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1.PRISMA checklist 

Section/Topic Item 

# 

Checklist Item 16 Reported on Page 

# 

TITLE  

Title 1 Identify the report as a systematic review 

incorporating a network meta-analysis (or related 

form of meta-analysis).  

1, Title section 

ABSTRACT 

Structured 

summary  

2 Provide a structured summary including, as 

applicable: Background: main objectives; Methods: 

data sources; study eligibility criteria, participants, 

and interventions; study appraisal; and synthesis 

methods, such as network meta-analysis. Results: 

number of studies and participants identified; 

summary estimates with corresponding 

confidence/credible intervals; treatment rankings 

may also be discussed. Authors may choose to 

summarize pairwise comparisons against a chosen 

treatment included in their analyses for brevity. 

Discussion/Conclusions: limitations; conclusions 

and implications of findings. Other:  primary source 

of funding; systematic review registration number 

with registry name. 

3, Abstract 

section 

INTRODUCTION  

Rationale  3 Describe the rationale for the review in the context of 

what is already known, including mention of why a 

network meta-analysis has been conducted.  

6, Introduction 

(3nd paragraph) 

Objectives  4 Provide an explicit statement of questions being 

addressed, with reference to participants, 

interventions, comparisons, outcomes, and study 

design (PICOS).  

6, Introduction 

(3rd paragraph);  

Appendix 2 

METHODS 

Protocol 

and 

registration  

5 Indicate whether a review protocol exists: 

PROSPERO register CRD42020151158 

6-7, Method (1st 

paragraph) 

Eligibility 

criteria  

6 Specify study characteristics (e.g., PICOS, length of 

follow-up) and report characteristics (e.g., years 

7, Method (2 nd 

&3 nd paragraph); 
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considered, language, publication status) used as 

criteria for eligibility, giving rationale. Clearly 

describe eligible treatments included in the treatment 

network, and note whether any have been clustered 

or merged into the same node (with justification).  

Appendix 2 

 

Information 

sources  

7 Describe all information sources (e.g., databases 

with dates of coverage, contact with study authors to 

identify additional studies) in the search and date last 

searched.  

7, Method (2nd 

paragraph) 

Search  8 Present full electronic search strategy for at least one 

database, including any limits used, such that it 

could be repeated.  

7, Method (2nd 

paragraph); 

Appendix 3 

Study 

selection  

9 State the process for selecting studies (i.e., 

screening, eligibility, included in systematic review, 

and, if applicable, included in the meta-analysis).  

7, Method (2nd 

paragraph); 

Appendix 1 

Data 

collection 

process  

10 Describe method of data extraction from reports 

(e.g., piloted forms, independently, in duplicate) and 

any processes for obtaining and confirming data 

from investigators.  

8, Method (4th 

paragraph) 

Data items  11 List and define all variables for which data were 

sought (e.g., PICOS, funding sources) and any 

assumptions and simplifications made.  

8-9, Method (5th 

paragraph); 

Appendix 2 

Geometry of 

the network 

S1 Describe methods used to explore the geometry of 

the treatment network under study and potential 

biases related to it. This should include how the 

evidence base has been graphically summarized for 

presentation, and what characteristics were compiled 

and used to describe the evidence base to readers. 

9-10, Method (6st 

& 7st paragraph) 

 

Risk of bias 

within 

individual 

studies  

12 Describe methods used for assessing risk of bias of 

individual studies (including specification of 

whether this was done at the study or outcome level), 

and how this information is to be used in any data 

synthesis.  

8, Method (4st 

paragraph 

Summary 

measures  

13 State the principal summary measures (e.g., risk 

ratio, difference in means). Also describe the use of 

additional summary measures assessed, such as 

treatment rankings and surface under the cumulative 

9-10, Method (6st 

*10st paragraph 
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ranking curve (SUCRA) values, as well as modified 

approaches used to present summary findings from 

meta-analyses. 

Planned 

methods of 

analysis 

14 Describe the methods of handling data and 

combining results of studies for each network meta-

analysis.  

9, Method (6st 

paragraph  

Assessment 

of 

Inconsistency 

S2 Describe the statistical methods used to evaluate the 

agreement of direct and indirect evidence in the 

treatment network(s) studied. Describe efforts taken 

to address its presence when found. 

9-10, Method (7st 

& 8st paragraph 

Risk of bias 

across studies  

15 Specify any assessment of risk of bias that may 

affect the cumulative evidence (e.g., publication 

bias, selective reporting within studies).  

10, Method (10st 

paragraph) 

Additional 

analyses  

16 Describe methods of additional analyses if done, 

indicating which were pre-specified.  

10-11, Method 

(10st paragraph) 

RESULTSÀ 

Study 

selection  

17 Give numbers of studies screened, assessed for 

eligibility, and included in the review, with reasons 

for exclusions at each stage, ideally with a flow 

diagram.  

11 Results (1st   

paragraph); 

Figure1 

Presentation 

of network 

structure 

S3 Provide a network graph of the included studies to 

enable visualization of the geometry of the treatment 

network.  

Figure 2 

Summary of 

network 

geometry 

S4 Provide a brief overview of characteristics of the 

treatment network. This may include commentary on 

the abundance of trials and randomized patients for 

the different interventions and pairwise comparisons 

in the network, gaps of evidence in the treatment 

network, and potential biases reflected by the 

network structure. 

11-12, Results (1st 

paragraph).  

Study 

characteristics  

18 For each study, present characteristics for which data 

were extracted (e.g., study size, PICOS, follow-up 

period) and provide the citations.  

11-12, Results 

(1nd paragraph);  

Appendix 5  

Risk of bias 

within studies  

19 Present data on risk of bias of each study and, if 

available, any outcome level assessment.  

11-12, Results 

(1nd paragraph);  

Appendix 6 

Results of 

individual 

20 For all outcomes considered (benefits or harms), 

present, for each study: 1) simple summary data for 

12, Results (2nd 

&3 rd paragraph);  
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studies  each intervention group, and 2) effect estimates and 

confidence intervals.  

Appendix 10.1, 

10.2 

Synthesis of 

results  

21 Present results of each meta-analysis done, including 

confidence/credible intervals. If additional summary 

measures were explored (such as treatment 

rankings), these should also be presented. 

12-13, Results 

(2nd &3 rd 

paragraph);  

Appendix 10.2, 

10.3, 10.4 

Exploration 

for 

inconsistency 

S5 Describe results from investigations of 

inconsistency. This may include such information as 

measures of model fit to compare consistency and 

inconsistency models, P values from statistical tests, 

or summary of inconsistency estimates from 

different parts of the treatment network. 

15-16, Results 

(11th paragraph); 

Appendix 14   

Risk of bias 

across studies  

22 Present results of any assessment of risk of bias 

across studies for the evidence base being studied.  

12, Results (1st 

paragraph) 

Results of 

additional 

analyses 

23 Give results of additional analyses, if done (e.g., 

sensitivity or subgroup analyses, meta-regression 

analyses, alternative network geometries studied, 

alternative choice of prior distributions for Bayesian 

analyses, and so forth).  

13-15, Results (4th 

-7th paragraph);  

Appendix 12,13 

 

DISCUSSION    

Summary of 

evidence  

24 Summarize the main findings, including the strength 

of evidence for each main outcome; consider their 

relevance to key groups (e.g., healthcare providers, 

users, and policy-makers).  

16-17, Discussion 

(1st paragraph); 

Limitations  25 Discuss limitations at study and outcome level (e.g., 

risk of bias), and at review level (e.g., incomplete 

retrieval of identified research, reporting bias). 

Comment on the validity of the assumptions, such as 

transitivity and consistency. Comment on any 

concerns regarding network geometry (e.g., 

avoidance of certain comparisons). 

20-21, Discussion 

(10th paragraph) 

Conclusions  26 Provide a general interpretation of the results in the 

context of other evidence, and implications for future 

research.  

22, Discussion 

(11th paragraph) 

&Conclusions (1st 

paragraph)   

FUNDING 
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Funding  27 Describe sources of funding for the systematic 

review and other support (e.g., supply of data); role 

of funders for the systematic review. This should 

also include information regarding whether funding 

has been received from manufacturers of treatments 

in the network and/or whether some of the authors 

are content experts with professional conflicts of 

interest that could affect use of treatments in the 

network. 

24 

 

PICOS = population, intervention, comparators, outcomes, study design. 

À Authors may wish to plan for use of appendices to present all relevant information in full detail for 

items in this section. 
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2.Study Protocol 

 

The original study protocol was registered with Propspero (No. CRD42020151158)  

https://www.crd.york.ac.uk/prospero/display_record.php?RecordID=151158 

 

2.1. Aim 

To do a systematic review and network meta-analysis to compare the efficacy and 

tolerability of different nutraceuticals on patients with depressive disorder. 

 

2.2. PICOS, Inclusion and exclusion criteria  

Patient Patients with diagnosed with major depressive disorder or 

depressive disorder, or ongoing depression (defined as current 

use of antidepressant medication and moderate or above 

thereshold level of depressive symptom according to validated 

scales). 

Intervention Any nutritional intervention (nutrition monotherpay or adjunctive 

nutritional supplementation to antidepressants) would be 

considered, such as (fish oil, St John Wort, SAMe, tryptophan, 

folic acid, vitamin B, vitamin C, vitamin D, minerals, probiotics, 

saffron, curcumin.etc) 

Comparator The comparators will be any nutritional intervention (nutrition 

monotherpay or adjunctive nutrition plus to antidepressants ) 

versus antidepressant versus placebo. 

Outcomes 1. Change in scores on the standard observer rating scale for 

depression 

2. Response rate  

3. Remission rate  

4. Change of Anxiety symptoms   

5. All cause discontinuation  

6. Adverse event  

Study design Prospective randomized controlled trials 

Inclusion 

criteria 

1. Randomized controlled trial. 

2. Participantôs ageʿ18 years. 

3. Patients diagnosed with major depressive disorder or 

depressive disorder, or ongoing depression (defined as current 

use of antidepressant medication and moderate or above 

thereshold level of depressive symptom according to 

validated scales). 

https://www.crd.york.ac.uk/prospero/display_record.php?RecordID=151158
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Exclusion 

criteria 

1. Observational study designs, cross-over trial, or single arm 

study (But if crossover studies provided efficacy data before 

the crossover. The first period of crossover randomized trials 

was eligible for inclusion)  

2. Randomized controlled trials with participants diagnosed as 

bipolar depression 

3. Studies with relapse prevention or discontinuation designs 

4. Not reporting the target outcome 

5. With nonrandom allocation of treatments 

6. No treatment group receiving nutraceuticals were excluded 

7. Studies involving the use of traditional Chinese medicine 

 

2.3. Data extraction 

Two review authors (YCC and WLH) will independently screen titles and 

abstracts of all potential studies identified through the search. For studies identified as 

potentially eligible, we will retrieve the full-text report. Two review authors (YCC 

and WEH) will independently screen the full-text and identify studies for inclusion, 

and identify and record reasons for exclusion of the ineligible studies. We will resolve 

any disagreement through discussion or, if required, we will consult a third review 

author (PHK). We will identify and exclude duplicate records and we will collate 

multiple reports that relate to the same study so that each study rather than each report 

is the unit of interest in the review. We will record the selection process in sufficient 

detail to complete a PRISMA flow diagram and óCharacteristics of excluded studies' 

table.   

 

2.4. Statistical analysis  

A network meta-analysis will draw on both direct evidence and indirect 

evidence, with the benefit of randomization in each study retained. For indirect and 

direct evidence to be consistent, population and intervention characteristics must be 

similar across comparisons. The relative treatment effects between two interventions 

are expressed as the SMD for continuous outcomes and odds ratio (OR) for 

dichotomous outcomes with the 95% confidence interval (CI). The distribution and 

geometry of the evidence were examined by producing a network plot with node sizes 
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proportional to the number of study participants and the width of edges proportional 

to the number of studies comparing the two treatments. The assumption of transitivity 

in the network was assessed by considering the distributions of major e ect modiýers 

for all comparisons within the networks. Consistency between direct and indirect 

evidence for each pair of treatments in the network was assessed globally by using the 

design-by-treatment interaction model and locally by using the node-splitting model.  

We ranked treatments according to their P-scores, ranging between 0 and 1. P-scores, 

derived from the point estimates and standard errors of treatment effects, are indices 

for measuring the extent of certainty to which a treatment is better than another 

treatment, averaged over all competing treatments. We used the netmeta package for 

the statistical software R (version 4.1.2, R Foundation for Statistical Computing, 

Vienna, Austria) for most analyses and Stata (version 17.0, College Station, Texas, 

USA) for meta-regression. 

