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incorporating a network metanalysis (or related
form of metaanalysis).
ABSTRACT
Structured | 2 Provide a structured summary including, as 3, Abstract
summary applicableBackground: main objectivesMethods: | section
data sources; study eligibility criteria, participants,
and interventions; study appraisal; ayththesis
methods, such as network metaalysis.Results:
number of studies and participants identified;
summary estimates with corresponding
confidence/credible intervalgeatment rankings
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treatment included in their analyses for brevity.
Discussion/Conclusionslimitations; conclusions
and implications of findingther: primary source
of funding; systematic review registration number
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INTRODUCTION
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what is already knowrincluding mention of why a | (3" paragraph)
network metaanalysis has been conducted.
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METHODS
Protocol 5 Indicate whether a review protocol exists: 6-7, Method (1%
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considered, language, publication status) used as
criteria for eligibility, giving rationaleClearly

describe eligible treatments included in the treatm
network, and note whether any have been cluster

or merged into the same node (with justification).

Appendix 2

Information 7 Describe all information sources (e.g., databases| 7, Method (2
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selection screening, eligibility, included in systematic reviey par agr ap
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Data items 11 | List and define all variables for which data were | 89, Me t h"o
sought (e.g., PICOS, funding sources)andany |par agr ap
assumptions and simplifications made. Appendi Xx
Geometry of | S1 | Describe methods used to explore the geometry ¢ 9-10, Method (6%
the network the treatment network under study and potential | & 75t paragraph)
biases related to it. This should include how the
evidence base has been graphically summarized
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metaanalyses.
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of agreement of direct and indirect evidence in the | & 8% paragraph
Inconsistency treatment network(s) studied. Describe efforts tak
to address its presence when found.
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RESULTSA
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selection eligibility, and included in the review, with reasong paragraph);
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in the network, gaps of evidence in the treatment
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Appendix 6
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studies

each intervention group, and 2) effect estimates a

confidence intervals.

Appendix 10.1,
10.2

Synthesis of | 21 | Present results of each metaalysis done, including 12-13, Results

results confidence/credible intervall.additional summary | (2" &3
measures were explored (such as treatment paragraph);
rankings), these should also be presented. Appendix 10.2,

10.3,10.4

Exploration S5 | Describe results from investigations of 15-16, Results
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inconsistency measures of model fit to compare consistency an{ Appendix 14
inconsistency model®, values from statistical tests
or summary of inconsistency estimates from
different parts of the treatment network.

Risk of bias | 22 | Present results of any assessment of risk of bias | 12, Results (&
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Summary of | 24 | Summarize the main findings, including the streng 16-17, Discussion
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relevance to key groups (e.g., healthcare providel
users, and policynakers).
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avoidance of certain comparisons).

Conclusions | 26 | Provide a general interpretation of the results in thf 22, Discussion
context of other evidence, and implications for fut| (11" paragraph)
research. &Conclusions (1%

paragraph)
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Describe sources of funding for thgstematic

review and other support (e.g., supply of data); ro
of funders for the systematic review. This should
also include information regarding whether fundin

has been received from manufacturers of treatme

in the network and/or whether some loé¢ tauthors

are content experts with professional conflicts of

interest that could affect use of treatments in the

network.
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2. Study Protocol

The original study prot ocodRDwazs0 2r0elg5 1slt5e8r)e d
https://www.crd.york.ac.uk/ prospero/ displ a

2..Aim

To do a systemati c-amaVviysw sanad rmeotmparlk mdétea

tolerability of different nutraceuticals ol

2.2 PI COS, I nclusion and exclusion criteria

Patient|{Patients with diagnosed wit
depressive disorder, or ong
use of antidepressant medic
thereshold | evel of depress
scal es) .

I ntervelAny nutritional i nterventio
nutritional suppl ementati on
considered, such as (fish o
folic acid, vitamin B, vita
s&afron, curcumin. etc)

Compar alThe comparators will WHeuamy
monot herpay or adjunctive n
versus antidepressant wversu

Out come|l. Change in scores on the st
depression

2. Response rate
3. Remi ssion rate
4. Change of Anxiety sympt omg
5. Al l cause discontinuation
6. Adverse event
Study d/Prospective randomized cont
l nclusi|l Randomi zed controlled trig
criteri|2 Partici'pladhtyearag.e
3. Patients diagnosed with ma
depressive disorder, or ofn
use of antidepressant medi
thereshold | evel of depr es
validated scal es).
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https://www.crd.york.ac.uk/prospero/display_record.php?RecordID=151158

Exclusi|l Observationadr eetviedy tde il g

criteri studBywt i f crossover studi
the crossover. The first g
was eligible for inclusior
2. Raowmdzied controlled trials

bi pol ar depression
Studies with relapse preve
Not reporting the target (¢
With nonrandom all ocati on
No treatment group recei Vvi
Studies involving tmeduace

N o o~

2..Pata extraction
Two review authors (YCC and WLH) wil/l I N
abstracts of alll potential studies identif|

potentially eligibtltext weepmodtl. rewa ireevwvei dwh ea

and WEH)I i ndependetngaXty asrcd eieche nthief f udtludi e
and identify and record reasons for excl us]
any di sagreement through discussion or, if
authPHK) . We will identify and exclude dupl
multiple reports that relate to the same s
is the unit of interest in the review. We \
deail to complete a PRI SMA flow diagram an
tabl e.
2.6t atistical anal ysi s

A net woarkalmegias will draw on both direct
evidence, with the benefit of randomizati o
direct evidence to be consistent, popul ati
simil|l acomma dlichseo nrse.l ati ve treatment effects

are expressed as the SMD for continuous ou:
di chotomous outcomes with the 95% confi den
geometry of tkRemewmedebgepwedecéeng a networ
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proportional to the amumbere oni dstthu doyf peadrgteisc |
to the number of studi élshec mamparmprg otnhe ft wa
in the network was assessed by considering
for all comparisons within the networks. C
evidence for each pair oofestsreadatgrmermtad |iyn btyh
des-bgmeat ment i nteraction meddli tanadd g omwoalell
We ranked treat ment s aancgcionrgd ibnegt weoe nt hOe iarn dP - 1
derived from the point estimates and stand
for measuring the extent of certainty to w
treatment, averaged oWeerusagidltipadcgiagengorr e.
t he stati stviecrasli osno f4at.wiar2e, R (Foundation for
Vienna, Awgt moat analyses and Stata (ver si

USA) feoeregmetsasi on.

2 5. Subgroup anakhkygiressndnnet wor k met a
We conducted for the following variabl es:
from a pharmaceuti cal company, (3) baselin
duration, (5) and current comorbidity

2. Ri sk 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 eview 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;

18



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 ORisk of bias' table.

2.7. Changes to Protocol

The following changes have been made to t h

the final publication

V. An additional sensitivity analysis was p
ri sk of bias

V. An additional outcome as anxiety sympton
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3.

Search strategy

3.RubMed

Recent queries in pubmed

Search

Query

Items found

#4

(((((Major depressive disorder) OR Depression) OR Depressive disord
OR Major depression) ANR(((((((CCCCCcccceecceeccceecceeecceecccccccc(rish
oils) OR Omeg) OR Fatty acid) OR Fatty acids) OR Eicosapentaeng
acid) OR Docosahexaenic Acid) OR Fatty acid, orAg@g@R Fatty acid,
omegab) OR Fatty acid, essential) OR EPA) OR DHA) OR Probit@R
Prebiotics) OR Lactobacillus) OR Bifidobacterium) OR bifidobacter) O
Tryptophane) OR Inositol) OR Amino acid) OR minerals) OB-HTP)
OR Vitamin C) OR Ascorbic acid) OR vitamins B) OR pyridoxine) OR
cobalamin) OR Vitamin D) OR 2BydroxyvitaminD) QR 25
hydroxyvitamin D3) OR 1,25 dihydroxyvitamin D3) OR 25(0OH)D) OR
cholecalciferol) OR calciferol) OR Selenium) ORdenocyimethionine)
OR SAMe) OR thiamine) OR Nutrition supplement) OR Complementa
therapies) OR Alternative medicine) OR nutraceuti€d®) 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 clinicstudy)

