probably not similar
	Rather large
	Definitely no
	Chance a very likely explanation
	Definitely no
	Definitely yes
	 not applicable 
	Low

	Supplement type
	Completely between
	Probably not similar
	Rather small
	Definitely no
	Chance a very likely explanation
	Definitely no
	Definitely yes
	 not applicable 
	Low


Q, question; Q1, Is the analysis of effect modification based on comparison within rather than between trials? Q2, For within-trial comparisons, is the effect modification similar from trial to trial? Q3, For between-trial comparisons, is the number of trials large? Q4, Was the direction of the effect modification correctly hypothesized priori? Q5, Does a test for interaction suggest that chance is an unlikely explanation of the apparent effect modification? Q6, Did the authors test only a small number of effect modifiers? Q7, Did the authors use a random effects model? Q8, If the effect modifier is a continuous variable, were arbitrary cut points avoided?


Supplementary Table 14. GRADE evidence table for the effects of omega-3 fatty acids on primary and secondary outcomes.
	Certainty assessment
	№ of patients
	Effect
	Certainty

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	[intervention]
	[comparison]
	Relative
(95% CI)
	Absolute
(95% CI)
	

	Severity of Depression

	53
	randomised trials
	not serious
	seriousa
	not serious
	not serious
	Publication bias
Dose-response gradient
	5130
	5143
	-
	SMD 1.38 SD lower
(1.69 lower to 1.07 lower)
	⨁⨁⨁◯
Moderate

	Risk of depression

	14
	randomised trials
	not serious
	not serious
	not serious
	seriousb
	none
	790/16412 (4.8%) 
	817/16343 (5.0%) 
	OR 0.95
(0.79 to 1.15)
	0 fewer per 100
(from 0 fewer to 0 more)
	⨁⨁⨁◯
Moderate

	Depression remission

	7
	randomised trials
	not serious
	seriousc
	not serious
	seriousd
	none
	42/221 (19.0%) 
	16/246 (6.5%) 
	OR 2.48
(1.12 to 5.46)
	19 more per 100
(from 5 more to 34 more)
	⨁⨁◯◯
Low

	Adverse events

	29
	randomised trials
	not serious
	seriouse
	not serious
	very seriousf
	none
	957/2183 (43.8%) 
	940/2204 (42.6%) 
	OR 1.01
(0.89 to 1.15)
	2 more per 100
(from 3 fewer to 7 more)
	⨁◯◯◯
Very low

	Serious adverse events

	2
	randomised trials
	not serious
	not serious
	not serious
	very seriousf
	none
	287/997 (28.8%) 
	282/1013 (27.8%) 
	OR 1.01
(0.89 to 1.15)
	0 more per 100
(from 2 fewer to 3 more)
	⨁⨁◯◯
Low

	Overall quality of life

	2
	randomised trials
	seriousg
	not serious
	not serious
	seriousd
	none
	51
	61
	-
	SMD 0.88 SD more
(0.41 more to 1.35 more)
	⨁⨁◯◯
Low

	Emotional well-being

	1
	randomised trials
	seriousg
	not serious
	not serious
	seriousd
	none
	36
	36
	-
	SMD 0.23 SD fewer
(0.69 fewer to 0.23 more)
	⨁⨁◯◯
Low

	General health

	2
	randomised trials
	seriousg
	not serious
	not serious
	seriousd
	none
	54
	52
	-
	SMD 0.13 SD lower
(0.51 lower to 0.25 higher)
	⨁⨁◯◯
Low

	Mental health

	2
	randomised trials
	seriousg
	serioush
	not serious
	seriousd
	none
	69
	67
	-
	SMD 0.25 SD lower
(1.74 lower to 0.24 higher)
	⨁◯◯◯
Very low

	Pain

	2
	randomised trials
	seriousg
	serioush
	not serious
	seriousd
	none
	69
	67
	-
	SMD 0.14 SD higher
(0.84 lower to 1.12 higher)
	⨁◯◯◯
Very low

	Physical health

	2
	randomised trials
	seriousg
	seriousi
	not serious
	seriousd
	none
	105
	103
	-
	SMD 0.57 SD lower
(1.26 lower to 0.12 higher)
	⨁◯◯◯
Very low

	Role-emotion

	1
	randomised trials
	seriousg
	not serious
	not serious
	seriousd
	none
	18
	16
	-
	SMD 1.93 SD higher
(1.13 higher to 2.73 higher)
	⨁⨁◯◯
Low

	Role-function

	2
	randomised trials
	seriousg
	seriousj
	not serious
	seriousd
	none
	171
	167
	-
	SMD 1.05 SD higher
(1.2 lower to 3.31 higher)
	⨁◯◯◯
Very low

	Social function

	4
	randomised trials
	seriousg
	seriousk
	not serious
	seriousd
	none
	224
	221
	-
	SMD 0.54 SD higher
(0.12 lower to 1.19 higher)
	⨁◯◯◯
Very low