 

2.5. Subgroup analysis and network meta-regression  

We conducted for the following variables: (1) publication year, (2) sponsorship 

from a pharmaceutical company, (3) baseline depression severity, (4) treatment 

duration, (5) and current comorbidity 

 

2.6. Risk of bias assessment  

Two review authors (YCC and WLH) independently assessed risk of bias for each 

included trial using the criteria outlined in the Cochrane Handbook for Systematic 

Reviews of Interventions. We will resolve any disagreements by discussion or by 

involving a third review author WYC and YCH . We assessed the risk of bias 

according to the following domains: 

 

random sequence generation; 

allocation concealment; 

blinding of participants and personnel; 

blinding of outcome assessment; 

incomplete outcome data; 
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selective outcome reporting; 

other bias. 

 

We judged each potential source of bias as either high, low or unclear and provided a 

supporting quotation from the study report together with a justification for our 

judgment in the óRisk of bias' table.  

2.7. Changes to Protocol 

The following changes have been made to the original protocol and included in 

the final publication  

V An additional sensitivity analysis was performed by excluding trials with high 

risk of bias 

V  An additional outcome as anxiety symptoms was performed  
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3.Search strategy  

3.1. PubMed  

Recent queries in pubmed  

Search Query Items found 

#4 

(((((Major depressive disorder) OR Depression) OR Depressive disorder) 

OR Major depression) AND ((((((((((((((((((((((((((((((((((((((((((((((((((Fish 

oils) OR Omega-3) OR Fatty acid) OR Fatty acids) OR Eicosapentaenoic 

acid) OR Docosahexaenic Acid) OR Fatty acid, omega-3) OR Fatty acid, 

omega-6) OR Fatty acid, essential) OR EPA) OR DHA) OR Probiotics) OR 

Prebiotics) OR Lactobacillus) OR Bifidobacterium) OR bifidobacter) OR 

Tryptophane) OR Inositol) OR Amino acid) OR minerals) OR L-5-HTP) 

OR Vitamin C) OR Ascorbic acid) OR vitamins B) OR pyridoxine) OR 

cobalamin) OR Vitamin D) OR 25-hydroxyvitaminD) OR 25-

hydroxyvitamin D3) OR 1,25 dihydroxyvitamin D3) OR 25(OH)D) OR 

cholecalciferol) OR calciferol) OR Selenium) OR s-adenocyl-methionine) 

OR SAMe) OR thiamine) OR Nutrition supplement) OR Complementary 

therapies) OR Alternative medicine) OR nutraceutical) OR Nutritional 

supplement) OR Folic acid) OR Folinic acid) OR Magnesium) OR St. 

John?  wort) OR Creatine) OR Ginkgo biloba) OR Curcumin) OR Zinc)) 

AND (((((randomized controlled trial) OR controlled clinical trial) OR 

randomized) OR randomly) OR clinical study) 

12,476 

#3 
((((randomized controlled trial) OR controlled clinical trial) OR 

randomized) OR randomly) OR clinical study 
2,567,242 

#2 

(((((((((((((((((((((((((((((((((((((((((((((((((Fish oils) OR Omega-3) OR Fatty 

acid) OR Fatty acids) OR Eicosapentaenoic acid) OR Docosahexaenic Acid) 

OR Fatty acid, omega-3) OR Fatty acid, omega-6) OR Fatty acid, essential) 

OR EPA) OR DHA) OR Probiotics) OR Prebiotics) OR Lactobacillus) OR 

Bifidobacterium) OR bifidobacter) OR Tryptophane) OR Inositol) OR 

Amino acid) OR minerals) OR L-5-HTP) OR Vitamin C) OR Ascorbic acid) 

OR vitamins B) OR pyridoxine) OR cobalamin) OR Vitamin D) OR 25-

hydroxyvitaminD) OR 25-hydroxyvitamin D3) OR 1,25 dihydroxyvitamin 

D3) OR 25(OH)D) OR cholecalciferol) OR calciferol) OR Selenium) OR s-

adenocyl-methionine) OR SAMe) OR thiamine) OR Nutrition supplement) 

OR Complementary therapies) OR Alternative medicine) OR nutraceutical) 

OR Nutritional supplement) OR Folic acid) OR Folinic acid) OR 

Magnesium) OR St. John  wort) OR Creatine) OR Ginkgo biloba) OR 

Curcumin) OR Zinc 

2,703,618 
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#1 
(((Major depressive disorder) OR Depression) OR Depressive disorder) OR 

Major depression 
674,047 
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3.2. PsycINFO, PsycARTICLES, CINAHL,MEDLINE 

# Query Limiters/Expanders Last Run Via Results 

S5 ( S1 OR S2 ) AND 

( depression or depressive 

disorder or depressive 

symptoms or major 

depressive disorder ) AND 

randomized controlled trials 

Expanders - Apply 

equivalent subjects 

Search modes - Find all my 

search terms 

Interface - EBSCOhost 

Research Databases 

Search Screen - 

Advanced Search 

Database - 

CINAHL;APA 

PsycInfo;MEDLINE 

9,,673 

S5 ( S1 OR S2 ) AND 

( depression or depressive 

disorder or depressive 

symptoms or major 

depressive disorder ) 

Expanders - Apply 

equivalent subjects 

Search modes - Find all my 

search terms 

Interface - EBSCOhost 

Research Databases 

Search Screen - 

Advanced Search 

Database - 

CINAHL;APA 

PsycInfo;MEDLINE 

30,707 

S4 depressive disorder or 

depressive symptoms or 

major depressive disorder 

Expanders - Apply 

equivalent subjects 

Search modes - Find all my 

search terms 

Interface - EBSCOhost 

Research Databases 

Search Screen - 

Advanced Search 

Database - 

MEDLINE;APA 

PsycInfo;APA 

PsycArticles;CINAHL 

500,478 

S3 S1 OR S2 Expanders - Apply 

equivalent subjects 

Search modes - Find all my 

search terms 

Interface - EBSCOhost 

Research Databases 

Search Screen - 

Advanced Search 

Database - 

CINAHL;APA 

PsycInfo;MEDLINE 

2,098,355 
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S2 ( folic acid OR magnesium 

OR ( hypericum perforatum 

or st johns wort ) OR 

creatinine OR carnitine OR 

crocus sativus OR 

thiamine ) OR ( saffron or 

crocus sativus ) AND 

curcumin  

Expanders - Apply 

equivalent subjects 

Search modes - Find all my 

search terms 

Interface - EBSCOhost 

Research Databases 

Search Screen - 

Advanced Search 

Database - 

MEDLINE;APA 

PsycInfo;APA 

PsycArticles;CINAHL 

381,248 

S1 ( fish oil or omega-3 or n-3 

fatty acids or epa or dha or 

fatty acid ) OR probiotics 

OR tryptophan OR inositol 

OR amino acids OR 

( ascorbic acid or vitamin c ) 

OR ( pyridoxine or b6 ) OR 

cobalamin OR vitamin d OR 

selenium OR s-

adenosylmethionine OR 

nutraceuticals  

Expanders - Apply 

equivalent subjects 

Search modes - Find all my 

search terms 

Interface - EBSCOhost 

Research Databases 

Search Screen - 

Advanced Search 

Database - 

MEDLINE;APA 

PsycInfo;APA 

PsycArticles;CINAHL 

1,776,041 
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3.3. Embase  

No. Query Results 

#4 #1AND #2 AND 'controlled study'/de 7892 

#3 #1 AND #2 184,827 

#2 

#'major depression'/exp OR 'depression'/exp OR depression OR 

'depressive disorder'/exp OR 'depressive disorder' OR (depressive AND 

('disorder'/exp OR disorder)) OR 'major depression' OR (major AND 

depression) OR 'dysthymia'/exp OR dysthymia' 

1,050,110 

#1 

'fish oil'/exp OR 'fish oil' OR 'omega amino acid'/exp OR 'omega amino 

acid' OR 'fatty acid'/exp OR 'fatty acid' OR 'docosahexaenoic acid'/exp 

OR 'docosahexaenoic acid' OR 'omega 3 fatty acid'/exp OR 'omega 3 fatty 

acid' OR 'probiotic agent'/exp OR 'probiotic agent' OR 'prebiotic 

agent'/exp OR 'prebiotic agent' OR 'lactobacillus'/exp OR lactobacillus 

OR 'bifidobacterium'/exp OR bifidobacterium OR 'bifidobacteriales'/exp 

OR bifidobacteriales OR 'tryptophan'/exp OR tryptophan OR 

'inositol'/exp OR inositol OR 'amino acid'/exp OR 'amino acid' OR 

'ascorbic acid'/exp OR 'ascorbic acid' OR 'vitamin b group'/exp OR 

'vitamin b group' OR 'pyridoxine'/exp OR pyridoxine OR 'cobalamin 

derivative'/exp OR 'cobalamin derivative' OR 'vitamin d'/exp OR 'vitamin 

d' OR '25 hydroxyvitamin d'/exp OR '25 hydroxyvitamin d' OR 

'colecalciferol derivative'/exp OR 'colecalciferol derivative' OR 

'selenium'/exp OR selenium OR 's adenosylmethionine'/exp OR 's 

adenosylmethionine' OR 'thiamine'/exp OR thiamine OR 'nutrition'/exp 

OR nutrition OR 'nutraceutical'/exp OR nutraceutical OR 'folic acid 

derivative'/exp OR 'folic acid derivative' OR 'magnesium'/exp OR 

magnesium OR 'hypericum perforatum extract'/exp OR 'hypericum 

perforatum extract' OR 'creatinine'/exp OR creatinine OR 'curcumin'/exp 

OR curcumin OR 'zinc'/exp OR zinc OR 'carnitine'/exp OR carnitine OR 

'crocus sativus'/exp OR 'crocus sativus' 

7592,523 
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5. Characteristics of included studies  

Study 

ID  
Author   Year Nutraceuticals 

Type of 

antidepressants  
Country  N  Age Female % Scale 

Study 

Duration 

Baseline 

measure 
Severity 

Sponsor 

Industry  

Comorb

idity  

1 Ayuso 1971 Tryptophan+ADT Not mention Spain 14   13 92.86  HAMD 3 30.6 severe unclear unclear 

1 Ayuso 1971 ADT Not mention   15   12 80.00  HAMD 3 30.6       

2 HoesSijben   1981 
Vitamin_B6+Trypt

opohan 
  

The 

Netherland 
10 37.3 8 

80.00  
HAMD 4 26.4 severe Y N 

2 HoesSijben   1981 ADT Maprotiline   10 45.3 3 30.00  HAMD 4 28.2       

3 Coppen_1986 1986 Folate+ADT Fluoxetine U.K. 23 60.7   0.00  BDI 52 7.4 mild unclear unclear 

3 Coppen_1986 1986 ADT Fluoxetine   30 60.5   0.00  BDI 52 8.7       

4 Thomas   1987 SAMe   U.K. 9 56.9 7 77.78  HAMD 2 26.6 severe unclear unclear 

4 Thomas  1987 Placebo     11 55.6 7 63.64  HAMD 2 25.2       

5 Bell_1988 1988 SAMe   USA 9 43   0.00  HAMD-21 2 40 severe unclear unclear 

5 Bell_1988 1988 ADT Imipramine   9 43   0.00  HAMD-21 2 39       

6 Potkin  1988 SAMe   USA 9     0.00  HAMD 2   unclear unclear unclear 

6 Potkin  1988 ADT Imipramine   9     0.00  HAMD 2         

7 Kagan 1990 SAMe   USA 9 42.2   0.00  HAMD-21 3 26.6 moderate unclear N 

7 Kagan 1990 Placebo     9 42.2   0.00  HAMD-21 3 31       

8 Godfrey  1990 Folate+ADT TCAs or MAOIs U.K. 13 45 7 53.85  HAMD-17 12   unclear N N 

8 Godfrey  1990 ADT TCAs or MAOIs   11 46 6 54.55  HAMD-17 12         

9 Gecele   1991 Carnitine   Italy  14 71.3   0.00  HAMD 6 38.2 severe unclear N 

9 Gecele   1991 Placebo     14 71.3   0.00  HAMD 6 36       

10 Berlanga  1992 SAMe+ADT Imipramine Mexico  20 43.8 15 75.00  HAMD-17 2 25.4 severe unclear N 

10 Berlanga  1992 ADT Imipramine   20 37.9 17 85.00  HAMD-17 2 25.3       

11 Fava_1992 1992 SAMe   USA 17 33.4     HAMD-24 6 27.2 moderate unclear N 

11 Fava_1992 1992 Placebo     22 34.1   0.00  HAMD-24 6 24.6       



43 
 

12 De 

VannaRigamont 

1992 
SAMe   Italy 

15 48.4   0.00  
HAMD-21 7 34 severe Y N 

12 De 

VannaRigamont 

1992 
ADT Imipramine   

15 48.5   0.00  
HAMD-21 7 31 

  
    