12,476

#3

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

randomized) OR randomly) OR clinical study

56

#2

(Cccceecceecceceecceeceeeceeceecceecceccecccccc(Fish oils) OrR Omeg®) OR Fatty

acid) OR Fatty acids) ORicosapentaenoic acid) OR Docosahexaenic 4
OR Fatty acid, omegd) OR Fatty acid, omeg@) OR Fatty acid, essentia|
OR EPA) OR DHA) OR Probiotics) OR Prebiotics) OR Lactobacillus) ¢
Bifidobacterium) OR bifidobacter) OR Tryptophane) OR Inositol) OR
Amino acid) OR minerals) OR-B-HTP) OR Vitamin C) OR Ascorbic aci
OR vitamins B) OR pyridoxine) OR cobalamin) OR Vitamin D) OR 25
hydroxyvitaminD) OR 2&hydroxyvitamin D3) OR 1,25 dihydroxyvitamin
D3) OR 25(0OH)D) OR cholecalciferol) OR calciferol) OR Selen) OR s
adenocylmethionine) OR SAMe) OR thiamine) OR Nutrition suppleme
OR Complementary therapies) OR Alternative medicine) OR nutraceu
OR Nutritional supplement) OR Folic acid) OR Folinic acid) OR
Magnesium) OR St. John wort) OR Creatind Ginkgo biloba) OR

Curcumin) OR Zinc

27081
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#1

(((Major depressive

Maj or depression

di sorder)

O

674,
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3 . 2sycINFO,PsycARTICLESCINAHL ,MEDLINE

equivalentsubjects
Searchmodes- Find all my

searchterms

# |Query Limiters/Expanders LastRunVia Resul
S5|(SIORS2AND Expanders Apply Interface- EBSCOhost | 9,, 6 7 3
(d e pr eossd porne s | equivalentsubjects ResearclbDatabases
di s oorddeeprr e s s i| Searchmodes- Findall my | SearchScreen
Sy mp toamasj or searchterms AdvancedSearch
d e pr edsissioyletl ®r Database
randomomedali CINAHL;APA
PsycInfo;MEDLINE
S5|(SIORS2AND Expanders Apply Interface- EBSCOhost |3 0, 7 (C
(d e pr eosisd porne s | equivalentsubjects ResearclbDatabases
di s ooddeeprr e s s i| Searchmodes- Findall my | SearchScreen
Sy mp toamas] or searchterms AdvancedSearch
depr edsissioyred e r Database
CINAHL;APA
PsycInfo;MEDLINE
S4 |d e pr edsissioored e r| Expanders Apply Interface- EBSCOhost |50 0, 4
d e p r essysnipvtea ms| equivalentsubjects ResearclDatabases
ma j doer p r edsi ssiovrg Searchmodes- Findall my | SearchScreen
searchterms AdvancedSearch
Database
MEDLINE;APA
Psycinfo;APA
PsycArticles; CINAHL
S3|SIORS 2 Expanders Apply Interface- EBSCOhost |2, 0 9 §

ResearclDatabases
SearchScreen
AdvancedSearch
Database
CINAHL;APA
Psycinfo;MEDLINE

22



S2|(f olaic ©Bma g n e s| Expanders Apply Interface- EBSCOhost |3 8 1, 2
OR(h y p e rpi ecrufno 1l equivalentsubjects ResearclbDatabases
o f ohwos) @R Searchmodes Findall my | SearchScreen
cr eatOiRma meOR | searchterms AdvancedSearch
crosasORus Database
t hi a)y@Raseaf Dr g MEDLINE;APA
crosats)AND PsycInfo;APA
curcumin PsycAtrticles;CINAHL

S1|(f i ®iblo me-§@n-3 | Expanders Apply Interface- EBSCOhost |1, 7 7 6

f at yodespaad har
fatcyQRprobi o
ORt rypt@R mars
ORa mi a®iOdRs
(ascoachoigci t &
OR(pyr i dokxg§ QR
cobalCkRmni b d@R
sel e@Rsum
adenosy!l mM&t h

nutraceutica

equivalentsubjects
Searchmodes- Find all my

searchterms

ResearclDatabases
SearchScreen
AdvancedSearch
Database
MEDLINE;APA
PsycInfo;APA
PsycArticles;CINAHL
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3.Bmbase

No.

Query

Results

#4

#1AND #2 AND '"controlled study

7892

#3

#1 AND #2

184,827

#2

#maj or

'"depressive disorder'/ exp OR

(" dis
depr e

or

S S

depr e'sséd pmé 9 ixpn 'ORex p OR

der' / exp OR disorder))
ion) OR "dysthymia'/exp

1,050,110

#1

fish
aci d'
OR ' d
aci d'

agent

OR ' bi

Oi

OR "fatty acid'/ exp OR

ocC

OR '"probiotic agenbti'odteixcp

"

OR bi fi

‘‘asco
"vita
der i v
d'" OR
'"col e
"sele
adeno
OR nu
der i v
magne
perfo

OR <cu

i nosi

mi

at

ca
ni

Sy

at

ratum extract' OR '"creati

rc

us

"I'f'i/selx po iOR OR '"omega am
osahexaenoic acid' OR '

exp OR '"prebiotic agent
i dobacterium'/ exp OR bi
dobacteriales OR '"trypt
ol "/ exp OR i nRosiatnmilinoORc
ic acid'"/ exp OR '"ascorb

b group' OR '"pyridoxi
ive'/ exp OR '"cobal amin
25 hydrORx y Ri5t ehrgidm ok'y/ved x
l ci ferol derivative'l/ ex
um' / exp OR selenium OR

| met hi oni ne' OR t hi ami

ition'OQOR X'pn WRr anaud u taicceault

ive'/ exp OR folic acid

um OR '"hypericum perfor

umd 'n/ eOXRp ' @R nzi nc OR ' cal

sativus'/ exp OR "crocu

7592,523
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5. Characteristics of included studies

Study ] Type of Study |Baseline _ |Sponsor [Comorb

D Author Year |Nutraceuticals antidepressants Country N Age Female|% Scale buration Imeasure Severity industry [idity

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

1 Ayuso 1971 |ADT Not mention 15 12 80.00 |HAMD 3 30.4

2 HoesSijben 1981 Vitamin_B6+Trypt The 10 |37.3 |8 8000 HAMD 4 26.4severe |Y N
opohan Netherland

2 HoesSijben 1981 |ADT Maprotiline 10 (453 |3 30.00 |HAMD 4 28.2

3 Coppen_1986 |1986 |Folate+tADT Fluoxetine U.K. 23 |60.7 0.00 |BDI 52 7.4mild 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 26.6severe |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 40lsevere |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 26.6moderatqunclear [N

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

8 Godfrey 1990 |Folate+ADT TCAs or MAOQIs 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 38.2severe |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 25.4severe |unclear |N

10 |Berlanga 1992 |ADT Imipramine 20 (379 |17 85.00 |[HAMD-17 2 25.3

11 Fava_1992 1992 [SAMe USA 17 334 HAMD-24 6 27.2moderatqunclear [N

11 Fava_1992 1992 |Placebo 22 34.1 0.00 |HAMD-24 6 24.6
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12 |De 1992 15 |48.4 0.00
) SAMe Italy HAMD-21 7 34severe |Y N
VannaRigamont
12 |De 1992 15 485 0.00
) ADT Imipramine HAMD-21 7 31
VannaRigamont

13 |Salmaggi 1993 |SAMe Italy 30 (range |30 100.00 [HAMD-21 4 24.4severe |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 |SIW Germany (20 |50.4 (12 60.00 |HAMD 4 12.59mile Unclear |unclear