	Social-occupational function

	1
	randomised trials
	seriousg
	not serious
	not serious
	seriousd
	none
	153
	151
	-
	SMD 0.02 SD higher
(0.2 lower to 0.25 higher)
	⨁⨁◯◯
Low

	Vitality

	1
	randomised trials
	seriousg
	not serious
	not serious
	seriousd
	none
	18
	16
	-
	SMD 1.74 SD higher
(0.96 higher to 2.52 higher)
	⨁⨁◯◯
Low

	Medication reduction

	2
	randomised trials
	seriousg
	not serious
	not serious
	seriousd
	none
	30/81 (37.0%) 
	25/82 (30.5%) 
	OR 1.21
(0.87 to 1.68)
	3 more per 100
(from 7 fewer to 12 more)
	⨁⨁◯◯
Low


CI: confidence interval; OR: odds ratio; SMD: standardized mean difference
Explanations
a. Serious risk of bias since I2=97%, which remained unexplained in subgroup and sensitivity analyses. Downgraded. 
b. Serious imprecision since point estimate in the absolute effect was lower than the MCID threshold (1%). Downgraded. 
c. Serious inconsistency since I2=63%. Downgraded. 
d. Serious imprecision since optimum information size was not met. Downgraded.
e. Serious inconsistency since I2=54%. Downgraded. 
f. Very serious imprecision since the upper bound of the 95%CI surpassed important harm (1%). Downgraded to two levels. 
g. Serious risk of bias due to selective outcome reporting. Downgraded. 
h. Serious imprecision since I2=83%. Downgraded. 
i. Serious imprecision since I2=82%. Downgraded. 
j. Serious inconsistency since I2=96%. Downgraded. 
k. Serious inconsistency since I2=87%. Downgraded. 

Meta-analyses included in quantitative synthesis (meta-analysis) 
(n=67)
Records excluded 
(n=2160)
Records screened 
(n=2248)
Records after duplicates removed 
(n=2248)


Additional records identified through manual search 
(n=12)
Records identified through database searching 
(n=2599)

Identification






Screening




Full-text articles assessed for eligibility 
(n=88)

Eligibility


Full-text articles excluded, with reasons 
(n=21)
Duplicate (n=4)
Systematic review (n=3)
Not sufficient information (n=5)
Not interested intervention (n=5)
Not interested outcome (n=4)

Less than two weeks (n=15)
Different population (n=7)


Meta-analyses included in qualitative synthesis 
(n=88)



Included





Supplementary Figure 1. Literature search and study selection process. 
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Supplementary Figure 2. Absolute effects of omega-3 fatty acid supplementation on depression risk.
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Supplementary Figure 3. The effects of omega-3 fatty acids (each 1 g/d) supplementation on severity of depression.





[image: ]
Supplementary Figure 4. Funnel plot of the effects of omega-3 fatty acids (each 1 g/d) supplementation on severity of depression.
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Supplementary Figure 5. Absolute effects of omega-3 fatty acids supplementation on depression remission.
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Supplementary Figure 6. The effects of omega-3 fatty acids supplementation on adverse event.
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Supplementary Figure 7. The effects of omega-3 fatty acids supplementation on adverse event.
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Supplementary Figure 8. The effects of omega-3 fatty acids supplementation on serious adverse event.
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Supplementary Figure 9. The effects of omega-3 fatty acids supplementation on serious adverse event.
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Supplementary Figure 10. The effects of omega-3 fatty acids (each 1 g/d) supplementation on overall quality of life.
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Supplementary Figure 11. The effects of omega-3 fatty acids (each 1 g/d) supplementation on emotional well-being.




















[image: ]

Supplementary Figure 12. The effects of omega-3 fatty acids (each 1 g/d) supplementation on general health.
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Supplementary Figure 13. The effects of omega-3 fatty acids (each 1 g/d) supplementation on mental health.
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Supplementary Figure 14. The effects of omega-3 fatty acids (each 1 g/d) supplementation on pain.
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Supplementary Figure 15. The effects of omega-3 fatty acids (each 1 g/d) supplementation on physical health.
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Supplementary Figure 16. The effects of omega-3 fatty acids (each 1 g/d) supplementation on role-emotion.
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Supplementary Figure 17. The effects of omega-3 fatty acids (each 1 g/d) supplementation on role-function.
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Supplementary Figure 18. The effects of omega-3 fatty acids (each 1 g/d) supplementation on social function.
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Supplementary Figure 19. The effects of omega-3 fatty acids (each 1 g/d) supplementation on social-occupational function.




















[image: ]
Supplementary Figure 20. The effects of omega-3 fatty acids (each 1 g/d) supplementation on vitality.
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Supplementary Figure 21. The effects of omega-3 fatty acids supplementation on medication reduction.
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Supplementary Figure 22. The effects of omega-3 fatty acids supplementation on medication reduction.
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