13 Salmaggi 1993 SAMe   Italy 30 range 30 100.00  HAMD-21 4 24.4 severe Y N 

13 Salmaggi 1993 Placebo     30 range 30 100.00  HAMD-21 4 25.2       

14 Bell_1994 1994 SAMe   USA 11 43 7 63.64  HAMD-17 4 23 severe unclear unclear 

14 Bell_1994 1994 ADT Desipramine   6 33 6 100.00  HAMD-17 4 28       

15 Hubner   1994 SJW   Germany 20 50.4 12 60.00  HAMD 4 12.55 mile  Unclear unclear 

15 Hubner   1994 Placebo     19 51.5 10 52.63  HAMD 4 12.37       

16 Hansgen   1994 SJW   Germany 33 53 19 57.58  HAMD 4 21.8 moderate N unclear 

16 Hansgen   1994 Placebo     34 53.5 23 67.65  HAMD 4 20.4       

17 Harrer   1994 SJW   
Germany & 

Australia 
51 43.8   

0.00  
HAMD 4 20.5 moderate Unclear unclear 

17 Harrer   1994 ADT Maprotiline   51 47.6   0.00  HAMD 4 21.5       

18 SommerHarrer   1994 SJW   
Germany & 

Australia 
42 45   

0.00  
HAMD 4 15.8 Mild  Unclear unclear 

18 SommerHarrer   1994 Placebo     47 45   0.00  HAMD 4 15.8       

19 Vorbach_1994 1994 SJW   Germany 67 52.8 33 49.25  HAMD 6 20.2 moderate Unclear N 

19 Vorbach_1994 1994 ADT Imipramine   68 54 31 45.59  HAMD 6 19.4       

20 Wheatley  1997 SJW   U.K. 67 42 57 85.07  HAMD  6 20.6 moderate Unclear N 

20 Wheatley  1997 ADT Amitriptyline   54 38 41 75.93  HAMD 6 20.8       

21 Vorbach  1997 SJW   Germany 107 48.8 78 72.90  HAMD-17 6 25.3 severe Unclear N 

21 Vorbach  1997 ADT Imipramine   102 50.1 76 74.51  HAMD-17 6 26.1       

22 Schrader 1998 SJW   Germany 80 47   0.00  HAMD-21 6 20 mild Unclear N 

22 Schrader 1998 Placebo     79 39   0.00  HAMD-21 6 17       
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23 Laakmann 1998 SJW   Germany 98 47.3 40 40.82  HAMD 6 20.6 moderate Unclear N 

23 Laakmann 1998 Placebo     49 48.7 42 85.71  HAMD 6 21.2       

24 Nemets_1999 1999 Inositol+ADT SSRIs Israel  18 49.5 11 61.11  HAMD-24 4 30 moderate Unclear N 

24 Nemets_1999 1999 ADT SSRIs   18 51.5 11 61.11  HAMD-24 4 28.4       

25 Levine  1999 Inositol+ADT SSRIs Israel  13 45.9 10 76.92  HAMD 4 34.4 moderate N N 

25 Levine  1999 ADT SSRIs   14 49.6 9 64.29  HAMD 4 31       

26 Harrer _1999 1999 SJW   
Germany & 

Australia 
70 68.4 60 

85.71  HAM-D-

17 
6 16.6 Mild  N N 

26 Harrer _1999 1999 ADT Fluoxetine    79 69.1 69 
87.34  HAM-D-

17 
6 17.18       

27 Philipp 1999 SJW   Germany 106 47 80 75.47  HAMD-17 8 22.7 moderate Y N 

27 Philipp 1999 ADT Imipramine   110 48 79 71.82  HAMD-17 8 22.2       

27 Philipp 1999 Placebo     47 43 38 80.85  HAMD-17 8 22.7       

28 Levitan   2000 Tryptophan+ADT Fluoxetine  Canada  13 41.8   0.00  HAMD-29 8 27.2 moderate N N 

28 Levitan   2000 ADT Fluoxetine    17 45.5   0.00  HAMD-29 8 24       

29 CoppenBailey 2000 Folate+ADT Fluoxetine U.K. 62 41.9   0.00  HAMD 10 26.8 severe unclear N 

29 CoppenBailey 2000 ADT Fluoxetine   65 44.3 33 50.77  HAMD 10 26.6       

30 Schrader  2000 SJW   Germany 125 47 90 72.00  HAMD 6 19.6 moderate Unclear N 

30 Schrader  2000 ADT Fluoxetine   113 46 67 59.29  HAMD 6 19.5       

31 Brenner 2000 SJW   USA  15 44.2 10 66.67  HAMD-17 6 22.4 moderate N N 

31 Brenner 2000 ADT Sertraline   15 46.9 9 60.00  HAMD-17 6 22.1       

32 Woelk 2000 SJW   Germany 157 46.5   0.00  HAMD-17 6 22.4 moderate N N 

32 Woelk 2000 ADT Imipramine   167 45.4   0.00  HAMD-17 6 22.1       

33 Shelton 2001 SJW   USA 98 41.4 64 65.31  BDI 8 22 mild Y N 

33 Shelton 2001 Placebo     102 43.3 64 62.75  BDI 8 24.2       

34 Kalb 2001 SJW   Germany 37 48 26 70.27  HAMD-17 6 19.7 moderate Y N 
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34 Kalb  2001 Placebo     35 49 22 62.86  HAMD-17 6 20.1       

35 Delle Chiaie  2002 SAMe   Italy  143 45.3 103 72.03  HAMD-17 6 25.1 severe Y unclear 

35 Delle Chiaie 2002 ADT Imipramine   135 44.6 93 68.89  HAMD-17 6 25.5       

36 
Pancheri (Delle 

Chiaie 2) 

2002 
SAMe   Italy  

146 48.2 102 69.86  
HAMD-17 4 24.3 severe Y unclear 

36 
Pancheri (Delle 

Chiaie 2) 

2002 
ADT Imipramine   

147 48..8 83 56.46  
HAMD-17 4 26 

  
    

37 PeetHorrobin  2002 EPA+DHA+ADT Not mention U.K. 52 54.2 57 109.62  HAMD-17 12   unclear N unclear 

37 PeetHorrobin  2002 ADT Not mention   18 52.1 57 316.67  HAMD-17 12         

38 Lecrubier 2002 SJW   France 186 40.2 142 76.34  HAMD-17 6 21.9 moderate Y N 

38 Lecrubier 2002 Placebo     189 41.2 145 76.72  HAMD-17 6 21.9       

39 SJW group 2002 SJW   USA  113 43.1 73 64.60  HAMD-17 8 23.1 moderate N N 

39 SJW group 2002 ADT Sertraline   111 43.9 74 66.67  HAMD-17 8 22.6       

39 SJW group 2002 Placebo     116 40.2 77 66.38  HAMD-17 8 22.7       

40 Behnke 2002 SJW   Denmark 35 51.4 24 68.57  HAMD-17 6 20 moderate unclear N 

40 Behnke 2002 ADT Fluoxetine   35 48 23 65.71  HAMD-17 6 20.7       

41 van Gurp 2002 SJW   Canada  44 40.9 28 63.64  HAMD-17 12 18.9 moderate N N 

41 van Gurp 2002 ADT Sertraline   43 39.1 24 55.81  HAMD-17 12 19.7       

42 Nemets_2002 2002 EPA+ADT Not mention Israel 10 54.2 9 90.00  HAMD-24 4 24 moderate unclear N 

42 Nemets_2002 2002 ADT Not mention   10 52.1 8 80.00  HAMD-24 4 22       

43 Zanarini  2003 EPA   USA 20 26.3 20 100.00  MADRS 8 17.7 mild N Y 

43 Zanarini  2003 Placebo     10 26.3 10 100.00  MADRS 8 18       

44 Su_2003 2003 EPA+DHA+ADT Not mention Taiwan 12 35.2 10 83.33  HAMD-21 8 22.5 moderate Y N 

44 Su_2003 2003 ADT Not mention   10 42.3 8 80.00  HAMD-21 8 22.1       

45 Marangell  2003 DHA   USA 18 46.8 14 77.78  HAMD-17 6 23.5 severe Y N 

45 Marangell  2003 Placebo     17 47.9 14 82.35  HAMD-17 6 28.5       
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46 Nowak  2003 Zinc+ADT 

Clomipramine , 

Amitriptyline, 

Citalopram, Fluoxetine  

Poland  6 42.2 2 

33.33  

HAMD-17 12 24.5 moderate N unclear 

46 Nowak  2003 ADT 

Clomipramine , 

Amitriptyline, 

Citalopram, Fluoxetine  

  8 43.4 6 

75.00  

HAMD-17 12 22.6       

47 Akhondzadeh 2003 Lavandula   Iran 15 33.53 7 46.67  HAMD-17 4 19.6 moderate N N 

47 Akhondzadeh 2003 ADT Imipramine   15 33.93 8 53.33  HAMD-17 4 19       

47 Akhondzadeh 2003 Lavandula+ADT Imipramine   15 31.53 6 40.00  HAMD-17 4 19       

48 
Akhondzadeh_2

004 
2004 Saffron   Iran 15 35.53 9 

60.00  
HAMD-17 6 19.2 moderate N N 

48 
Akhondzadeh_2

004 
2004 ADT Imipramine   15 32.53 8 

53.33  
HAMD-17 6 19       

49 Uebelhack   2004 SJW   Germany 70 46.4 49 70.00  HAMD-17 6 22.8 moderate unclear N 

49 Uebelhack   2004 Placebo     70 43.3 45 64.29  HAMD-17 6 22.6       

50 Silvers 2005 DHA+ADT Not mention New Zealand 40 39.8 22 55.00  HAMD-SF 12 11.5 moderate N N 

50 Silvers  2005 ADT Not mention   37 37.7 19 51.35  HAMD-SF 12 12.4       

51 Docherty  2005 Chromium   USA 70 46.4 54 77.14  HAMD-29 8         

51 Docherty  2005 Placebo     40 45.5 24 60.00  HAMD-29 8         

52 
Akhondzadeh_2

005 
2005 Saffron   Iran 20 37.3 9 

45.00  
HAMD-17 6 >18 mild N unclear 

52 
Akhondzadeh_2

005 
2005 Placebo     20 35.25 9 

45.00  
HAMD-17 6 >18       

53 Noorbala 2005 Saffron   Iran 20 37.3 9 45.00  HAMD-17 6 >18 moderate N N 

53 Noorbala 2005 ADT Fluoxetine   20 36.5 11 55.00  HAMD-17 6 >18       

54 Bjerkenstedt 2005 SJW   Sweden 54 49.1 43 79.63  HAMD-17 4 24.9 severe Y N 
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54 Bjerkenstedt  2005 ADT Fluoxetine   54 50.4 41 75.93  HAMD-17 4 23.8       