15  |Hubner 1994 |Placebo 19 |51.5 |10 52.63 |HAMD 4 12.37

16 |Hansgen 1994 |SIW Germany |33 |53 19 57.58 |HAMD 4 21.8moderateN unclear

16 |Hansgen 1994 |Placebo 34 |535 |23 67.65 |HAMD 4 20.4
Germany & 0.00

17  |Harrer 1994 |SIW 51 |43.8 HAMD 4 20.9moderateUnclear (unclear
Australia

17 Harrer 1994 |ADT Maprotiline 51 |47.6 0.00 |HAMD 4 21.5
Germany & 0.00

18 |SommerHarrer {1994 |SJW ) 42 |45 HAMD 4 15.8Mild Unclear |unclear
Australia

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 20.2moderatgUnclear |N

19 |Vorbach_1994 (1994 |ADT Imipramine 68 |54 31 4559 |HAMD 6 19.4

20 |Wheatley 1997 |SIW U.K. 67 |42 57 85.07 |HAMD 6 20.gmoderatgUnclear |N

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

21 |Vorbach 1997 |SIW Germany (107 |48.8 |78 7290 |HAMD-17 6 25.3severe |Unclear |N

21 |Vorbach 1997 |ADT Imipramine 102 |50.1 |76 7451 |HAMD-17 6 26.1

22 |Schrader 1998 |SIW 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 |SIW Germany (98 |47.3 |40 40.82 |HAMD 6 20.§moderatgUnclear |N
23 Laakmann 1998 |Placebo 49 |48.7 |42 85.71 |HAMD 6 21.2
24  |Nemets_1999 (1999 |[Inositol+ADT SSRIs Israel 18 495 |11 61.11 |HAMD-24 4 30)moderatgUnclear |N
24 Nemets_1999 [1999 |ADT SSRIs 18 515 |11 61.11 |HAMD-24 4 28.4
25 |Levine 1999 |Inositol+ADT SSRIs Israel 13 459 |10 76.92 |HAMD 4 34.4moderateN N
25 Levine 1999 |ADT SSRIs 14 1496 |9 64.29 |HAMD 4 31
Germany & 85.71 |HAM-D-
26 Harrer _1999 [1999 |SJW Australia 70 68.4 |60 17 6 16.6Mild N N
87.34 |HAM-D-
26 Harrer _1999 (1999 |ADT Fluoxetine 79 69.1 |69 17 6 17.18
27  |Philipp 1999 |SIW Germany (106 |47 80 75.47 |HAMD-17 8 22.7moderateY 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 27.2moderatgN 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 26.8severe |unclear [N
29 CoppenBailey |2000 |ADT Fluoxetine 65 |44.3 |33 50.77 |[HAMD 10 26.6
30 |Schrader 2000 |SIW Germany (125 |47 90 72.00 |HAMD 6 19.6moderatgUnclear [N
30 |Schrader 2000 |ADT Fluoxetine 113 |46 67 59.29 |HAMD 6 19.5
31 Brenner 2000 |SIwW USA 15 (442 |10 66.67 |HAMD-17 6 22.4moderateN N
31 |Brenner 2000 |ADT Sertraline 15 469 |9 60.00 |[HAMD-17 6 22.1
32  |Woelk 2000 (SJw Germany |157 |46.5 0.00 |[HAMD-17 6 22.4moderateN N
32  |Woelk 2000 |ADT Imipramine 167 |45.4 0.00 |HAMD-17 6 22.1
33 Shelton 2001 |SJwW 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 |SJwW Germany |37 |48 26 70.27 |HAMD-17 6 19.7moderatgY 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 25.1severe |Y unclear
35 Delle Chiaie 2002 |ADT Imipramine 135 (446 |93 68.89 |HAMD-17 6 25.5
Pancheri (Delle {2002 146 |48.2 |102 69.86
36 SAMe Italy HAMD-17 4 24.3severe |Y unclear
Chiaie 2)
Pancheri (Delle |2002 . ) 147 148..8 |83 56.46
36 ADT Imipramine HAMD-17 4 26
Chiaie 2)
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 (SJwW France 186 [40.2 |142 76.34 |HAMD-17 6 21.9moderateY N
38 |Lecrubier 2002 |Placebo 189 |41.2 |145 76.72 |HAMD-17 6 21.9
39 SJW group 2002 |SJwW USA 113 |43.1 |73 64.60 |HAMD-17 8 23.1moderatgN N
39 SJW group 2002 |ADT Sertraline 111 (439 |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 (SJwW Denmark |35 |[51.4 |24 68.57 |HAMD-17 6 20moderatgunclear |N
40 Behnke 2002 |ADT Fluoxetine 35 |48 23 65.71 |HAMD-17 6 20.7
41 |van Gurp 2002 (SIW Canada 44 1409 |28 63.64 |HAMD-17 12 18.9moderatgN N
41  |van Gurp 2002 |ADT Sertraline 43 1391 |24 55.81 |HAMD-17 12 19.7
42  |Nemets_2002 [2002 |[EPA+ADT Not mention Israel 10 542 |9 90.00 |HAMD-24 4 24moderatgunclear |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 17.7mild 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 22.5moderate Y N
44  |Su_2003 2003 |ADT Not mention 10 (423 |8 80.00 |HAMD-21 8 22.]
45 Marangell 2003 |DHA USA 18 |46.8 |14 77.78 |HAMD-17 6 23.5severe |Y N
45 Marangell 2003 |Placebo 17 (479 |14 82.35 |HAMD-17 6 28.5
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Clomipramine , 33.33
46  |Nowak 2003 |Zinc+ADT Amitriptyline, Poland 6 422 |2 HAMD-17 12 24.5moderatgN unclear
Citalopram, Fluoxeting
Clomipramine , 75.00
46 Nowak 2003 |ADT Amitriptyline, 8 434 |6 HAMD-17 12 22.6
Citalopram, Fluoxeting
47  |Akhondzadeh |2003 |Lavandula Iran 15 |33.53 |7 46.67 |HAMD-17 4 19.§moderatgN 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
Akhondzadeh_2 60.00
48 004 2004 |Saffron Iran 15 |35.53 |9 HAMD-17 6 19.2moderatgN N
Akhondzadeh_2 53.33
48 004 2004 |ADT Imipramine 15 3253 |8 HAMD-17 6 19
49  |Uebelhack 2004 |SIW Germany (70 |46.4 |49 70.00 |HAMD-17 6 22.8moderatgunclear |N
49  |Uebelhack 2004 |Placebo 70 |43.3 |45 64.29 |HAMD-17 6 22.6
50 |Silvers 2005 |DHA+ADT Not mention New Zealan(40 (39.8 |22 55.00 |HAMD-SF 12 11.9moderatgN 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 (455 |24 60.00 |HAMD-29 8
Akhondzadeh_2 45.00
52 005 2005 (Saffron Iran 20 (373 |9 HAMD-17 6/>18 mild N unclear
Akhondzadeh_2 45.00
52 005 2005 |Placebo 20 |35.25 |9 HAMD-17 6/>18
53 |Noorbala 2005 (Saffron Iran 20 (373 |9 45.00 [HAMD-17 6/>18 moderatgN N
53 |Noorbala 2005 |ADT Fluoxetine 20 (365 |11 55.00 |HAMD-17 6/>18
54  |Bjerkenstedt |2005 |SJW Sweden 54 |49.1 |43 79.63 |HAMD-17 4 24.9severe |Y N
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54  |Bjerkenstedt |2005 |ADT Fluoxetine 54 504 |41 75.93 |HAMD-17 4 23.8
54 Bjerkenstedt 2005 |Placebo 55 514 |45 81.82 |HAMD-17 4 25.2
55 Szegedi 2005 |SJw Germany |122 |49 85 69.67 |HAMD-17 6 25.5severe |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 22lmoderatgunclear |N
56 |Gastpar_2005 [2005 |ADT Sertraline 77 |49.5 |53 68.83 |HAMD-17 24 227
57 Fava_2005 2005 |SIW USA 45 374 |24 53.33 |HAMD-17 8 19.gmoderatgY 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 |3545 |9 45.00 [HAMD-17 6/>18 moderatgN N
58 Moshiri 2006 |Placebo 20 35.85 |8 40.00 |HAMD-17 6/>18
59 Gastpar_2006 (2006 |SIJW Germany |131 |50.8 |86 65.65 |[HAMD-17 6 21.9moderatqunclear [N
59 Gastpar_2006 |2006 |ADT Citalopram 127 |49.3 |82 64.57 |HAMD-17 6 21.8
59 Gastpar_2006 |2006 |Placebo 130 (494 |95 73.08 |HAMD-17 6 22
60 Kasper_2006 (2006 |SJW Germany |243 |46.19 |67 56.30 |[HAMD-17 6 moderatgY unclear
60 |Kasper_2006 |2006 |Placebo 81 |46.9 |82 66.10 |HAMD-17 6
61 Moreno 2006 |SJwW 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 |459 |22 84.62 |HAMD-21 8 16.4
0.00 7 17
62 Randlov 2006 |SJW Denmark |87 50.9 HAMD 6 mild Y N
0.00 7 17
62 |Randlov 2006 |Placebo 42  |50.9 HAMD 6
63 |Sayyah 2006 |E_amoenum Iran 19 |295 |7 36.84 |HAMD-17 6 27|severe [N N
63 Sayyah 2006 |Placebo 16 347 |7 43.75 |HAMD-17 6 27
64 |Grenyer 2007 |EPA+DHA+ADT [Not mention Australia |40 |45.27 0.00 |BDI 16 25 moderatgN N

