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Emoiwkopeva yabnoiaka atroteAéopara (ILOS)

Na yvwpidere Kal va gpunveveTe Ta dlaypappara dAooug, Tov Kivduvo, Tov OXETIKO Kivouvo, Ta
odds kai To odds ratio

Na opilere TN CUCTNUATIKA AvaoKOTTNON KAl TN JETA-AvAAUON
Na epunvevere 1a diaypapuara 0Gooug

Na mpoBAEmere Ta BAPaTa TTou Ba TTPETTEI va aKOAOUBAOETE yia TN dIECaywyr MIAG CUCTNPATIKAG
avaokoTTnong N Meta-avaiuong kata ta PRISMA guidelines

Na mapéxere mapadeiyuara UTTOBECEWY YIA TIC CUCTNUATIKEG AVAOKOTTACEIG / HETA-AVAAUOEIG

Na mpoBAEmeTe KAl va axedialete alyopiBuoug avalitnong yia Tn dIECaywyn JIag CUCTNUATIKAG
avaoKOTTNONG 1 META-AVAAUONG

Na oxedialere didypapua pong Kkatd PRISMA

Na yvwpilere TNV €vvola TNG ETEPOYEVEIAG, KABWG ETTIONG TOUG TPOTTOUG QVTIMETWTTIONG TNG OTO
META-ETTITTEQO

Na yvwpilere TO cuoTNUATIKO OQAAPA ONUOCIEUONG KAl VA EOUNVEUETE TA OIAYPAUPATA XWVIOU

Na karavoeite Tn onUacia TNG CUCTNPATIKAG AvaoKOTTNONG Kal HETA-AVAAUCNG OTn oUyXpovn
EmoTtAun
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[ToAuTTapayOVTIKA YPauuIKA TTaAIivOpounon (multivariate
linear regression)

duAo

AveEdprnre EkTTaidsuo n b

ueraBAntéc: IVF, euAo u p p
raidiou, Bapo¢ ZUO’TO')\IKI'] apTnpIakn
vévnong mrieon (SBP)

Eéaptnuévn peraBAntn
bs
BMI (AME)

* Tab,,b, ,bseival “adjusted” (Trpocappoopéva)

T.X. T0 b, €ival mpooapuoouévo (adjusted) yia Tnv eTTidpacn TnNG ekTraideuong kal Tou BMI (dnAwvel
TNV €TTiIOPAON TOU YUAOU OTrn CUOTOAIKI) QPTNPICKN TTiEON aveédpTnTa arro 10 ETTITTEQO EKTTAIOEUTNC
kair 1o BMI)

10 b, dnAWvVEl TNV €TTIdPACN TOU ETTITTEDOU EKTTAIOEUCNG OTN GUOTOAIKA APTNPICKI TTiEQN, €ival
mpooapuoouévo (adjusted) yia Tnv €1Tidpacn Tou QUAoU Kal Tou BMI, K.0.K.



[MoAuTtrapayovTikr) AoyioTik TTaAivopopnon (multivariate
logistic regression)

IVF
Aveéaprnrec q) L’J)\O OR
BAnTéES: IVF, @UA ’ * ,
masion, fapoc TToud10U MadIkéC
e VEOTTAQTIEC
Eéaprnuévn ueraBAnti - OR
OR,
Bapog yévvnong

+ Ta OR;,0OR, ,OR;¢ivail “adjusted” (Trpocapuocuéva)

1.X. T0 OR; ¢ival mpooapuoouévo (adjusted) yia Tnv eTTidpaacn Tou GUAOU Kal Tou BAPOUG YEvvNoNg
(dnAwvel Tnv etTidpaon TnG IVF o1a odds Twv TTaIBIKWY VEOTTAACIWY aveéaprnra amro 10 QUAO Kail To

Bapog yévvnang)

10 OR, ¢ival mpooapuoouévo (adjusted) yia Tnv emidpaon g IVF kal Tou Bapoug yévvnong, K.0.K.



2UCTNUATIKNA OQVOOKOTTNON
(systematic review): oplIoNOC

* AvaokOTTnon n oTroia €TTIXEIPEI va ouvBEoel OAa Ta
eUTTEIPIKA OTOIXEIa (empirical evidence) Baoel
TTPOKAOOPICHEVWYV KPITNPIWV ETTIAOYAG (pre-specified
eligibility criteria), WOTE va ATTAVTNOEI OE€ CUYKEKPIPMEVO
EPEUVNTIKO EpWTNUA.