54 Bjerkenstedt  2005 Placebo     55 51.4 45 81.82  HAMD-17 4 25.2       

55 Szegedi  2005 SJW   Germany 122 49 85 69.67  HAMD-17 6 25.5 severe Y N 

55 Szegedi  2005 ADT Paroxetine   122 45.5 83 68.03  HAMD-17 6 25.5       

56 Gastpar_2005 2005 SJW   Germany 106 48.3 84 79.25  HAMD-17 24 22 moderate unclear N 

56 Gastpar_2005 2005 ADT Sertraline   77 49.5 53 68.83  HAMD-17 24 22.1       

57 Fava_2005 2005 SJW   USA 45 37.4 24 53.33  HAMD-17 8 19.6 moderate Y N 

57 Fava_2005 2005 ADT Fluoxetine   47 36.7 25 53.19  HAMD-17 8 19.6       

57 Fava_2005 2005 Placebo     43 37.8 28 65.12  HAMD-17 8 19.9       

58 Moshiri 2006 Saffron   Iran 20 35.45 9 45.00  HAMD-17 6 >18 moderate N N 

58 Moshiri 2006 Placebo     20 35.85 8 40.00  HAMD-17 6 >18       

59 Gastpar_2006 2006 SJW   Germany 131 50.8 86 65.65  HAMD-17 6 21.9 moderate unclear N 

59 Gastpar_2006 2006 ADT Citalopram   127 49.3 82 64.57  HAMD-17 6 21.8       

59 Gastpar_2006 2006 Placebo     130 49.4 95 73.08  HAMD-17 6 22       

60 Kasper_2006 2006 SJW   Germany 243 46.19 67 56.30  HAMD-17 6   moderate Y unclear 

60 Kasper_2006 2006 Placebo     81 46.9 82 66.10  HAMD-17 6         

61 Moreno   2006 SJW   Brazil 20 37.2 17 85.00  HAMD-21 8 15 mild Y N 

61 Moreno   2006 ADT Fluoxetine   20 37.7 17 85.00  HAMD-21 8 15.8       

61 Moreno   2006 Placebo     26 45.9 22 84.62  HAMD-21 8 16.4       

62 Randlov  2006 SJW   Denmark 87 50.9   
0.00  

HAMD 6 
7 17

 
mild Y N 

62 Randlov  2006 Placebo     42 50.9   
0.00  

HAMD 6 
7 17

 
      

63 Sayyah 2006 E_amoenum   Iran  19 29.5 7 36.84  HAMD-17 6 27 severe N N 

63 Sayyah 2006 Placebo     16 34.7 7 43.75  HAMD-17 6 27       

64 Grenyer  2007 EPA+DHA+ADT Not mention Australia 40 45.27   0.00  BDI 16 25 moderate N N 
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64 Grenyer  2007 ADT Not mention   43 45.27   0.00  BDI 16 27.8       

65 
Akhondzadeh_B

ast 
2007 Saffron   Iran 20 35.55 10 

50.00  
HAMD-17 8 18-25 moderate N N 

65 
Akhondzadeh_B

ast 
2007 ADT Fluoxetine   20 34.09 11 

55.00  
HAMD-17 8 18-25       

66 Ille  2007 Amino_acid+ADT Mirtazapine Australia 20 48.9 17 85.00  HAMD 4 26.7 moderate N unclear 

66 Ille  2007 ADT Mirtazapine   20 43.8 15 75.00  HAMD 4 21.7       

67 Darbinyan  2007 R_rosea   Armenia  31 44.9 21 67.74  HAMD-21 6 24.16 moderate Y N 

67 Darbinyan  2007 Placebo     29 44.6 17 58.62  HAMD-21 6 24.17       

68 Resler  2008 Folate+ADT Fluoxetine Venezuela 14 35.04 36 257.14  HAMD-17 6 22.5 moderate unclear N 

68 Resler  2008 ADT Fluoxetine   13 35.04   0.00  HAMD-17 6 21.85       

69 Jazayeri  2008 EPA+ADT Fluoxetine  Iran 16 34.5 9 56.25  HAMD-24 8 >15 moderate N N 

69 Jazayeri  2008 ADT Fluoxetine    16 35.1 12 75.00  HAMD-24 8 >15       

69 Jazayeri  2008 EPA     16 34.9 12 75.00  HAMD-24 8 >15       

70 Rogers  2008 EPA+DHA   U.K. 109 38 85 77.98  BDI 12 13.9 mild N N 

70 Rogers  2008 Placebo     109 38.2 83 76.15  BDI 12 13.9       

71 Rees 2008 EPA+DHA   Australia 13 31.2 13 100.00  MADRS 6 30.2 moderate unclear N 

71 Rees 2008 Placebo     13 34.5 13 100.00  MADRS 6 29.2       

72 Su_2008 2008 EPA+DHA   Taiwan 18 range 18 100.00  HAMD-21 8 22.3 moderate N N 

72 Su_2008 2008 Placebo     18 range 18 100.00  HAMD-21 8 22.3       

73 da_Silva  2008 EPA+DHA   Brazil 6 64.4   0.00  MADRS 12 23.5 moderate N Y 

73 da_Silva  2008 EPA+DHA+ADT Not mention   8 64.4   0.00  MADRS 12 23       

73 da_Silva  2008 ADT Not mention   9 64.4   0.00  MADRS 12 24       

73 da_Silva  2008 Placebo     7 64.4   0.00  MADRS 12 25.5       

74 Freeman 2008 EPA+DHA   USA 28 31 28 100.00  HAMD 8 18.86 mild N N 

74 Freeman 2008 Placebo     23 29.7 23 100.00  HAMD 8 17.43       
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75 Barragan 2008 Mg   Mexico  12 69   0.00  Yasavage 12 17.9 moderate N Y 

75 Barragan 2008 ADT Imipramine   11 66.4   0.00  Yasavage 12 11.4       

76 Raza-ur-Rahman 2008 SJW   Pakistan 56 33.89 13 23.21  HAMD-17 6 18.04 mild Y N 

76 Raza-ur-Rahman  2008 Placebo     56 36.29 12 21.43  HAMD-17 6 17.5       

77 BaĸoỲlu 2009 Folate+ADT Escitalopram Turkey  20 29 11 55.00  MADRS 6 31.5 severe unclear N 

77 BaĸoỲlu 2009 ADT Escitalopram   15 30 8 53.33  MADRS 6 32       

78 
Mischoulon_200

9 
2009 EPA   USA 11 42   

0.00  
HAMD-17 8 21.6 moderate N N 

78 
Mischoulon_200

9 
2009 Placebo     13 42   

0.00  
HAMD-17 8 20.5       

79 Carney 2009 EPA+DHA+ADT Sertraline  USA 62 58.1 22 35.48  HAMD-21 10 21.2 moderate N Y 

79 Carney 2009 ADT Sertraline    60 58.6 19 31.67  HAMD-21 10 19.2       

80 Lucas 2009 EPA   Canada 55 48.4   0.00  HAMD-21 8 17.1 mild N N 

80 Lucas 2009 Placebo     51 49.1   0.00  HAMD-21 8 16.3       

81 Sarris_2009 2009 SJW+Kava   Australia 13 42.9 27   BDI-II  8 23.3 mild Y N 

81 Sarris_2009 2009 Placebo     15 42.9 24   BDI-II  8 22.6       

82 Siwek_2009 2009 Zinc+ADT Imipramine Poland 27.00  46.20  19.00  70.37  HAMD 12 22.9 moderate N unclear 

82 Siwek_2009 2009 ADT Imipramine   25.00  45.70  21.00  84.00  HAMD 12 22.9       

83 Papakosta_2010 2010 SAMe+ADT SSRIs, SNRIs USA 39   21 53.85  HAMD-17 6 19.1 moderate N N 

83 Papakosta_2010 2010 ADT SSRIs, SNRIs   34   23 67.65  HAMD-17 6 19.9       

84 Bot 2010 EPA+ADT Not mention 
The 

Netherland 
13 53.1 8 

61.54  
MADRS 12 26.3 moderate Y N 

84 Bot 2010 ADT Not mention   12 55 5 41.67  MADRS 12 26.4       

85 Rondanelli  2010 EPA+DHA   Italy  22 84.9   0.00  GDS-30 8 17.1 moderate N N 

85 Rondanelli  2010 Placebo     24 83.07   0.00  GDS-30 8 16.7       

86 Mannel  2010 SJW   Germany 100 47 81 81.00  HAMD-17 8 12.4 mild Y N 
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86 Mannel  2010 Placebo     100 46.6 85 85.00  HAMD-17 8 12       

87 Liu   2010 SJW   China 44 67 23 52.27  HAMD-17 12 24.72 severe N Y 

87 Liu   2010 Placebo     40 67 20 50.00  HAMD-17 12 24.42       

88 Rapaport_2011 2011 SJW   USA  26 42.2 13 50.00  HAMD-17 12 13.6 mild N unclear 

88 Rapaport_2011 2011 ADT Citalopram   24 51.3 13 54.17  HAMD-17 12 12.5       

88 Rapaport_2011 2011 Placebo     23 51.4 11 47.83  HAMD-17 12 13.3       

89 
Lesperance_201

1 
2011 EPA+DHA+ADT Not mention Canada 218 46.6 143 

65.60  
MADRS 8 27.96 mild Y N 

89 
Lesperance_201

1 
2011 ADT Not mention   214 45.4 153 

71.50  
MADRS 8 28.64       

90 Gertsik  2012 EPA+DHA+ADT Citalopram USA 18 40.5   0.00  HAMD-21 8 25.3 moderate N N 

90 Gertsik  2012 ADT Citalopram   22 40.5   0.00  HAMD-21 8 25.3       

91 Rizzo  2012 EPA+DHA   Italy 22 46.8 22 100.00  GDS-30 6 47 mild N N 

91 Rizzo  2012 Placebo     24 83 24 100.00  GDS-30 6 48       

92 Lyoo  2012 Creatine+ADT SSRIs South Korea  17 45.7 17 100.00  HAMD-17 8 17.1 moderate N N 

92 Lyoo  2012 ADT SSRIs   22 47.5 22 100.00  HAMD-17 8 16.7       

93 Sarris_2012 2012 SJW   Australia 35 45 22 62.86  HAMD-17 8 26.9 severe N N 

93 Sarris_2012 2012 ADT Sertraline   49 46 31 63.27  HAMD-17 8 26.7       

93 Sarris_2012 2012 Placebo     40 42 26 65.00  HAMD-17 8 22.8 moderate N unclear 

94 Papakostas_2012 2012 Folate+ADT SSRIs USA 36 47.9 25 69.44  HAMD-17 8 22.8       

94 Papakostas_2012 2012 ADT SSRIs   112 47.9 78 69.64  HAMD-17 8 NR       

94 
Papakostas_2012

_2 
2012 Folate+ADT SSRIs USA 19 48.4 13 

68.42  
HAMD-17 4 18.8 moderate Y N 

94 
Papakostas_2012

_2 
2012 ADT SSRIs   56 48.4 39 

69.64  
HAMD-17 4 19.9       

95 Pakseresht 2012 SJW+ADT TCAs Iran 20 29.8 10 50.00  BDI 4 21.2       
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95 Pakseresht 2012 ADT TCAs   20 30 11 55.00  BDI 4 21.2       