47



64 |Grenyer 2007 |ADT Not mention 43  |45.27 0.00 |BDI 16 27.8
Akhondzadeh_E 50.00
65 ast 2007 |Saffron Iran 20 |35.55 |10 HAMD-17 8/18-25 |moderateN N
Akhondzadeh_E 55.00
65 ast 2007 |ADT Fluoxetine 20 |34.09 (11 HAMD-17 8/18-25
66 |llle 2007 |Amino_acid+ADT |Mirtazapine Australia |20 |48.9 |17 85.00 |HAMD 4 26.7/moderateN unclear
66 llle 2007 |ADT Mirtazapine 20 |43.8 |15 75.00 [HAMD 4 21.7
67 Darbinyan 2007 |R_rosea Armenia 31 |449 |21 67.74 |HAMD-21 6 24.1§moderatgY N
67 |Darbinyan 2007 |Placebo 29 |446 |17 58.62 |HAMD-21 6 24.17
68 |Resler 2008 |Folate+ADT Fluoxetine Venezuela (14 |35.04 |36 257.14 |HAMD-17 6 22.9moderatgunclear |N
68 |Resler 2008 |ADT Fluoxetine 13 [35.04 0.00 |[HAMD-17 6 21.85
69 |Jazayeri 2008 |EPA+ADT Fluoxetine Iran 16 (345 |9 56.25 |HAMD-24 8/>15 moderatgN N
69 |Jazayeri 2008 |ADT Fluoxetine 16 |35.1 |12 75.00 |[HAMD-24 8/>15
69 |Jazayeri 2008 |EPA 16 |349 |12 75.00 |[HAMD-24 8/>15
70 Rogers 2008 |[EPA+DHA U.K. 109 |38 85 77.98 |BDI 12 13.9mild 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 30.2moderatgunclear |N
71 |Rees 2008 |Placebo 13 |345 |13 100.00 [MADRS 6 29.2
72 |Su_2008 2008 |EPA+DHA Taiwan 18 (range |18 100.00 [HAMD-21 8 22.3moderateN 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 23.5moderatgN 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 18.86mild 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 17.9moderatgN Y
75 |Barragan 2008 |ADT Imipramine 11 |66.4 0.00 |Yasavage 12 11.4

76 Razaur-Rahmarn2008 [SJW Pakistan 56 33.89 |13 23.21 |HAMD-17 6 18.04mild Y N
76 |Razaur-Rahman2008 |Placebo 56 |36.29 |12 21.43 |HAMD-17 6 17.5

77 [Bako Yl u |2009 |Folate+ADT Escitalopram Turkey 20 |29 11 55.00 |MADRS 6 31.5severe |unclear |N
77 [BakoYl u [2009 |ADT Escitalopram 15 |30 8 53.33 |MADRS 6 32

Mischoulon_20(Q 0.00
78 9 2009 |EPA USA 11 |42 HAMD-17 8 21.§moderateN N
Mischoulon_20C 0.00

78 9 2009 |Placebo 13 |42 HAMD-17 8 20.5

79 |Carney 2009 |EPA+DHA+ADT |Sertraline USA 62 |58.1 (22 35.48 |HAMD-21 10 21.2moderatgN Y
79 Carney 2009 |ADT Sertraline 60 58.6 |19 31.67 |HAMD-21 10 19.2

80 Lucas 2009 |EPA Canada 55 |484 0.00 |HAMD-21 8 17.4mild N N
80 Lucas 2009 |Placebo 51 |49.1 0.00 |HAMD-21 8 16.3

81 Sarris_2009 2009 |SJW+Kava Australia 13 (429 |27 BDI-II 8 23.3mild Y N
81 Sarris_2009 2009 |Placebo 15 (429 |24 BDI-II 8 22.6

82 |Siwek_2009 2009 |Zinc+ADT Imipramine Poland 27.00|46.20 (19.00 |70.37 |[HAMD 12 22.9moderatgN unclear
82 Siwek 2009 2009 |ADT Imipramine 25.00|45.70 (21.00 |84.00 |[HAMD 12 22.9

83 Papakosta 201(2010 |SAMe+ADT SSRIs, SNRIs USA 39 21 53.85 |HAMD-17 6 19.1moderatgN N
83 Papakosta 201(2010 |ADT SSRIs, SNRIs 34 23 67.65 |HAMD-17 6 19.9

The 61.54

84 |Bot 2010 |EPA+ADT Not mention Netherland 13 |53.1 |8 MADRS 12 26.3moderateY N
84 Bot 2010 |ADT Not mention 12 55 5 41.67 |MADRS 12 26.4

85 |Rondanelli 2010 |EPA+DHA Italy 22 (849 0.00 |GDS30 8 17.1moderatgN N
85 Rondanelli 2010 |Placebo 24 83.07 0.00 |GDS30 8 16.7

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

87 Liu 2010 |SJwW China 44 67 23 52.27 |HAMD-17 12 24.72severe |N Y
87 Liu 2010 |Placebo 40 67 20 50.00 |HAMD-17 12 24.42

88 Rapaport_2011 {2011 [SIJW USA 26 |42.2 |13 50.00 |HAMD-17 12 13.6mild N unclear
88 Rapaport_2011 {2011 |ADT Citalopram 24 51.3 |13 54.17 |HAMD-17 12 12.5

88 Rapaport_2011|2011 |Placebo 23 514 |11 47.83 |HAMD-17 12 13.3

89 I;esperance_ZOZ 2011 |EPA+DHA+ADT |Not mention Canada 218 |46.6 [143 0560 MADRS 8 27.96mild Y N
89 I;esperance_ZOZ 2011 |ADT Not mention 214 |45.4 |153 7450 MADRS 8 28.64

90 |Gertsik 2012 |[EPA+DHA+ADT |Citalopram USA 18 |40.5 0.00 |HAMD-21 8 25.3moderatgN 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 Koregq1l7 |45.7 |17 100.00 HAMD-17 8 17.1moderatgN N
92 Lyoo 2012 |ADT SSRIs 22 |475 |22 100.00 [HAMD-17 8 16.7

93 Sarris_2012 2012 |SIW Australia 35 |45 22 62.86 |HAMD-17 8 26.9severe [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 22.8moderatgN unclear
94 Papakostas 2012012 |Folate+ADT SSRIs USA 36 |479 |25 69.44 |HAMD-17 8 22.8