« O ouoTNUATIKOG XAPOKTNPAC ATTOOKOTTEI OTNV
EAQXIOTOTTOINON TWV CUCTAMATIKWY OQOAUATWY (bias)
KAl TNV €vioxuon TNG A&IOTTIOTIAC TWV EUPNMATWV.
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2. UCTNMATIKN QVAOKOTTNON
(systematic review): XapakTnpIoTIKA

a) oapwWc KaBopIoPEVOC OTOXOG ME DNAWMEVN,
avaTtTapaywyiun yeBodoAoyia - CUYKEKPIMEVO KPITHPIO
ETTIAECINOTNTAG

B) TTpOCTTABEIQ EVTOTTIONOU OAWY TWV PMEAETWYV TTOU
TTANPOUV TA KPITHPIA ETTIAECIMOTNTAC

Y) acloAdynon TNG EYKUPOTNTAC TWV PMEAETWYV - AacloAdynon
OUCTNMUATIKWY OQAAUATWV

0) CUCTNUATIKA TTAPOUCIiaon TWV XAPAKTNPIOTIKWY KAl TwWV
TTOPIOPATWY TWV CUPTTEPIAAUBAVOUEVWV HEAETWV
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MeTta-avaAuon (meta-analysis)

« Mia ouoTNUATIKI AvaOKOTINON UE TTOCOTIKA,
OTATIOTIKN OUVOEON TWV ETTINEPOUC
QATTOTEAECUATWYV

16



KaTnyopie¢ avaoKoTTNOEWY, HETA-AVAAUTEWV

Individual
patient

" data meta-
analyses

stematic
reviews

Meta-analyses

All reviews
(also called overviews)
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®
Optional part of a systematic review

Systematic reviews
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H ¢vvola Tou “effect size”

« MeTa-avaAuon: TTOOOTIKL, OTATIOTIKI) oUVOEoN

2UVETTWC

« Avaykaia n TauTtoTroinon £vog Kolvou «eyEBoug
aTTOTEAEOHATOCY (effect size)
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[Mapadeiyuata effect size

Odds ratio: ektipnon Tou OR péow AoyapIBuIOTIKAG
maAivopounong (logistic regression) oe YEAETEC aoBevWV-
MapTUpWV (case-control), o€ eEAEYXOUEVEC EPEUVEC
OepatreuTikng TTapEppBaons (RCT) KoK.

Relative risk

Hazard ratio

@ewpPWVTAC TN VOO O o1ravia, To OR TEiVEl OTO OXETIKO
KivOuvo RR (relative risk)
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O «TTUpAvVaAC» TNG META-AVAAUCNC:
Aidypaupa ddoouc (forest plot)

Study %

D Odds ratio (95% CI) Weight \

Ambrosone (1995) = 263 (0.48,14.51)  10.52 | «Bdpn» (weights):

Bailey (1998) — 0.99 (0.02, 50.08) 1.99 . ZXETIZ’OVTGI avﬁmpsxpa ME
' Tn dloKUuavaon TG KABe

Taioli (1999) ; 1.24(0.06,2656) 328 | | o\erc

Basham (2001) —- 2.79(0.31,2495) 639 | -Exkgppdalouv éuueca 10

Krajinovic (2001) - 152(000,7689) 199 | HEveog e pehéme,
' *AVTIOTOIXOUV OTO JEYEDO

EI'II|..IE-'ZpOUC Hefler (2004) - 4 LI L09, 500) 684 | cuv T€Tp()](Y(bV(,UV T(l)JuY ’
UEAETEC Li (2004) —-9e-— 1.50(0.25,9.05) 954 | oyRuartoc.

Chacko (2005) —— 3.96(1.07,14.58)  18.04

Singh (2007a) - . 0.10 (0.01, 1.76) 364

Singh (2007b) -'—-i-— 6.57 (1.43,30.15) 13.23

Sillanpaa (2007) -~ 2,00 (0.18,22.08) 532

Gulyaeva (2008) : - > 36.48 (212, 628.74) 3.79

Marie-Genica (2009) —_— 0.50 (0.10,240) 1243

rekha (2009) — 3.02(0.12, 74.60) 299

Overall (I-squared = 18.9%,p=0247) [ [{D 208(1.19,361) | 100.00

]
T 2 T
00159 1 / 629

Pooled effect size as a diamond

Sergentanis TN, Economopoulos KP.

Four polymorphisms in cytochrome P450 1A1 (CYP1A1l)
gene and breast cancer risk: a meta-analysis.