96 Syed   2013 Vitamin_B12+ADT 
Imipramine, SSRIs, 

Fluoxetine  
Pakistan 34 37.68 16 

47.06  
HAMD-20 6 36 moderate N N 

96 Syed   2013 ADT 
Imipramine, SSRIs, 

Fluoxetine  
  39 36.56 19 

48.72  
HAMD-20 6 35       

97 Lewis  2013 Vitamin_B+ADT Not mention USA 30 49.3 11 36.67  BDI-II  6 23.21 moderate N N 

97 Lewis  2013 ADT Not mention   30 52.5 8 26.67  BDI-II  6 19.38       

98 Bersani  2013 Carnitine   Italy  41 72.23 32 78.05  HAMD-21 8 17.7 mild N unclear 

98 Bersani  2013 ADT Fluoxetine    39 71.42 37 94.87  HAMD-21 8 22.2       

99 Safa 2013 EPA+DHA+ADT Fluvoxamine Iran 40 37.3 21 
52.50  HAM-D-

21 
24 24.72 moderate N N 

99 Safa 2013 ADT Fluvoxamine   40 40.27 22 
55.00  HAM-D-

21 
24 24.72       

100 Mozurkewich  2013 EPA+ADT Not mention USA  39 29.9 39 100.00  BDI 12   severe N N 

100 Mozurkewich  2013 DHA+ADT Not mention   38 30.6 38 100.00  BDI 12         

100 Mozurkewich 2013 ADT Not mention   41 30.4 41 100.00  BDI 8 34.24 mild N N 

101 Khajehnasiri 2013 
EPA+DHA+Vitami

n_C 
  Iran 34 29.47   

0.00  
BDI-21 8 35.82       

101 Khajehnasiri 2013 EPA+DHA     34 31.71   0.00  BDI-21 7 14.24 mild N N 

101 Khajehnasiri 2013 Vitamin_C     34 30.71   0.00  BDI-21 7 13.9       

102 Khajehnasiri 2013 Placebo     34 31.12   0.00  BDI-21 7 14.13       

102 Khoraminya   2013 Vitamin_D+ADT Fluoxetine  Iran 20 38.1 3 15.00  HAMD-17 7 14.9       

102 Khoraminya   2013 ADT Fluoxetine    20 39.65 3 15.00  HAMD-17 8 29.4 severe N N 

103 
Mozaffari-

Khosravi_2013 
2013 Vitamin_D   Iran 75 32.88 52 

69.33  
BDI-II  8 30.2       
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103 
Mozaffari-

Khosravi_2013 
2013 Placebo     34 33 26 

76.47  
BDI-II  12 27.01 mild N N 

104 Bergman 2013 Curcumin+ADT 
Escitalopram, 

Venlafaxine 
Israel  20 65.8 9 

45.00  
HAMD 12 26.4       

104 Bergman 2013 ADT 
Escitalopram, 

Venlafaxine 
  19 61.3 14 

73.68  
HAMD 5 32.7 severe N N 

105 Nemets_2013 2013 Creatine+ADT SSRIs, SNRIs, NASA Israel 9 60.8 9 100.00  HAMD-24 5 32.7       

105 Nemets_2013 2013 ADT SSRIs, SNRIs, NASA   9 50 5 55.56  HAMD-24 4 25.2 moderate N N 

106 
Mozaffari-

Khosravi 
2013 EPA+ADT Not mention Iran 21 37.5   

0.00  
HAMD-17 4 28.2       

106 
Mozaffari-

Khosravi 
2013 DHA+ADT Not mention   20 34   

0.00  
HAMD-17 12 15.9 mild N N 

106 
Mozaffari-

Khosravi 
2013 ADT Not mention   21 33.8   

0.00  
HAMD-17 12 15.7       

107 
Mischoulon_201

4 

2014 
SAMe   USA 

64 45   0.00  
HAMD-17 12 15.5       

107 
Mischoulon_201

4 

2014 
ADT Escitalopram   

65 45   0.00  
HAMD-17 12 18.98 moderate N N 

107 
Mischoulon_201

4 

2014 
Placebo     

60 45   0.00  
HAMD-17 12 19.25       

108 Sarris _2014 2014 SAMe   Australia 18 47.67   0.00  HAMD-17 12 19.43       

108 Sarris _2014 2014 ADT Escitalopram   20 47.67   0.00  HAMD-17 12 19.9 moderate N N 

108 Sarris _2014 2014 Placebo     16 47.67   0.00  HAMD-17 12 20.83       

109 Bedson 2014 Folate+ADT SSRIs ,TCAs U.K. 223 45 144 64.57  MADRS 12 20.63       

109 Bedson 2014 ADT SSRIs ,TCAs   217 45 136 62.67  MADRS 12 28.3 moderate N N 
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110 Almeida 2014 
Folate+Vitamin_B1

2+ Vitamin_B6 
  Australia 77   38 

49.35  
MADRS 12 29       

110 Almeida 2014 Placebo     76   48 63.16  MADRS 8 27 moderate N N 

111 
Dashti-

Khavidaki  
2014 EPA+DHA   Iran 18 56.1 9 

50.00  
BDI 8 26       

111 
Dashti-

Khavidaki  
2014 Placebo     16 56.5 8 

50.00  
BDI 16 25 mild N Y 

112 Kaviani  2014 EPA+DHA   Iran 40 26.33   0.00  BDI 16 20       

112 Kaviani  2014 Placebo     40 25.15   0.00  BDI 6 16.52 mild N N 

113 Sanmukhani 2014 Curcumin+ADT Fluoxetine India 18 40.4 13 72.22  HAMD-17 6 17.47       

113 Sanmukhani 2014 ADT Fluoxetine   17 33.6 9 52.94  HAMD-17 6 21.9 moderate N N 

113 Sanmukhani 2014 Curcumin     16 37.8 12 75.00  HAMD-17 6 21       

114 Shahmansouri  2014 Saffron   Iran 20 52.05 11 55.00  HAMD-17 6 19.3       

114 Shahmansouri  2014 ADT Fluoxetine   20 53.1 14 70.00  HAMD-17 6 17 mild N N 

115 Lopresti_2014 2014 Curcumin+ADT Not mention Australia 28 44.04 20 71.43  IDS-SR3 6 16.8       

115 Lopresti_2014 2014 ADT Not mention   28 48.54 20 71.43  IDS-SR3 8 33.04 mild Y N 

116 Park 2015 EPA+DHA+ADT Not mention South Korea 12 43.5 14 116.67  CESD 8 33.14       

116 Park 2015 ADT Not mention   13 39.41 13 100.00  CESD 12 38.5 severe N N 

117 Ginty 2015 EPA+DHA   USA 12 20.33 8 66.67  BDI 12 34.13       

117 Ginty 2015 Placebo     9 20 9 100.00  BDI 3 15.58 mild N unclear 

118 
Mischoulon_201

5 
2015 EPA   USA 60 46.2 38 

63.33  
HAMD-17 3 15.89       

118 
Mischoulon_201

5 
2015 DHA     58 46.3 32 

55.17  
HAMD-17 8 19.3 moderate N N 

118 
Mischoulon_201

5 
2015 Placebo     59 45 35 

59.32  
HAMD-17 8 19.8       
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119 Sahraian 2015 Vitamin_C+ADT Citalopram Iran 21 32.7 15 71.43  HAMD-21 8 19.2       

119 Sahraian 2015 ADT Citalopram   22 34.2 17 77.27  HAMD-21 8 21.4 moderate N N 

120 Panahi  2015 Curcumin+ADT Not mention Iran  61 40.69 31 50.82  BDI-II  8 22.4       

120 Panahi  2015 ADT Not mention   50 40.4 29 58.00  BDI-II  6 38.66 moderate unclear N 

121 Yu 2015 Curcumin+ADT Escitalopram China 50 44.14   0.00  HAMD-17 6 40.44       

121 Yu 2015 ADT Escitalopram   50 45.22   0.00  HAMD-17 6 14.06 mild N N 

122 Talaei 2015 Saffron+ADT 
SSRIs( Fluoxetine, 

Sertraline,Citalopram ) 
Iran 20 35.9 18 

90.00  
BDI 6 14.28       

122 Talaei 2015 ADT 
SSRIs( Fluoxetine, 

Sertraline, Citalopram ) 
  20 36.5 16 

80.00  
BDI 4 35-40 severe N N 

123 Panahi 2015 Chlorella+ADT Not mention Iran 42 40.79 24 57.14  BDI-II  4 35-40       

123 Panahi 2015 ADT Not mention   50 40.4 29 58.00  BDI-II  6 40.4 moderate unclear N 

124 Gavrilova  2015 Carnitine+ADT Not mention Russia 20 69.2 16 80.00  HAMD-17 6 40.44       

124 Gavrilova  2015 ADT Not mention   20 71.5 16 80.00  HAMD-17 8 23.1 moderate unclear unclear 

125 Mao 2015 R_rosea   USA 20 46.9 8 40.00  HAMD-17 8 22.55       

125 Mao 2015 ADT Sertraline   19 41.4 10 52.63  HAMD-17 12 14.4 mild N N 

125 Mao 2015 Placebo     18 46.7 8 44.44  HAMD-17 12 15.4       

126 Ghaleiha  2016 Vitamin_B1+ADT Fluoxetine  Iran 25 35.28 13 52.00  HAMD-21 12 14.4       

126 Ghaleiha  2016 ADT Fluoxetine    26 35.08 14 53.85  HAMD-21 12 31.4 severe N N 

127 Masoumi  2016 EPA+DHA+ADT Citalopram Iran 30 55.17 30 100.00  BDI 12 32.77       

127 Masoumi  2016 ADT Citalopram   30 55.67 30 100.00  BDI 4 25.89 mild N N 

128 Shinto 2016 EPA+DHA+ADT Not mention USA 15 50.7 19 126.67  MADRS 4 26.35       

128 Shinto 2016 ADT Not mention   16 51.9 17 106.25  MADRS 12 18.4 mild N Y 

129 Rapaport_2016 2016 EPA   USA 52 46.1 30 57.69  HAMD-17 12 19.1       

129 Rapaport_2016 2016 DHA     51 46.1 30 58.82  HAMD-17 8 19.3 moderate N unclear 

129 Rapaport_2016 2016 Placebo     52 46.1 30 57.69  HAMD-17 8 19.3       



55 
 

130 Ravi  2016 EPA+DHA   Iran 50 39.5 18 36.00  BDI-II  8 19.3       

130 Ravi  2016 Placebo     50 39.84 17 34.00  BDI-II  8 28.42 mild N Y 

131 Sepehrmanesh 2016 Vitamin_D   Iran 20 36.5 17 85.00  BDI-II  8 27.2       

131 Sepehrmanesh 2016 Placebo     20 36.1 17 85.00  BDI-II  8 25.2 mild N N 

132 Wang  2016 Vitamin_D   China 212     0.00  BDI-II  8 28.5       

132 Wang  2016 Placebo     204     0.00  BDI-II  52 22.7 mild unclear Y 

133 Akkasheh 2016 Probiotics   Iran 20 38.3   0.00  BDI 52 21.9       

133 Akkasheh 2016 Placebo     20 35.1   0.00  BDI 8   mild N N 

134 Kolouri  2016 Nepta   Iran 33 35.42 25 75.76  BDI-II  8         

134 Kolouri  2016 ADT Sertraline   33 35.12 25 75.76  BDI-II  6 27.42 mild N N 

135 Rajizadeh 2017 Mg   Iran 26 32.2   0.00  BDI-II  6 24.51       

135 Rajizadeh 2017 Placebo     27 32.07   0.00  BDI-II  8 26.9 moderate N N 

136 Sheikh 2017 Fe   Iran 35 32.3   0.00  EPDS 8 25.6       

136 Sheikh 2017 Placebo     35 31.3   0.00  EPDS 6 13.4 mild N Y 

137 Kashani 2017 Saffron   Iran 32 29.21 32 100.00  HAMD-17 6 12.9       

137 Kashani 2017 ADT Fluoxetine   32 32.09 32 100.00  HAMD-17 6 16.53 mild N Y 

138 Tabeshpour 2017 Saffron   Iran 30 28.1 30 100.00  BDI-II  6 16.65       

138 Tabeshpour 2017 Placebo     30 38 30 100.00  BDI-II  8 20 mild N Y 

139 Ghajar  2017 Saffron   Iran 30 37.9 11 36.67  HAMD-17 8 19.7       

139 Ghajar  2017 ADT Citalopram   30 34.17 15 50.00  HAMD-17 6 17.2 mild N N 

140 Romijn 2017 Probiotics   New Zealand 40 35.8 20 50.00  MADRS 6 17.5       

140 Romijn 2017 Placebo     39 35.1 30 76.92  MADRS 8 28.3 moderate Y N 

141 Lopresti_2017 2017 
Curcumin+Saffron+

ADT 
Not mention Australia 26 41.22 22 

84.62  
IDS-SR3 8 27       

141 Lopresti_2017 2017 Curcumin+ADT Not mention   61 43.7 55 90.16  IDS-SR3 12 34.65 moderate N N 
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141 Lopresti_2017 2017 ADT Not mention   36 42.11 32 88.89  IDS-SR3 12 34.15       

142 
Abedimanesh_20

17 
2017 Saffron   Iran 39 54.89 18 

46.15  
BDI-II  12 35.29       

142 
Abedimanesh_20

17 
2017 Placebo     19 56.63 11 

57.89  
BDI-II  8 26.97 moderate N Y 

143 Targum 2018 SAMe+ADT Not mention USA 118 48..3 78 66.10  HAMD-17 8 27.42       

143 Targum 2018 ADT Not mention   116 46.1 79 68.10  HAMD-17 6 21.2 mild Y N 

144 Sarris_2018 2019 
SAMe+Vitamin_B1

2+Folate+ADT 
Not mention Australia 37 43.4 29 

78.38  
MADRS 6 21.4       

144 Sarris_2018 2019 ADT Not mention   39 45.9 29 74.36  MADRS 8 25.7 moderate N N 

145 Ghorbani 2018 Probiotics+ADT Fluoxetine  Iran 20 34.45 14 70.00  HAMD-17 8 25.6       

145 Ghorbani 2018 ADT Fluoxetine    20 35.5 14 70.00  HAMD-17 10 22.9 moderate N unclear 

146 Jahangard  2018 EPA+DHA   Iran 25 41.28 8 32.00  MADRS 10 23.5       

146 Jahangard  2018 ADT     25 43.64 8 32.00  MADRS 12 37.2 severe N N 

147 Opiyo 2018 EPA+DHA   South Africa  96 26 96 100.00  BDI-II  12 32.6       

147 Opiyo 2018 Placebo     186 26 186 100.00  BDI-II  8 20 mild N Y 

148 Alavi  2018 Vitamin_D+ADT Not mention Iran  39 68.7 19 48.72  GDS-15 8 21       

148 Alavi  2018 ADT Not mention   39 67 20 51.28  GDS-15 8 9.25 mild N N 

149 Zhang 2018 Vitamin_D   China 58 38.3 50 86.21  BDI-II  8 8.9       

149 Zhang 2018 Placebo     65 40.2 53 81.54  BDI-II  8 24.6 mild unclear Y 

150 Kanchanatawan 2018 Curcumin+ADT Not mention Thailand 33 42.6   0.00  MADRS 8 23.3       

150 Kanchanatawan 2018 ADT Not mention   32 46.2   0.00  MADRS 12 27.6 moderate N N 

151 
Ryszewska-

Pokrasniewicz 
2018 Mg+ADT Fluoxetine Poland 17 38.1   

0.00  
HAMD-21 12 27.8       

151 
Ryszewska-

Pokrasniewicz 
2018 ADT Fluoxetine   15 49.7   

0.00  
HAMD-21 8 30.5 moderate N N 
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152 Kashani  2018 Saffron   Iran 28 55.71 28 100.00  HAMD-17 8 27.5       