94 Papakostas 2012012 |ADT SSRIs 112 (479 |78 69.64 |HAMD-17 8|NR

94 P;;\pakostas_ZOZ 2012 |Folate+ADT SSRIs USA 19 (484 |13 0842 HAMD-17 4 18.§moderatgY N
94 P;;lpakostas_ZOZ 2012 |ADT SSRIs 56 |48.4 |39 09.64 HAMD-17 4 19.9

95 Pakseresht 2012 [SIW+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

Imipramine, SSRIs, 47.06
96 |Syed 2013 |Vitamin_B12+ADT ) Pakistan 34 |37.68 |16 HAMD-20 6 36|moderatgN N

Fluoxetine

Imipramine, SSRIs, 48.72
96 |Syed 2013 |ADT ) 39 |36.56 |19 HAMD-20 6 35

Fluoxetine
97 Lewis 2013 |Vitamin_B+ADT |Not mention USA 30 |49.3 |11 36.67 |BDI-II 6 23.21moderategN N
97 |Lewis 2013 |ADT Not mention 30 |525 |8 26.67 |BDI-II 6 19.38
98 |Bersani 2013 |Carnitine Italy 41 |72.23 |32 78.05 |HAMD-21 8 17.7mild N unclear
98 Bersani 2013 |ADT Fluoxetine 39 71.42 |37 94.87 |HAMD-21 8 22.2

52.50 |HAM-D-
99 |Safa 2013 |EPA+DHA+ADT |Fluvoxamine Iran 40 |37.3 |21 01 24 24.72moderatgN N
55.00 |[HAM-D-
99 |Safa 2013 |ADT Fluvoxamine 40 |40.27 |22 01 24 24.72
100 |Mozurkewich |2013 |EPA+ADT Not mention USA 39 (299 |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 34.24mild N N
EPA+DHA+Vitami 0.00
101 |Khajehnasiri 2013 c Iran 34 |29.47 BDI-21 8 35.82
n_
101 |Khajehnasiri 2013 |[EPA+DHA 34 |31.71 0.00 |(BDI-21 7 14.24mild 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 (381 |3 15.00 |HAMD-17 7 14.9
102 |Khoraminya 2013 |ADT Fluoxetine 20 (39.65 |3 15.00 |[HAMD-17 8 29.4severe |N N
Mozaffark 69.33
103 2013 |Vitamin_D Iran 75 |32.88 |52 BDI-II 8 30.2
Khosravi_2013
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Mozaffark 76.47
103 . 2013 |Placebo 34 |33 26 BDI-II 12 27.01mild N
Khosravi_2013
Escitalopram, 45.00
104 |Bergman 2013 |Curcumin+ADT . Israel 20 |65.8 |9 HAMD 12 26.4
Venlafaxine
Escitalopram, 73.68
104 |Bergman 2013 |ADT . 19 |61.3 |14 HAMD 5 32.7severe [N
Venlafaxine
105 |Nemets_2013 |2013 |Creatine+ADT SSRIs, SNRIs, NASA |Israel 9 60.8 |9 100.00 [HAMD-24 32.7
105 |Nemets_2013 |2013 |ADT SSRIs, SNRIs, NASA 9 50 5 55.56 |HAMD-24 4 25.2moderatgN
Mozaffark 0.00
106 . 2013 |EPA+ADT Not mention Iran 21 |375 HAMD-17 4 28.2
Khosravi
Mozaffark 0.00
106 . 2013 |DHA+ADT Not mention 20 |34 HAMD-17 12 15.9mild N
Khosravi
Mozaffark 0.00
106 . 2013 |ADT Not mention 21 (338 HAMD-17 12 15.7
Khosravi
Mischoulon_2012014 64 |45 0.00
107 4 SAMe USA HAMD-17 12 15.5
Mischoulon_2012014 65 |45 0.00
107 4 ADT Escitalopram HAMD-17 12 18.98moderateN
Mischoulon_2012014 60 |45 0.00
107 4 Placebo 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 19.9moderatgN
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 28.3moderatgN
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Folate+Vitamin_B1 49.35
110 |Almeida 2014 . ) Australia 77 38 MADRS 12 29
2+ Vitamin_B6
110 |Almeida 2014 |Placebo 76 48 63.16 |[MADRS 8 27|moderatgN N
Dashti 50.00
111 2014 |EPA+DHA Iran 18 56.1 |9 BDI 8 26
Khavidaki
Dashti 50.00
111 2014 |Placebo 16 56.5 |8 BDI 16 25/mild N Y
Khavidaki
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 16.52mild 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 17 336 (9 52.94 |HAMD-17 6 21.9moderatgN 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 28 148.54 |20 71.43 |IDS-SR3 8 33.04mild Y N
116 |Park 2015 |[EPA+DHA+ADT |Not mention South Korea12 (435 |14 116.67 |CESD 8 33.14
116 |Park 2015 |ADT Not mention 13 39.41 |13 100.00 |[CESD 12 38.5severe |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 15.58mild N unclear
Mischoulon_201 63.33
118 c 2015 [EPA USA 60 |46.2 |38 HAMD-17 3 15.89
Mischoulon_201 55.17
118 c 2015 |DHA 58 |46.3 |32 HAMD-17 8 19.3moderateN N
Mischoulon_201 59.32
118 c 2015 |Placebo 59 |45 35 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 (342 |17 77.27 |HAMD-21 8 21.4moderatgN N
120 |Panahi 2015 [Curcumin+ADT  |Not mention Iran 61 |40.69 (31 50.82 (BDI-II 8 22.4
120 |Panabhi 2015 |ADT Not mention 50 (404 |29 58.00 |BDI-II 6 38.6moderatgunclear [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 14.06mild N N
122 |Talaei 2015 |Saffron+ADT SSRis( Fluoxetine Iran 20 359 |18 9000 BDI 6 14.28
SertralingCitalopram )
122 |Talaei 2015 |ADT SSRis( Fluoxetine 20 36.5 |16 80.00 BDI 43540 severe [N N
Sertraline Citalopram
123 |Panabhi 2015 |Chlorella+ADT Not mention Iran 42  140.79 |24 57.14 |BDI-II 4/35-40
123 |Panabhi 2015 |ADT Not mention 50 (404 |29 58.00 |BDI-II 6 40.4moderatgunclear |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 (715 |16 80.00 |HAMD-17 8 23.1moderateunclear (unclear
125 |Mao 2015 |R_rosea USA 20 469 |8 40.00 |HAMD-17 8 22.55
125 |Mao 2015 |ADT Sertraline 19 (414 |10 52.63 |HAMD-17 12 14.4mild N N
125 |Mao 2015 |Placebo 18 |46.7 |8 44.44 |HAMD-17 12 154
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 31.4severe |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 25.89mild 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 16 519 |17 106.25 [MADRS 12 18.4mild 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 19.3moderategN unclear
129 |Rapaport_2016|2016 |Placebo 52 |46.1 (30 57.69 |HAMD-17 8 19.3
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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 28.42mild 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 25.2mild N N
132 |Wang 2016 |Vitamin_D China 212 0.00 |BDI-II 8 28.5

132 |Wang 2016 |Placebo 204 0.00 |BDI-lI 52 22.7mild unclear |Y
133 |Akkasheh 2016 |Probiotics Iran 20 |(38.3 0.00 |BDI 52 21.9

133 |Akkasheh 2016 |Placebo 20 351 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 27.42mild N N
135 |Rajizadeh 2017 |Mg Iran 26 |32.2 0.00 |BDI-I 6 24.51]

135 |Rajizadeh 2017 |Placebo 27 |32.07 0.00 |BDI-II 8 26.9moderatgN 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 13.4mild 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 16.53mild 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 (379 |11 36.67 |HAMD-17 8 19.7

139 |Ghajar 2017 |ADT Citalopram 30 34.17 |15 50.00 |[HAMD-17 6 17.2mild N N
140 [Romijn 2017 |Probiotics New Zealan(40 |35.8 |20 50.00 |MADRS 6 17.5