Breast Cancer Res Treat 2010;122(2):459-69.
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Study %
ID OR/RR (95% CI) Weight

Case-control studies
Kastorini stroke MDS 34-55 (2011) 0.25(0.15,042) 8.16
Yau stroke MD 14-20 (2011) < 0.11(0.038,0.39) 2.59

1
I
|
1
1
|
I
Subtotal (I-squared = 26.5%, p=0.243) == = ! 0.20(0.10,0.41) 10.74
. 1
|
|
I
1
|
|
]

*

Longitudinal cohort studies

Fung total stroke aMed 6.3 [Q5] (2009) —t 0.87 (0.74, 1.03) 13.42
Agnoli stroke MeDi 6-9 (2011) —_—1 0.82 (0.57, 1.18) 10.45
Gardener stroke MeDi 6-9 (2011) : 4~ 1.03 (0.61,1.73) 8.16
Hoevenaar-Blom stroke MeDi 5-6 (2012) —;-0-—- 0.77 (0.55, 1.07) 11.01
Hoevenaar-Blom stroke MeDi 7-9 (2012) —-0'—- 0.70 (0.47, 1.05) 9.92
Subtotal (I-squared = 0.0%, p = 0.768) EO 0.84 (0.74, 0.95) 52.96
|
Cross-sectional studies :
Feart cross—sectional stroke MeDi 6-9 (2009) :: 0.68 (0.24, 1.88) 3.64
Scarmeas stroke MeDi 6-9 (2011) : -&- 0.87 (0.47,1.60) 7.03
Tangney stroke MDS 30-45 (2011) —0-— 0.70(0.52,0.96) 11.41
Gardener stroke MeDi 6-9 (2012) - : 0.56 (0.21, 1.52) 3.78
Vercambre stroke MeDi 6-9 (2012) : —r—— 1.13(0.78, 1.64) 10.42

Subtotal (I-squared = 13.2%, p = 0.330) o 0.83 (0.66, 1.06) 36.29

<
. 1
Overall (I-squared = 69.1%, p = 0.000) 0 0.71(0.57,0.89) 100.00
I
1

NOTE: Weights are from random effects analysis

| | | | |

A 2 a 1 2 5
FIGURE 1: Forest plot describing the association between high adherence to Mediterranean diet and risk for stroke. Apart
from the overall analysis, the subanalyses on case-control (upper rows), longitudinal cohort (middle rows), and cross-sectional
studies (lower rows) are presented.

1 1]
Psaltopoulou T, Sergentanis TN, Panagiotakos DB, Sergentanis IN, Kosti R, Scarmeas N. EGE)\OVT”C YlG EpIJ I’]VEICI
Mediterranean diet, stroke, cognitive impairment, and depression: A meta-analysis.

Ann Neurol 2013;74(4):580-91. TOU ZXI:]IJGTOC; 23




Mean difference (=>Difference in means) Standardized mean difference

Measures the absolute difference between
the mean value in two groups.

Estimates the amount by which the
experimental intervention changes the
outcome on average compared with the
control.

Can be used as a summary statistic in meta-
analysis when outcome measurements in all
studies are made on the same scale.

Analyses based on this effect measure have
historically been termed weighted mean
difference (WMD) analyses in the Cochrane
Database of Systematic Reviews (CDSR).
This name is potentially confusing: although
the meta-analysis computes a weighted
average of these differences in means, no
weighting is involved in calculation of a
statistical summary of a single study.

SMD = Difference in mean outcome between groups
Standard deviation of outcome among participants

Expresses the size of the intervention effect
in each study relative to the variability
observed in that study.

Studies for which the difference in means is
the same proportion of the standard
deviation will have the same SMD,
regardless of the actual scales used to
make the measurements.



KaTteuBuvTrpieg odnyieg yia CUGTNMATIKEG
OVOOKOTTAOEIS KOl META-AVAAUCEIG

Journal of
Clinical
Epidemiology

s

T A A
ELSEVIER Journal of Clinical Epidemiology 62 (2009) el—e34

The PRISMA statement for reporting systematic reviews
and meta-analyses of studies that evaluate health care interventions:
explanation and elaboration

Alessandro Liberali"z""", Douglas G. Allman3, Jennifer Telzlaf[‘q, Cynthia Mulr0w5,
Peter C. Geilzsche(}, John P.A. Ioannidis7, Mike Clarke&g, P.J. Devereaux“},
Jos Kleijnen'"'*, David Moher™"’




RESEARCH METHODS AND REPORTING

OPEN ACCESS

For numbered affiliations see end
of the article.

Correspondence to: M| Page
matthew.page@monash.edu
(ORCID 0000-0002-4242-7526)

Additional material is published
online only. To view please visit
the journal online.