152 Kashani  2018 Placebo     28 55.43 28 100.00  HAMD-17 6 15.29 mild N Y 

153 Majeed  2018 Probiotics   India 20 40.36 17 85.00  HAMD 6 15.96       

153 Majeed  2018 Placebo     20 43.88 17 85.00  HAMD 12 13.6 mild Y Y 

154 
Ghazizadeh-

Hashemi  
2018 PEA+ADT Citalopram Iran 27 35.37 8 

29.63  
HAMD-17 12 14.5       

154 
Ghazizadeh-

Hashemi  
2018 ADT Citalopram   27 33.96 11 

40.74  
HAMD-17 6 24.89 severe N N 

155 Dai  2018 Ginkgo+ADT Citalopram China  68 66.48 35 51.47  HAMD-24 6 25       

155 Dai  2018 ADT Citalopram   68 66.82 37 54.41  HAMD-24 8 31.03 moderate N N 

156 Rudzki  2019 Probiotics+ADT SSRIs Poland  30 39.13 23 76.67  HAMD-17 8 31.04       

156 Rudzki  2019 ADT SSRIs   30 38.9 20 66.67  HAMD-17 8 21.53 moderate N N 

157 Chang  2019 EPA+DHA   Taiwan 30 61.1 12 40.00  HAMD-17 8 22       

157 Chang  2019 Placebo     29 61.93 16 55.17  HAMD-17 8 19 moderate N Y 

158 Nishi  2019 EPA+DHA   Japan 15 32.3   0.00  HAMD-17 8 19.17       

158 Nishi  2019 Placebo     16 32.5   0.00  HAMD-17 12 14.2 mild N N 

159 Tayama 2019 EPA+DHA   Japan 47 39.6 18 38.30  BDI-II  12 16.69       

159 Tayama 2019 Placebo     43 41.2 21 48.84  BDI-II  12 12.3 mild N unclear 

160 Hansen 2019 Vitamin_D+ADT SSRIs, SNRIs  Denmark 28 39.6   0.00  HAMD-17 12 12.2       

160 Hansen 2019 ADT SSRIs, SNRIs    34 38.7   0.00  HAMD-17 12 18.4 moderate N N 

161 Kazemi 2019 Probiotics+ADT 

Sertraline, Fluoxetine, 

Citalopram, 

Amitriptyline 

Iran 74 36.73 54 

72.97  

BDI 12 18       

161 Kazemi 2019 ADT 

Sertraline, Fluoxetine, 

Citalopram, 

Amitriptyline 

  36 36 24 

66.67  

BDI 8 18.24 mild N N 
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162 Sarris_2019 2019 

SAMe+EPA+DHA

+Folic+5HTP+Zinc

+ADT 

SSRIs, SNRIs, NARIs 

TCAs, 5-HT2c 

antagonist  

Australia 56 40.2   

0.00  

MADRS 8 18.74       

162 Sarris_2019 2019 ADT 

SSRIs, SNRIs, NARIs 

TCAs, 5-HT2c 

antagonist  

  57 44.7   

0.00  

MADRS 8 24 moderate N N 

163 Liang  2019 Ginkgo+ADT Venlafaxine  China  40 60.86 18 45.00  HAMD 8 24.6       

163 Liang  2019 ADT Venlafaxine    40 60.52 21 52.50  HAMD 8 23.7 moderate N Y 

164 Carney_2019 2019 EPA+ADT Sertraline USA 71.00  58.8 26 36.62  HAMD-17 8 23.7       

164 Carney_2019 2019 ADT Sertraline   73.00  60.5 30 41.10  HAMD-17 10 17.4 moderate N Y 

165 
Akhondzadeh_2

020 
2020 Saffron   Iran  27.00  37.00  27.00  

100.00  
BDI-II  10 17       

165 
Akhondzadeh_2

020 
2020 Placebo     25.00  39.80  25.00  

100.00  
BDI-II  12 22.2 mild N unclear 

166 Amini_2020 2020 Vitamin_D+Ca   Iran 26 26.88 26 100.00  EPDS 12 21.8       

166 Amini_2020 2020 Vitamin_D     26 29.25 26 100.00  EPDS 8 17.41 moderate N N 

166 Amini_2020 2020 Placebo     26 28.92 26 100.00  EPDS 8 17.5       

167 Sakurai_2020 2020 SAMe   USA 35.00  45.83    0.00  HAMD-17 8 16.43       

167 Sakurai_2020 2020 ADT Escitalopram   32.00  45.91    0.00  HAMD-17 12 18.11 moderate N N 

167 Sakurai_2020 2020 Placebo     35.00  45.92    0.00  HAMD-17 12 19.81       

168 Sarris_2020 2020 SAMe   Australia 25.00  45.20  18.00  72.00  MADRS 12 19.36       

168 Sarris_2020 2020 Placebo     24.00  42.00  21.00  87.50  MADRS 8 22.4 mild Y N 

169 Chahwan 2020 Probiotics   Australia 34 36.65 21 61.76  BDI 8 22.2       

169 Chahwan 2020 Placebo     37 35.49 28 75.68  BDI 8 28.91 moderate N N 

170 Kaviani 2020 Vitamin_D   Iran 28 43.14 27 96.43  BDI 8 27.97       

170 Kaviani 2020 Placebo     28 42.86 23 82.14  BDI 8 23.86 mild N N 
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171 Reininghaus  2020 
Probiotics+ 

Vitamin_B7 
  Austria 28 43 20 

71.43  
HAMD 8 21.79       

171 Reininghaus  2020 Placebo     33 40.11 27 81.82  HAMD 4 15.07 mild Y N 

172 Vellekkatt  2020 Vitamin_D+ADT Not mention India 23 36.2 17 73.91  HAMD 4 14.73       

172 Vellekkatt  2020 ADT Not mention   23 35.8 14 60.87  HAMD 12 19.4 mild N N 

173 Asadi  2020 Curcumin   Iran 40   35 87.50  DASS 12 17.44       

173 Asadi  2020 Placebo     40   35 87.50  DASS 8 16.7 severe N Y 

174 Yosaee  2020 Zinc+Vitamin_D   Iran 25 38.93   0.00  BDI-II  8 17.5       

174 Yosaee  2020 Zinc     24 38.71   0.00  BDI-II  12   mild Y Y 

174 Yosaee  2020 Vitamin_D     27 38.28   0.00  BDI-II  12         

174 Yosaee  2020 Placebo     22 37.31   0.00  BDI-II  12         

175 Zhu 2020 Vitamin_D   China 62 46.3 44 70.97  HAMD 12         

175 Zhu 2020 Placebo     45 43.3 34 75.56  HAMD 8 30 severe N N 

176 Sepehrmanes 2016 Folate+ADT Not mention Iran 45 35.11 26 57.78  HAMD 8 29.2       

176 Sepehrmanes 2016 ADT Not mention   45 36.35 30 66.67  HAMD 26   Mild  unclear unclear 

177 Saccarello 2020 SAMe+Probiotics   Italy 45 48.6 38 84.44  Z-SDS 26         

177 Saccarello 2020 Placebo     44 47.5 35 79.55  Z-SDS 26         

178 Kumar 2022 Vitamin_D+ADT Escitalopram India 31 34.9 20 64.52  HAMD 12 25.7 moderate N N 

178 Kumar 2022 ADT Escitalopram   28 39.3 22 78.57  HAMD 12 25.8   N N 

179 Mischoulon 2022 EPA   USA 15 43.01 33 220.00  IDS-C30 12     N Y 

179 Mischoulon 2022 Placebo     15 50.3 12 80.00  IDS-C30 12     N Y 

180 Schaub  2022 Probiotics+ADT Not mention Switzerland. 9.00  39.43 14 155.56  HAMD 8     N N 

180 Schaub  2022 ADT Not mention   11.00  38.77 13 118.18  HAMD 8     N N 

181 Tarutani  2022 Prebiotics+ADT Not mention Japan 25.00  53 8 32.00  MADRS 24   mild N N 

181 Tarutani  2022 ADT Not mention   20.00  53 9 45.00  MADRS 24     N N 
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182 Tian 2022 Probiotics+ADT Not mention China 25.00  51.32 14 56.00  HAMD-24 4   mild N N 

182 Tian 2022 ADT Not mention   20.00  48.15 16 80.00  HAMD-24 4     N N 

183 
Gawlik-

Kotelnicka 
2024 Probiotics+ADT   Poland 51 34.3 43 84.31  MADRS 8.5 20.43 moderate N N 

183     ADT     44 35.7 38 86.36  MADRS 8.5 20.94   N N 

184 
Hashemi-

Mohammadabad 
2024 Probiotics+ADT   Iran 58 35.03 58 100.00  HAMD 8 12.57 mild N N 

184     ADT     54 35.03 54 100.00  HAMD 8 11.77   N N 

185 Khadem 2024 Prebiotics+ADT   Iran 17 35.03 17 100.00  HAMD 8 11.41 mild N N 

185     ADT     17 35.11 17 100.00  HAMD 8 11.65   N N 

186 Lin 2024 Prebiotics+ADT   Taiwan  16 39.31 12 75.00  HAMD 8 19.88 moderate N N 

186     ADT     16 36.81 12 75.00  HAMD 8 20.38   N N 

187 Strodl 2024 
Probiotics+Mg+Co

Q10+ADT 
  Australia  58 40.58 40 68.97  BDI 8 30.78 moderate N N 

187     ADT     62 35.76 41 66.13  BDI 8 29.81   N N 

188 Yang 2022 EPA+DHA+ADT   China 36 26.33 21 58.33  HAMD 12 29.5 moderate N N 

188     ADT     36 27.11 25 69.44  HAMD 12 29.97   N N 

189 Wu 2024 EPA+DHA   Taiwan  30 35 25 83.33  HAMD 12 19.17 moderate N N 

189     Placebo     30 35 25 83.33  HAMD 12 20.67   N N 

190 Shamabadi 2023 L-theanine+ADT   Iran 25 34.44 13 52.00  HAMD 6 26.88 severe N N 

190     ADT     25 32.52 9 36.00  HAMD 6 26.52   N N 

191 Torkaman  2024 L-arginine+ADT   Iran 16 40.5 16 100.00  HAMD 8 18.06 moderate N N 

191     ADT     16 40.1 16 100.00  HAMD 8 15.06   N N 

192 Kolahdooz 2023 Saffron   Iran 32 27.93 32 100.00  HAMD 12 21.06 moderate N N 

192     ADT     32 24.9 32 100.00  HAMD 12 20.75   N N 

ADT: Antidepressant; Ca: Calcium ; CESD: Center for Epidemiological Studies-Depression ; BDI: Beck depression inveotry ;DHA: Docosahexaenoic Acid ; DASS : Depression Anxiety 
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Stress Scales; E Amoenum : Echium amoenum; EPA :Eicosapentaenoic acid; EPDS : Edinburgh Postnatal Depression Scale; GDS :Geriatric Depression Scale; HAMD : Hamilton Depression 

Rating Scale ; IDS-SR: The inventory of depressive symptomatology-self rating; Fe : Ferrum;MADRS : Montgomery-Asberg Depression Rating Scale ; MAOIs:Monoamine oxidase 

inhibitor ;Mg: Magnesium; NARIs:Noradrenaline reuptake inhibiting antidepressants; PEA: Palmitoylethanolamide; R rosea : Rhodiola rosea; SAMe: S-Adenosyl Methionine ; SJW: St. John's 

wort ; SNRIs:Serotoninïnorepinephrine reuptake inhibitors; SSRIs:Selective serotonin reuptake inhibitors; TCAs:Tricyclic antidepressants; Vitamin B1: Thiamine ; Vitamin B6: Pyridoxine; 