140 |Romijn 2017 |Placebo 39 (351 |30 76.92 |MADRS 8 28.3moderateY N

Curcumin+Saffron 84.62
141 |Lopresti_2017 |2017 ADT Not mention Australia (26 |41.22 |22 IDS-SR3 8 27|
141 |Lopresti_2017 |2017 |Curcumin+ADT |Not mention 61 |43.7 |55 90.16 |IDS-SR3 12 34.69moderatgN N

55



141 |Lopresti_2017 |2017 |ADT Not mention 36 |42.11 |32 88.89 |IDS-SR3 12 34.15
Abedimanesh_2 46.15
142 17 2017 |Saffron Iran 39 54.89 |18 BDI-II 12 35.29
Abedimanesh_2 57.89
142 17 2017 |Placebo 19 56.63 |11 BDI-II 8 26.971moderatgN 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 21.2mild Y N
SAMe+Vitamin_B1 78.38
144 |Sarris_2018 2019 Not mention Australia |37 |43.4 |29 MADRS 6 21.4
2+Folate+ADT
144 |Sarris_2018 2019 |ADT Not mention 39 459 |29 74.36 |MADRS 8 25.77moderateN N
145 |Ghorbani 2018 |Probiotics+ADT |Fluoxetine Iran 20 34.45 |14 70.00 [HAMD-17 8 25.6
145 |Ghorbani 2018 |ADT Fluoxetine 20 355 |14 70.00 [HAMD-17 10 22.9moderatgN unclear
146 |Jahangard 2018 |EPA+DHA Iran 25 141.28 |8 32.00 |[MADRS 10 23.5
146 |Jahangard 2018 |ADT 25 143.64 |8 32.00 |[MADRS 12 37.2severe |N N
147 |Opiyo 2018 |EPA+DHA South Africal96 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 |GDS15 8 21
148 |Alavi 2018 |ADT Not mention 39 67 20 51.28 |GDS15 8 9.25mild 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.gmild 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.gmoderatgN N
Ryszewska 0.00
151 o 2018 |Mg+ADT Fluoxetine Poland 17 38.1 HAMD-21 12 27.8
Pokrasniewicz
Ryszewska 0.00
151 o 2018 |ADT Fluoxetine 15 |49.7 HAMD-21 8 30.5moderatgN N
Pokrasniewicz
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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 15.29mild 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 13.6mild Y Y
Ghazizadeh 29.63
154 Hashemi 2018 |PEA+ADT Citalopram Iran 27 |35.37 |8 HAMD-17 12 14.5
Ghazizadeh 40.74
154 Hashemi 2018 |ADT Citalopram 27 133.96 |11 HAMD-17 6 24.89severe |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 31.03moderatgN N
156 |Rudzki 2019 |ProbioticstADT |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 21.53moderatgN N
157 |Chang 2019 |[EPA+DHA Taiwan 30 |61.1 (12 40.00 |HAMD-17 8 22
157 |Chang 2019 |Placebo 29 161.93 |16 55.17 |HAMD-17 8 19 moderatgN 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 14.2mild 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 12.3mild 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 18.4moderatgN N
Sertraline, Fluoxetine, 72.97
161 |Kazemi 2019 |Probiotics+tADT |Citalopram, Iran 74 |36.73 |54 BDI 12 18
Amitriptyline
Sertraline, Fluoxetine, 66.67
161 |Kazemi 2019 |ADT Citalopram, 36 |36 24 BDI 8 18.24mild N N
Amitriptyline
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SAMe+EPA+DHA [SSRIs, SNRIs, NARIs 0.00
162 |(Sarris_2019 2019 |+Folic+5HTP+Zinc|TCAs, 5HT2¢ Australia 56 |40.2 MADRS 8 18.74
+ADT antagonist
SSRIs, SNRIs, NARIs 0.00
162 |(Sarris_2019 2019 |ADT TCAs, 5HT2c 57 |44.7 MADRS 8 24moderateN N
antagonist

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 23.71moderatgN 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 17.4moderatgN Y
165 g:;ondzadeh_Z 2020 |Saffron Iran 27.00|37.00 (27.00 100.00 BDI-II 10 17

165 g:;ondzadeh_Z 2020 |Placebo 25.00|39.80 (25.00 100.00 BDI-II 12 22.2mild 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 17.41moderatgN 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 18.11moderatgN 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 22.4mild 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 28.91moderatgN 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 23.86mild N N
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171 |Reininghaus |2020 P.robic.)tics+ Austria 28 |43 20 [ HAMD 8 21.79

Vitamin_B7
171 |Reininghaus 2020 |Placebo 33 |40.11 |27 81.82 |HAMD 4 15.07mild 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 23 358 |14 60.87 |HAMD 12 19.4mild 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 16.7severe |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-I 12
175 |Zhu 2020 |Vitamin_D China 62 |46.3 |44 70.97 |HAMD 12
175 |Zhu 2020 |Placebo 45 433 |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 1475 |35 79.55 |Z-SDS 26
178 |Kumar 2022 |Vitamin_D+ADT |Escitalopram India 31 (349 |20 64.52 |HAMD 12 25.77moderateN N
178 |Kumar 2022 |ADT Escitalopram 28 (393 |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+tADT  [Not mention China 25.00(51.32 (14 56.00 [HAMD-24 4 mild N
182 |Tian 2022 |ADT Not mention 20.00|48.15 |16 80.00 |HAMD-24 4
Gawlik-
183 2024 |Probiotics+ADT Poland 51 |34.3 |43 84.31 |MADRS 8.520.43 moderatgN N
Kotelnicka
183 ADT 44 |35.7 |38 86.36 |MADRS 8.520.94 N N
Hashemi
184 2024 |Probiotics+ADT Iran 58 |35.03 |58 100.00 (HAMD 8(12.57 mild N N
Mohammadabay
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  |moderateN N
186 ADT 16 |36.81 |12 75.00 [HAMD 8/20.38 N N
187 |Strodl 2024 Probiotics+Mg-Co Australia |58 |40.58 (40 68.97 |BDI 8/30.78 |moderatgN N
Q10+ADT
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 moderatgN 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 moderatgN N
189 Placebo 30 |35 25 83.33 |HAMD 12/20.67 N N
190 [Shamabadi 2023 |L-theanine+ADT Iran 25 (3444 |13 52.00 |HAMD 6/26.88 |severe |N N
190 ADT 25 3252 |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 moderatgN 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 1221.06 |moderateN N
192 ADT 32 |249 |32 100.00 [HAMD 12/20.75 N N

ADT: Antidepres€BBDepnCar €al c Ep mdDeenpiroe;dBdiliacnraBe Sk udle ;s A oo d oy aeloBASFOre@ir @ ssdioch ;An X
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StresskE SEmdersym : Echium amoenunEPDERPR nltucgls apPest aa@GiCeingighegassian SaaldASID aHaemi | t on Depr
Ratingl B8RThee i nventory of despelefs $riedvteir rdgaDRS t Moommat tgoclmsetyrgyr g Depr es sMAQI RaMo mga Bicmé eo X i C
i nhi;Mgt oMagmMNARIsmNor adrenaline reupREAX:e Ralhmibti ayRlnegtomaraad [deerRin deed;ishadiredn orsoysl e aMe t hA Men:i nSe
wor8NRI s: Sienroateqpriinmphrine reuptake inhibitors; SSRIs: Sel et itwaeni neBdt odihn ameée met ak &
Vitamin B7: Biotin; Vitamin: BCoWaltami m; BVictoanpil e xC: VAs @aan mi dilyaicriodx;y t\fi ySt &ipnh gDRAd T Hnog €

Depression Scale
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6. Ri sk of bias
6.IIncluded studies rated agains} the Cochrane Risk of Bias tool (ROB

Author year year Random Allocation  Other sources of bias Incomplete Selective Blinding of Blinding of Overall
Sequence Concealment outcome outcome Participants outcome assessol
Study ID generation (Selection data reporting and
(selection bias) personnel
bias)
D1 D1 D2 D3 D5 D4 D4

Ayuso GutierrezLopetbor Alino

1 1971 Unclear  Unclear Unclear

1971
2 Hoes 1981 1981 Unclear Unclear Unclear
3 Coppen 1986 1986 Unclear Unclear
4 Thomas 1987 1987 Unclear Unclear Unclear
5 Bell 1988 1988 Unclear Unclear Unclear Unclear  Unclear Moderate
6 Potkin 1988 1988 Unclear Unclear Unclear Unclear  Unclear Moderate
7 Kagan 1990 1990 -Unclear Unclear Moderate
8 Godfrey 1990 1990 Unclear Unclear Unclear
9 Gecele 1991 1991 Unclear Unclear Unclear Unclear Moderate
10 Berlanga 1992 1992 Unclear Unclear Unclear
11 Fava 1992 1992 Unclear Unclear Unclear Moderate
12 De Vanna 1992 1992 Unclear Unclear Unclear
13 Salmaggi 1993 1993 Unclear Unclear Unclear Unclear Moderate
14 Bell 1994 1994 Unclear  Unclear Unclear Moderate
15 Hubner 1994 1994 Unclear Unclear
16 Hansgen 1994 1994 Unclear
17 Vorbach 1994 1994 Unclear
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18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43

Harrer 1994
Sommer 1994
Wheatley 1997
Vorbach 1997
Laakmann 1998
Schrader 1998
Nemets 1999
Levine 1999
Harrer 1999
Philipp 1999
Levitan 2000
Coppen 2000
Schrader 2000
Woelk 2000
Brenner 2000
Shelton 2001
Kalb 2001

SJ group

Delle Chiaie 2002

Pancheri 2002
Nemets 2002
Peet 2002
Lecrubier 2002
Behnke 2002
van Gurp 2002
Zanarini 2003

1994
1994
1997
1997
1998
1998
1999
1999
1999
1999
2000
2000
2000
2000
2000
2001
2001
2001
2002
2002
2002
2002
2002
2002
2002
2003

Unclear
Unclear
Unclear
Unclear
Unclear

Unclear

Unclear Unclear Unclear
Unclear Unclear Unclear
Unclear Unclear

Unclear Unclear

Unclear Unclear Unclear

Unclear Unclear
Unclear Unclear
Unclear Unclear
Unclear Unclear
Unclear
Unclear
Unclear
Unclear
Unclear Unclear
Unclear Unclear
Unclear Unclear
Unclear Unclear Unclear
Unclear
Unclear

Unclear Unclear

Unclear

Unclear

Unclear

Unclear

Moderate

Moderate

Moderate
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44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69

Su 2003

Marangell 2003
Nowak 2003
Akhondzadeh 2003
Akhondzadeh 2004
Uebelhack 2004
Silvers 2005
Docherty 2005
Akhondzadeh 2005
Noorbala 2005
Bjerkenstedt 2005
Szegedi 2005
Gastpar 2005

Fava 2005

Moshiri 2006
Gastpar 2006
Kasper 2006
Moreno 2006
Randlov 2006
Sayyah 2006
Grenyer 2007
Akhondzadeh Basti 2007
Darbinyan 2007

llle 2007

Resler 2008
Jazayeri 2008

2003
2003
2003
2003
2004
2004
2005
2005
2005
2005
2005
2005
2005
2005
2006
2006
2006
2006
2006
2006
2007
2007
2007
2007
2008
2008

Unclear Unclear Unclear
Unclear Unclear
Unclear Unclear
Unclear Unclear Unclear
Unclear

Unclear

Unclear Unclear
Unclear Unclear Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear Unclear

Unclear

Unclear Unclear Unclear

Unclear Unclear Unclear

Unclear Unclear
Unclear Unclear
Unclear
Unclear Unclear
Unclear Unclear Unclear

Unclear Unclear

Unclear Unclear

Moderate

Moderate

Unclear Unclear Unclear

Unclear

Unclear

Moderate
Unclear

Unclear Moderate

Unclear

Unclear Moderate

Unclear
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70
71
72
73
74
75
76
77
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95

Rogers 2008

Rees 2008

Su 2008

da Silva 2008
Freeman 2008
BarraganRodriguez 2008
Razaur-Rahman 2008
BakoYlu 2009
Mischoulon 2009
Carney 2009

Sarris 2009

Siwek 2009
Papakostas 2010
Lucas 2009

Bot 2010

Mannel 2010

Liu 2010

Rondanelli 2010
Rapaport 2011
Papakostas 2012
Lesperance 2011
Gertsik 2012

Lyoo 2012

Sarris 2012
Pakseresht 2012
Syed 2013

2008
2008
2008
2008
2008
2008
2008
2009
2009
2009
2009
2009
2010
2009
2010
2010
2010
2011
2011
2012
2011
2012
2012
2012
2012
2013

Unclear
Unclear
Unclear

Unclear

Unclear Unclear Unclear

Unclear Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear Unclear Unclear

- Unclear Unclear

Unclear Unclear Unclear

Unclear Unclear Unclear

Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear

Unclear

Unclear

Unclear Unclear Moderate

Unclear Moderate

Moderate

Moderate

Unclear

Moderate

Moderate

Moderate
Moderate

Unclear
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96 Lewis 2013 2013 Unclear Unclear

97 Rizzo 2012 2012 Unclear Moderate
98 Khajehnasiri 2013 2013

99 MozaffariKhosravi 2013 2013

100 Khoraminya 2013 2013 Unclear Unclear Unclear

101 MozaffariKhosravi 2013 2013 Unclear Unclear Unclear  Unclear

102 Bergman 2013 2013 Unclear

103 Nemets 2013 2013 Unclear  Unclear Unclear

104 Bersani 2013 2013 - Unclear Unclear Unclear

105 Safa 2013 2013 Unclear Unclear Moderate

106 Mozurkewich 2013 2013 Unclear

107 Mischoulon 2014 2014 Unclear Unclear

108 Sarris 2014 2014 Unclear Unclear

109 Bedson 2014 2014 Unclear

110 Almeida 2014 2014 Unclear Unclear

111 DashtiKhavidaki 2014 2014 Unclear

112 Kaviani 2014 2014 Unclear Unclear

113 Sanmukhani 2014 2014 Unclear

114 Lopresti 2014 2014 Unclear

115 Shahmansouri 2014 2014 Unclear

116 Park 2015 2015 Unclear

117 Ginty 2015 2015 Moderate
118 Mischoulon 2015 2015 Unclear

119 Sahraian 2015 2015 Unclear

120 Panahi 2015 2015 Unclear Unclear

121 Yu 2015 2015 Unclear  Unclear Unclear Unclear
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122
123
124
125
126
127
128
129
130
131
132
133
134
135
136
137
138
139
140
141
142
143
144
145
146
147

Talaei 2015

Mao 2015

Panahi 2015 (2)
Gavrilova 2015
Ghaleiha 2016
Masoumi 2016
Shinto 2016
Rapaport 2016
Ravi 2016
Sepehrmanesh 2016
Wang2016
Akkasheh 2016
Kolouri 2016
Sepehrmanesh Abedi 2016
Lopresti 2017
Rajizadeh 2017
Sheikh 2017
Kashani 2017
Tabeshpour 2017
Ghajar 2017
Romijn 2017
Abedimanesh 2017
Targum 2018
Sarris 2018
Jahangard 2018
Opiyo 2018

2015
2015
2015
2015

2016
2016
2016
2016
2016
2016
2016
2016
2016
2016
2017
2017
2017
2017
2017
2017
2017
2017
2018
2018
2018
2018

Unclear

Unclear

Unclear Unclear
Unclear Unclear Unclear

Unclear
Unclear

Unclear

Unclear Unclear Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear Unclear

Unclear

Unclear Unclear Unclear

Unclear

Unclear

Unclear
Unclear
Unclear
Unclear
Unclear
Unclear

Unclear

Unclear

Moderate

Unclear

Moderate

Moderate

Moderate

Moderate
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148 Alavi 2018 2018 Unclear