Vitamin B7: Biotin; Vitamin B: Vitamin B complex; Vitamin B12 : Cobalamin; Vitamin C: Ascorbic acid; Vitamin D: Cholecalciferol; 5HTP: 5-Hydroxytryptophan; Z-SDS: Zung Self-Rating 

Depression Scale 
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6. Risk of bias  

6.1.Included studies rated against the Cochrane Risk of Bias tool (ROB 1.0)) 

Study ID 

Author year year Random 

Sequence 

generation 

(selection 

bias) 

Allocation 

Concealment 

(Selection 

bias) 

Other sources of bias Incomplete 

outcome 

data 

 Selective 

outcome 

reporting 

Blinding of 

Participants 

and 

personnel 

Blinding of 

outcome assessors 

Overall 

  

  

D1 D1 D2 D3 D5 D4 D4   

1 
Ayuso GutierrezLópez-Ibor Alino 

1971 
1971 Unclear Unclear Unclear Low Low Low Low Low 

2 Hoes 1981 1981 Unclear Unclear Unclear Low Low High High High 

3 Coppen 1986 1986 Unclear Unclear High Unclear Unclear Low Low High 

4 Thomas 1987 1987 Unclear Unclear Unclear Low Low Low Low Low 

5 Bell 1988 1988 Unclear Unclear Unclear Unclear Unclear Low Low Moderate 

6 Potkin 1988 1988 Unclear Unclear Unclear Unclear Unclear Low Low Moderate 

7 Kagan 1990 1990 Low Unclear High Unclear Low Low Low Moderate 

8 Godfrey 1990 1990 Unclear Unclear Unclear Low Low Low Low Low 

9 Gecele 1991 1991 Unclear Unclear Unclear Unclear Low Low Low Moderate 

10 Berlanga 1992 1992 Unclear Unclear Unclear Low Low Low Low Low 

11 Fava 1992 1992 Unclear Unclear Unclear High Low Low Low Moderate 

12 De Vanna 1992 1992 Unclear Unclear Unclear Low Low Low Low Low 

13 Salmaggi 1993 1993 Unclear Unclear Unclear Unclear Low Low Low Moderate 

14 Bell 1994 1994 Unclear Unclear High Unclear Low Low Low Moderate 

15 Hubner 1994 1994 Low Low Unclear Unclear Low Low Low Low 

16 Hansgen 1994 1994 Low Unclear Unclear Low Unclear Low Low Low 

17 Vorbach 1994 1994 Low Unclear Unclear Low Low Low Low Low 
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18 Harrer 1994 1994 Low Unclear Unclear Low Unclear Low Low Low 

19 Sommer 1994 1994 Low Unclear Unclear Low Unclear Low Low Low 

20 Wheatley 1997 1997 Low Unclear Unclear Low Low Low Low Low 

21 Vorbach 1997 1997 Low Unclear Unclear Low Low Low Low Low 

22 Laakmann 1998 1998 Low Unclear Unclear Low Low Low Low Low 

23 Schrader 1998 1998 Low Low Unclear Low Low Low Low Low 

24 Nemets 1999 1999 Unclear Unclear Unclear Low Low Low Low Low 

25 Levine 1999 1999 Unclear Unclear Unclear Low Low Low Low Low 

26 Harrer 1999 1999 Low Unclear Unclear Low High Low Low Moderate 

27 Philipp 1999 1999 Low Unclear Unclear Low Low Low Low Low 

28 Levitan 2000 2000 Unclear Unclear Unclear Unclear Low Low Low Moderate 

29 Coppen 2000 2000 Low Unclear Unclear Low Low Low Low Low 

30 Schrader 2000 2000 Low Unclear Unclear Low Low Low Low Low 

31 Woelk 2000 2000 Low Unclear Unclear Unclear Low Low Low Low 

32 Brenner 2000 2000 Low Unclear Unclear Low Low Low Low Low 

33 Shelton 2001 2001 Low Low Unclear Low Low Low Low Low 

34 Kalb 2001 2001 Low Low Unclear Low Low Low Low Low 

35 SJ group 2001 Low Low Unclear Low Low Low Low Low 

36 Delle Chiaie 2002 2002 Low Low Unclear Unclear Low Low Low Low 

37 Pancheri 2002 2002 Low Unclear Unclear Unclear Low Low Low Low 

38 Nemets 2002 2002 Low Unclear Unclear Low Low Low Low Low 

39 Peet 2002 2002 Low Unclear Unclear Low Low Low Low Low 

40 Lecrubier 2002 2002 Unclear Unclear Unclear Low Low Low Low Low 

41 Behnke 2002 2002 Low Low Unclear High Low Low Low Moderate 

42 van Gurp 2002 2002 Low Low Unclear Low Low Low Low Low 

43 Zanarini 2003 2003 Low Unclear Unclear Low Low Low Low Low 
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44 Su 2003 2003 Unclear Unclear Unclear High Low Low Low Moderate 

45 Marangell 2003 2003 Unclear Unclear High Low Low Low Low Moderate 

46 Nowak 2003 2003 Unclear Unclear High High Low Low Low High 

47 Akhondzadeh 2003 2003 Unclear Unclear Unclear Unclear Low Unclear Unclear High 

48 Akhondzadeh 2004 2004 Low Low Unclear Unclear Low Low Low Low 

49 Uebelhack 2004 2004 Low Low Unclear Low Low Low Low Low 

50 Silvers 2005 2005 Low Unclear Unclear Low Low Low Low Low 

51 Docherty 2005 2005 Unclear Unclear Unclear Low Low Low Low Low 

52 Akhondzadeh 2005 2005 Low Low Unclear Unclear Low Low Low Low 

53 Noorbala 2005 2005 Low Low Unclear Low Low Low Low Low 

54 Bjerkenstedt 2005 2005 Low Low Unclear Low Low Low Low Low 

55 Szegedi 2005 2005 Low Low Unclear Low Low Low Low Low 

56 Gastpar 2005 2005 Low Low Unclear Low Low Low Low Low 

57 Fava 2005 2005 Low Low Unclear High Low Low Low Moderate 

58 Moshiri 2006 2006 Low Low Unclear Low Low Low Low Low 

59 Gastpar 2006 2006 Low Unclear Unclear Unclear Low Low Low Low 

60 Kasper 2006 2006 Low Low Unclear Low Low Low Low Low 

61 Moreno 2006 2006 Unclear Unclear Unclear Low Low Unclear Unclear Moderate 

62 Randlov 2006 2006 Unclear Unclear Unclear Low Low Low Low Low 

63 Sayyah 2006 2006 Low Unclear Unclear Low Low Low Low Low 

64 Grenyer 2007 2007 Low Unclear Unclear Low Low Low Low Low 

65 Akhondzadeh Basti 2007 2007 Low Low Unclear Low Low Low Low Low 

66 Darbinyan 2007 2007 Unclear Low Unclear Unclear Low Low Low Low 

67 Ille 2007 2007 Unclear Unclear Unclear Unclear Low Low Low Moderate 

68 Resler 2008 2008 Low Unclear Unclear Low Low Low Low Low 

69 Jazayeri 2008 2008 Low Unclear Unclear Unclear Low Low Low Low 
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70 Rogers 2008 2008 Low Low Unclear Unclear Low Low Low Low 

71 Rees 2008 2008 Low Low Unclear Low Low Low Low Low 

72 Su 2008 2008 Low Low Unclear Low Low Low Low Low 

73 da Silva 2008 2008 Low Low Unclear Low Low Low Low Low 

74 Freeman 2008 2008 Unclear Unclear Unclear Low Low Unclear Unclear Moderate 

75 Barragan-Rodriguez 2008 2008 Low Unclear Unclear High Low Unclear Low Moderate 

76 Raza-ur-Rahman 2008 2008 Low Low Unclear High Low Low Low Moderate 

77 BaĸoỲlu 2009 2009 Low Unclear Unclear Low Low Low Low Low 

78 Mischoulon 2009 2009 Low Low Unclear Low Low Low Low Low 

79 Carney 2009 2009 Low Low Unclear Low Low Low Low Low 

80 Sarris 2009 2009 Low Low Unclear Low Low Low Low Low 

81 Siwek 2009 2009 Low Low Unclear Low Low Low Low Low 

82 Papakostas 2010 2010 Unclear Unclear Unclear High Low Low Low Moderate 

83 Lucas 2009 2009 Low Unclear Unclear Low Low Low Low Low 

84 Bot 2010 2010 Unclear Unclear Unclear Low Low Low Low Low 

85 Mannel 2010 2010 Low Low Unclear Low Low Low Low Low 

86 Liu 2010 2010 Unclear Unclear Unclear Unclear Low High High High 

87 Rondanelli 2010 2011 Low Low Unclear Low Low Low Low Low 

88 Rapaport 2011 2011 Low Low Unclear High Low Low Low Moderate 

89 Papakostas 2012 2012 Unclear Low High Low Low Low Low Moderate 

90 Lesperance 2011 2011 Low Low Unclear Low Low Low Low Low 

91 Gertsik 2012 2012 Low Unclear Unclear Low Low Low Low Low 

92 Lyoo 2012 2012 Low Unclear Unclear High Low Low Low Moderate 

93 Sarris 2012 2012 Low Low Unclear High Low Low Low Moderate 

94 Pakseresht 2012 2012 Low Unclear Unclear Unclear Low Low Low Low 

95 Syed 2013 2013 Low Low High Low Low High High High 
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96 Lewis 2013 2013 Low Low Unclear Unclear Low Low Low Low 

97 Rizzo 2012 2012 Low Low High Unclear Low Low Low Moderate 

98 Khajehnasiri 2013 2013 Low Low Unclear Low Low Low Low Low 

99 Mozaffari-Khosravi 2013 2013 Low Low Low Low Low Low Low Low 

100 Khoraminya 2013 2013 Low Unclear Unclear Unclear Low Low Low Low 

101 Mozaffari-Khosravi 2013 2013 Low Unclear Unclear Unclear Unclear High High High 

102 Bergman 2013 2013 Low Low Unclear Low Low Low Low Low 

103 Nemets 2013 2013 Unclear Unclear Unclear Low Low Low Low Low 

104 Bersani 2013 2013 Low Unclear Unclear Unclear Low Low Low Low 

105 Safa 2013 2013 Unclear Unclear High Low Low Low Low Moderate 

106 Mozurkewich 2013  2013 Low Unclear Low Low Low Low Low Low 

107 Mischoulon 2014 2014 Low Unclear Unclear Low Low Low Low Low 

108 Sarris 2014 2014 Low Unclear Unclear Low Low Low Low Low 

109 Bedson 2014 2014 Low Low Unclear Low Low Low Low Low 

110 Almeida 2014 2014 Low Unclear Unclear Low Low Low Low Low 

111 Dashti-Khavidaki 2014 2014 Low Low Unclear Low Low Low Low Low 

112 Kaviani 2014 2014 Low Unclear Unclear Low Low Low Low Low 

113 Sanmukhani 2014 2014 Low Low Unclear Low Low Low Low Low 

114 Lopresti 2014 2014 Low Low Unclear Low Low Low Low Low 

115 Shahmansouri 2014 2014 Low Low Unclear Low Low Low Low Low 

116 Park 2015 2015 Low Low Unclear Low Low Low Low Low 

117 Ginty 2015 2015 Low Low High Low Unclear Low Low Moderate 

118 Mischoulon 2015 2015 Low Low Unclear Low Low Low Low Low 

119 Sahraian 2015  2015 Low Low Unclear Low Low Low Low Low 

120 Panahi 2015 2015 Low Unclear Unclear High Low High High High 

121 Yu 2015 2015 Unclear Unclear Unclear Unclear Low Low Low Low 
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122 Talaei 2015 2015 Low Low Unclear Low Low Low Low Low 