149 Zhang 2018 2018 Unclear

150 Kanchanatawan 2018 2018 Unclear

151 RyszewskaPokrasniewicz 2018 2018 Unclear Moderate
152 Kashani 2018 2018 Unclear

153 Majeed 2018 2018 Unclear Unclear Moderate
154 Ghorbani 2018 2018 Unclear

155 GhazizadefHashemi 2018 2018 Unclear

156 Dai 2018 2018 Unclear Unclear

157 Chang 2019 2019 Unclear Unclear Unclear Unclear Moderate
158 Nishi 2019 2019 Unclear Unclear Unclear

159 Sarris 2019 2019 Unclear Unclear Unclear

160 Hansen 2019 2019 Unclear Unclear

161 Kazemi 2019 2019 Unclear Moderate
162 Rudzki 2019 2019 Unclear Moderate
163 Liang 2019 2019 Unclear Unclear Unclear Unclear Moderate
164 Carney 2019 2019 Unclear

165 Chahwan 2019 2019 Unclear

166 Tayama 2019 2019 Unclear

167 Akhondzadeh 2020 2020 Unclear

168 Sarris 2020 2020 Unclear

169 Sakurai 2020 2020 Unclear Unclear Moderate
170 Amini 2020 2020 Unclear

171 Kaviani 2020 2020 Unclear

172 Reininghaus 2020 2020 Unclear

173 Vellekkatt 2020 2020 Unclear
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174
175
176
177
178
179
180
181
182
183
184
185
186
187
188
189
190
191
192

Asadi 2020

Yosaee 2020

Zhu 2020

Saccarello et al. 2020
Kumar 2022
Mischoulon 2022
Schaub 2022

Tarutani 2022

Tian 2022
Gawlik-Kotelnicka 2022
HashemiMohammadabad 2024
Khadem 2024

Lin 2024

Strodl 2024

Yang 2024

Wu 2022

Shamabadi 2024
Torkaman 2023
Kolahdooz 2024

2020
2020
2020
2020
2022
2022
2022
2022
2022
2022
2024
2024
2024
2024
2024
2022
2024
2023
2024

Unclear

Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear

Unclear

Unclear
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6.012ncl uded studies rated against the revised Cochrane Risk of Bias t

Risk of bias domains
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Domains:

D1: Bias arising from the randomization process.

D2: Bias due to deviations from intended intervention.
D3: Bias due to missing outcome data.

D4: Bias in measurement of the outcome.

D5: Bias in selection of the reported result.

Judgement

® rich

. Some concerns

. Low
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http://ids-qids.org/interpretation.html

8. Hierarchy of depressive scal es

Hi erarcDepressive scal es Abbreviation
1 Hamil ton Depression RaHAMD

2 Mont gomery Asberg Depr MADRS

3 Beck Depression I nventBDI

4 Zung-R&adlifng Depression ZSDS

5 Centre for Epidemiol ogCE®

6 Edinburgh Postnat al DeEPDS

7 Geriatric Depression S£GDS

8 Depression Anxi ety Str DASS

Note: where different depressiisend,syYmopt dmes pwue pic

resul ts,
properties

we chose the single best available out

and appropriateness for wuse.
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9Categorisation ofkedepi ¢epsivwesboympst oms

Scale Cut-off point

Beck Depression Inventoily Cut-Off for Clinical Diagnosis of Depression:
07 9 = minimal/no depression
10i 18 = mild/moderate depression
191 29 = moderate/severe depression
30i 63 = severe depression
BeckDepression Inventorii 0-13 = minimal
14-19 = mild (1314*= mild)
20-28 = moderate
29-63 = severe
Center for Epidemiological Studies CESD 20:
DepressiofCESD) 16 = fAsignificanto or Amil dc«
CESD 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 26 = moderatesevere depression
Criteria/MDI 0-19 = no depression
20-24 = mild depression
25-29 = moderate depression
30-50 = severe depression
Depression Anxiety Stress Scales 0-4 = Normal
(DASS2) 5-6 = Mild
7-10 = Moderate
11-13 = Severe
14+ = Extremely severe
12 = recommended cbint
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 0-6 = no depression
Depressior{fHAMD) 7-17 = mild depression

1824 = moderate depression
24+ =severe depression
The selfreported Montgomery 13-19 = Mild
A sberg depression rating 20+ = Moderate to Severe
scal(MADRS-9S)
MontgomeryAsberg Depression 7-19 = Mild
Rating Scale (MADRS) 20-34 = Moderate
3560 = Severe
Zung SDS (Zung Selissessment 50 = mild

Depression Scale) 60 = moderate

70 = severe
References: Apaydin, E. A., A. R. Maher, R. Sha
Hempel (2016). "A systematic reviewSyfstRtmatdahrt

5(1): 148.
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10. Results fraoamlnedevor k met a
V Below we present the network diagram, the forest ptbhe Bfrahk ef]
comparisons for each of the primary and four secondary outcomes.
V The following abbreviations are usedADD: thAret ifd gurmresb BMmid; O Gebd se&la &xhar eomog

Amoenum : Echi umEiacnosapent £€@AgMg: aMadne Fereum; FEEAumMPal mitoyl et hanol ami
Adenosyl Met hi oni ne ; SJIW: St . John's wor't y Vitamin BImi nTBi aomimpé ex ; ViV
Cobal ami n; cvartmimi nacCi:d;AsVi tami n-HpdroOohygltegygphtophamol ; SHTP: 5

10.Net work plot of each outcome
V Lines between nodes represent direct comparisons betwaénrecieaived aadh

thickness is proportional to the number of studies providing data to
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10. NeAworkcphongesorn depressive

EPA+DHA+Vifami B APT EPADHEPAAGT,,
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nnnnnnn

N 4 : o .
Prebiotics+ADT U X , -

biof
Probiotics+ADT \v} Vitamin_D+ADT
Probiotics+B7 18 @} l Vitamin_D
MMMMMMM g+CoQ10+ADT \ } ‘ A Vitamin_C+ADT
R_rosea Vitamin_C

Saffron Vitamin_B6&+Tryptophan

Saffron+ADT Vitamin_B12+ADT

Vitamin_B1+ADT
Vitamin_B+ADT

Tryptophan+ADT
suwsaSHVKaE

SAMe

SAMe+ADT
SAMe+EPA+DHA+Folate+SHTP+Zinc+ADT

SMV%MH_W%EEMDT SIW

sympt oms
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10B.Net wor k

pl ot for response rate

EPA DHA .
EPA+ADT Curcumin+ADT '
Curcumin
EPA+DHA . . .,
e | 1 Creatine+ADT
EPA+DHA+ADT - 1 i
Chromium
Folate+ADT .
2 2 2 : Carnitine+ADT
Folate+Vitamin_B12+Vitamin_B6 e 2 1 1
3 ' Amino_acid+ADT
Ginkgo+ADT 5 1
Inositol+ADT 1
22 1
3 1
11 )
1
1 1
Zinc+tADT
L -theanine+ADT 8 1
1 Vitamin_D+ADT
4 1 .
PEA+ADT 7 1
2 1 4 16 1 ) Vitamin_D
Placebo 5
3 A Vitamin_B12+ADT
Probiotics . 19
S Vitamin_B1+ADT
Saffron
‘ Vit_C+ADT
SAMe ‘
Tr h ADT
SAMe+ADT "yptophan

SAMe+EPA+DHA+Folate+5HTP+Zinc+ADT SAMe+VITSMin B12+Folate+ADT
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101.Nét work plot for remission rate

EPA DHA Curcumin+ADT
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. 1 E Amino_acid+ADT
Folate+ADT 2 1
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2 1 4 ]
2 1
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101.NBtworkcphphongaekopety sympt oms
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101.NEt wor k

pl ot

for alll cause discontinuation rate
EFRHA+ADT DHA Curcumin+Saffron+ADT
EPA+ADT . 2 p . Curcumin+ADT
1
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10LNEt wor Kk

pl ot for adverse events
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10Fo0rest plot of each outcome

102.FArestcphphpongesorn

depressive
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