123 Mao 2015 2015 Low Low Unclear Unclear Low Low Low Low 

124 Panahi 2015 (2) 2015 Unclear High Unclear High Low High High High 

125 Gavrilova 2015 2015 Unclear Unclear Unclear Low Low Low Low Moderate 

126 Ghaleiha 2016 2016 Low Low Unclear Unclear Low Low Low Low 

127 Masoumi 2016 2016 Low Low Unclear Low Low Low Low Low 

128 Shinto 2016 2016 Low Low Unclear Low Low Low Low Low 

129 Rapaport 2016 2016 Unclear Unclear Unclear Low Low Low Low Low 

130 Ravi 2016 2016 Low Low Unclear Low Low Low Low Low 

131 Sepehrmanesh 2016 2016 Low Low Unclear Low Low Low Low Low 

132 Wang 2016 2016 Low Low Unclear Low Low Low Low Low 

133 Akkasheh 2016 2016 Low Low Unclear High Low Low Low Moderate 

134 Kolouri 2016 2016 Low Low Unclear Low Low Low Low Low 

135 Sepehrmanesh Abedi 2016 2016 Low Unclear Unclear Low Low Low Low Low 

136 Lopresti 2017 2017 Low Low Unclear Low Low Low Low Low 

137 Rajizadeh 2017 2017 Unclear Unclear Unclear Low Low Low Low Low 

138 Sheikh 2017 2017 Low Low Unclear Low Low Low Low Low 

139 Kashani 2017 2017 Low Low Unclear Low Low Low Low Low 

140 Tabeshpour 2017 2017 Low Low High Low Low Low Low Moderate 

141 Ghajar 2017 2017 Low Low Unclear Low Low Low Low Low 

142 Romijn 2017 2017 Low Low Unclear High Low Low Low Moderate 

143 Abedimanesh 2017 2017 Low Low Unclear Low Low Low Low Low 

144 Targum 2018 2018 Low Unclear Unclear Low Low Low Low Low 

145 Sarris 2018   2018 Low Unclear Unclear Low Low Low Low Low 

146 Jahangard 2018 2018 Low Unclear Unclear Low Low Low Low Low 

147 Opiyo 2018 2018 Low Low Unclear High Low Low Low Moderate 
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148 Alavi 2018 2018 Low Low Unclear Low Low Low Low Low 

149 Zhang 2018 2018 Low Low Unclear Low Low Low Low Low 

150 Kanchanatawan 2018  2018 Low Low Unclear Low Low Low Low Low 

151 Ryszewska-Pokrasniewicz 2018 2018 Low Unclear Unclear High Low Low Low Moderate 

152 Kashani 2018 2018 Low Low Unclear Low Low Low Low Low 

153 Majeed 2018 2018 Unclear Low Unclear High Low Low Low Moderate 

154 Ghorbani 2018 2018 Low Low Unclear Low Low Low Low Low 

155 Ghazizadeh-Hashemi 2018 2018 Low Low Unclear Low Low Low Low Low 

156 Dai 2018 2018 High High Unclear Unclear Low High High High 

157 Chang 2019 2019 Unclear Unclear Unclear Unclear Low Low Low Moderate 

158 Nishi 2019 2019 Low Unclear Unclear Unclear Low Low Low Low 

159 Sarris 2019 2019 Low Unclear Unclear Unclear Low Low Low Low 

160 Hansen 2019 2019 Low Low Unclear Unclear Low Low Low Low 

161 Kazemi 2019 2019 Low Low Unclear High Low Low Low Moderate 

162 Rudzki 2019 2019 Low Low Unclear High Low Low Low Moderate 

163 Liang 2019 2019 Unclear Unclear Unclear Unclear Low Low Low Moderate 

164 Carney 2019 2019 Low Low Unclear Low Low Low Low Low 

165 Chahwan 2019 2019 Low Low Unclear Low Low Low Low Low 

166 Tayama 2019  2019 Low Low Unclear Low Low Low Low Low 

167 Akhondzadeh 2020 2020 Low Low Unclear Low Low Low Low Low 

168 Sarris 2020 2020 Low Low Unclear Low Low Low Low Low 

169 Sakurai 2020 2020 Low Unclear Unclear High Low Low Low Moderate 

170 Amini 2020 2020 Low Low Unclear Low Low Low Low Low 

171 Kaviani 2020 2020 Low Low Unclear Low Low Low Low Low 

172 Reininghaus 2020 2020 Low Low Unclear Low Low Low Low Low 

173 Vellekkatt 2020 2020 Low Low Unclear Low Low Low Low Low 
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174 Asadi 2020 2020 Low Low Unclear Low Low Low Low Low 

175 Yosaee 2020 2020 Low Low Unclear Low Low Low Low Low 

176 Zhu 2020 2020 Low Low Unclear Low Unclear Low Low Low 

177 Saccarello et al. 2020 2020 Low Low Unclear Low Low Low Low Low 

178 Kumar 2022 2022 Low Low Unclear Low Low Low Low Low 

179 Mischoulon 2022 2022 Low Low Unclear Low Low Low Low Low 

180 Schaub 2022 2022 Low Unclear Unclear Low Low Low Low Low 

181 Tarutani 2022 2022 Low Low Unclear Low Low Low Low Low 

182 Tian 2022  2022 Low Low Unclear Low Low Low Low Low 

183 Gawlik-Kotelnicka 2022 2022 Low Low Unclear Low Low Low Low Low 

184 Hashemi-Mohammadabad 2024 2024 Low Low Unclear Low Low Low Low Low 

185 Khadem 2024 2024 Low Low Unclear Low Low Low Low Low 

186 Lin 2024 2024 Low Low Unclear Low Low Low Low Low 

187 Strodl 2024 2024 Low Low Unclear Low Low Low Low Low 

188 Yang 2024  2024 Low Low Unclear Low Low Low Low Low 

189 Wu 2022 2022 Low Low Unclear Low Low Low Low Low 

190 Shamabadi 2024 2024 Low Low Unclear Low Low Low Low Low 

191 Torkaman  2023 2023 Low Low Unclear Low Low Low Low Low 

192 Kolahdooz 2024 2024 Low Low Unclear Low Unclear Low Low Low 

 

 

 

 

 

 

 



70 
 

6.2.Included studies rated against the revised Cochrane Risk of Bias tool (ROB 2.0) 
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7.Definition of covariates  

7.1. Sponsorship 

We rated each arm of a study as being ñsponsoredò when it was indicated anywhere in the text that the study 

was funded/sponsored by the company which manufactured or marketed the drug in question, or if one or 

more of the authors were affiliated with the company in question, or if the data came from the documents 

provided by or obtained from the company website. We rated the sponsorship as "Unclear" if the authors 

only listed the names of the companies in question in their declaration of conflicts of interest. When one of 

the arms was ñsponsoredò thus defined, we regarded that the study was sponsored.  

 

7.2. Baseline depressive severity  

To make the mean baseline severity scores of participants comparable across studies that used different 

rating scales we used the transformation tables provided online at http://ids-qids.org/interpretation.html. We 

converted all values into HAMD17 scale. We included studies that reported the use of a HAMD scale 

without specifying which HAMD scale was used by assuming that such studies used the HAMD17 scale. 

 

7.3. Risk of bias in the included studies   

Two independent reviewers assessed RoB of each study for the primary outcome of efficacy in the following  

domains: sequence generation, allocation concealment, blinding of participant, blinding of therapist, 

blinding of assessor, selective reporting and attrition.  

Then we summatively rated the overall RoB of each study as follows : Studies were classified as having low  

risk of bias if none of the domains above was rated as high risk of bias and three or less were rated as 

unclear risk; moderate if one was rated as high risk of bias or none was rated as high risk of bias but four or 

more were rated as unclear risk, and all other cases were assumed to pertain to high risk of bias. 

 

7.4. Depressive severity classification  

We classified each study into three different levels of depression severity: mild, moderate, and severe 

according to baseline depressive scores, The severity level were classified according to the appendix 9 cut of 

score. 

 

7.5. Comorbidity classification  

We rated each arm of a study as ñwith comorbidity ñ if the study included population with another physical 

disease. If the study was clearly stated excluding physical diseases, we rated it as "without comorbidity". We 

rated the comorbidity as "unclear" if the study did not have enough information to judge.  

 

  

 

 

 

 

 

http://ids-qids.org/interpretation.html
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8.Hierarchy of depressive scales 

Hierarchy Depressive scales Abbreviation 

1 Hamilton Depression Rating Scale HAMD 

2 Montgomery Asberg Depression Rating Scale MADRS 

3 Beck Depression Inventory BDI 

4 Zung Self-Rating Depression Scale Z-SDS 

5 Centre for Epidemiologic Studies Depression Scale CES-D 

6 Edinburgh Postnatal Depression Scale EPDS 

7 Geriatric Depression Scale  GDS 

8 Depression Anxiety Stress Scale  DASS 

Note: where different depression symptom severity rating scales were used, for the purpose of pooling 

results, we chose the single best available outcome measure according to a hierarchy based on psychometric 

properties and appropriateness for use. 
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9.Categorisation of depressive symptoms severity with cut-off scores 

Scale Cut-off point 

Beck Depression Inventory-I Cut-Off for Clinical Diagnosis of Depression: 

0ï9 = minimal/no depression 

10ï18 = mild/moderate depression 

19ï29 = moderate/severe depression 

30ï63 = severe depression 

Beck Depression Inventory-II  0-13 = minimal 

14-19 = mild (13-14*= mild) 

20-28 = moderate 

29-63 = severe 

Center for Epidemiological Studies-

Depression (CES-D) 

 

 

CES-D 20: 

16 = ñsignificantò or ñmildò depressive symptomatology 

CES-D 10: 

11 = recommended as cut off (Equivalent to experiencing 6 

symptoms for most of the previous week or a majority of 

symptoms on 1 or 2 days.)  

Clinical Diagnosis/Meets DSM 

Criteria/MDI 

26 = moderate-severe depression  

0-19 = no depression 

20-24 = mild depression  

25-29 = moderate depression 

30-50 = severe depression  

Depression Anxiety Stress Scales 

(DASS-2 ) 

0-4 = Normal 

5-6 = Mild 

7-10 = Moderate 

11-13 = Severe  

14+ = Extremely severe  

12 = recommended cut-point 

Geriatric Depression Scale (GDS) 

 

 

GDS-15: 

5-9 = mild  

10-15 = moderate to severe 

GDS Long Form (30 items) 

11-20 = mild 

21-30 = moderate to severe  

Hamilton Rating Scale For 

Depression (HAMD)  

0-6 = no depression 

7-17 = mild depression 

18-24 = moderate depression 

24+ = severe depression 

The self-reported Montgomery-

Å sberg depression rating 

scal( MADRS-S) 

13-19 = Mild 

20+ = Moderate to Severe  

Montgomery-Asberg Depression 

Rating Scale (MADRS) 

7-19 = Mild 

20-34 = Moderate 

35-60 = Severe 

Zung SDS (Zung Self Assessment 

Depression Scale) 

50 = mild 

60 = moderate 

70 = severe 

References: Apaydin, E. A., A. R. Maher, R. Shanman, M. S. Booth, J. N. V. Miles, M. E. Sorbero and S. 

Hempel (2016). "A systematic review of St. Johnôs wort for major depressive disorder." Systematic Reviews 

5(1): 148. 
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10.Results from network meta-analyses   

V Below we present the network diagram, the forest plot of the effect estimate for each active intervention versus placebo, and the P rank of all 

comparisons for each of the primary and four secondary outcomes.  

V The following abbreviations are used in the figures and tables throughout the documents: ADT: Antidepressant; Ca: Calcium ; DHA: Docosahexaenoic Acid ; E 

Amoenum : Echium amoenum; EPA :Eicosapentaenoic acid; Fe : Ferrum; Mg: Magnesium; PEA: Palmitoylethanolamide; R rosea : Rhodiola rosea; SAMe: S-

Adenosyl Methionine ; SJW: St. John's wort ;Vitamin B1: Thiamine ; Vitamin B6: Pyridoxine; Vitamin B7: Biotin; Vitamin B: Vitamin B complex; Vitamin B12 : 

Cobalamin; Vitamin C: Ascorbic acid; Vitamin D: Cholecalciferol; 5HTP: 5-Hydroxytryptophan 

 

10.1. Network plot of each outcome  

V Lines between nodes represent direct comparisons between trials, and circle size is proportional to the size of the population that received each treatment. Line 

thickness is proportional to the number of studies providing data to the comparison.  
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10.1.A. Network plot for changes in depressive symptoms 
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10.1.B. Network plot for response rate  
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10.1.C. Network plot for remission rate  
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10.1.D. Network plot for change in anxiety symptoms  
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10.1.E. Network plot for all cause discontinuation rate 
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10.1.F. Network plot for adverse events 
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10.2. Forest plot of each outcome  

10.2.A. Forest plot for changes in depressive symptoms  

 

 

 
















































































































































































































































































































































































































































































































































