Cite this as: BMJ 2021;372:n71
http://dx doi.org/10.1136/bmjn71

The PRISMA 2020 statement: an updated guideline for reporting
systematic reviews

Matthew | Page,’ Joanne E McKenzie," Patrick M Bossuyt,” Isabelle Boutron,’

Tammy C Hoffmann,* Cynthia D Mulrow,” Larissa Shamseer,® Jennifer M Tetzlaff,” Elie A AkL®
Sue E Brennan,’ Roger Chou,” Julie Glanville,'® Jeremy M Grimshaw, " Asbjgrm Hrébjartsson,
Manoj M Lalu, "’ Tianjing Li,** Elizabeth W Loder,"® Evan Mayo-Wilson, ' Steve McDonald,
Luke A McGuinness,*” Lesley A Stewart,'® James Thomas,'® Andrea C Tricco,° Vivian A Welch,**
Penny Whiting,'” David Moher®’

26




2.TA0I0 KATA TN OlECAYWYN MIOC
oUOTNMATIKNC avaoKOoTTNONG
KOl JETA-AVAAUONC
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Prof Archibald Cochrane, CBE
(1909 - 1988)

* Cochrane Collaboration: a0 g
Tov Archie Cochrane, Bpetavo |
gpeEUVNTN

 To 1979 eypaye, "ltis surely a
great criticism of our profession
that we have not organised a
critical summary, by specialty or
subspecialty, adapted periodically,
of all relevant randomized
controlled trials”
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The Cochrane Collaboration

Working together to provide the best evidence for health care

Latest: Three Cochrane Networks are now Cochrane Fields A n e

Welcome Practiticners, providers & Authors & rezearchers Journalists & bloggers |.am here to...
policymakers

The Cochrane Collaboration is an international. independent, not-for-profit organisation of over
27,000 contributors from more than 100 countries, dedicated to making up-to-date, accurate
information about the effects of health care readily available worldwide.

We are world leaders in evidence-based health care

Our contributors work together to produce systematic assessments of healthcare interventions,
known as Cochrane Reviews, which are published online in The Cochirane Library. Cochrane
Reviews are intended to help providers, practitioners and patients make informed decisions
about health care, and are the most comprehensive, reliable and relevant source of evidence
on which to base these decisions.

The Cochrane Collaboration is an enterprise that rivals the Human

Genome Project in its potential implications for modern medicine."
- The Lancet

Cochrane in the News

exominer

Pirmusan 4 g

q - ’ . E FEp—
Examiner.com (LI3) spotlights a new Cochrane
review in an article on how smaoking bans in

public places reduce exposure to secondhand
smoke and associated health impacts.

10f91 »
All news

Cochrane Multimedia

32



Ta eTTa oTAdIA TNC META-AVAAUCNC

@ Steps of a Cochrane
Systematic Review

Clearly formulated question
Comprehensive data search

Unbiased selection and extraction
process

Critical appraisal of data
Synthesis of data

Perform sensitivity and subgroup
analyses if appropriate and possible

Prepare a structured report




210010 1: n uttoBEON

NMAPEAOON MEAAON
Alauoppwon

EniBeBaiwon VEWV UN0BECEWV

(validation) Twv (meta-analysis

anoTEAEOUATWV as a

TWV ENIPJEPOUC hypothesis-

HEAETWV generating tool)

MeTa-avaAuon: o Iavog Tng EmdnuioAoyiac;

34



[TapadeiyuaTa yia n
OIAUOPPWON VEWYV UTTOBECEWYV

Breast Cancer Res Treat (2010) 120:211-216
DOI 10.1007/510549-009-0467-1

EPIDEMIOLOGY

Differential effects of MDM2 SNP309 polymorphism
on breast cancer risk along with race: a meta-analysis

Konstantinos P. Economopoulos -
Theodoros N. Sergentanis
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[TapadeiyyaTa yia Tn
OIAUOPPWON VEWYV UTTOBECEWYV

Resources [v] How To [v]

Pubmed gﬂlr' Search: PubMed E| EVRSS Savesearch Limits A

U.S. Naticnal Library of Medicine Cancer [so] Sergentanis latitude

Matiocnal Institutes of Health

Display Settings: [»] Abstract

Cancer. 2010 Jul 15116143523

Latitude may modify the effect of TP53 codon 72 polymorphism on cancer risk.

Sergentanis TH, Economopaoulos KP.

PMID: 20564066 [PubMed - indexed for MEDLINE]
FPublication Types, MeSH Terms, Substances

LinkOut - more resources
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[TapadeiyuaTa yia n
OIAUOPPWON VEWYV UTTOBECEWYV

Table 2. Results of the Meta-Analysis

Alternative Odds Ratio
(95% CI) vs. Patients

Test for not Receiving Any «,- Test for
Variable Odds Ratio (95% CI) Heterogeneity Blocker Heterogeneity
Current tamsulosin use 393.1 (159.5-968.6)* P < 0.001 672.0 (216.4-2086.7)* P < 0.001
Current alfuzosin use 0.7 (2.0-48.7)* P=0.044 40.7 (3.2-514.8)* P=0.001
Current terazosin use 5.5 (1.3=23.0)F P=0.206 15.1 (2.8-81.1)F P=0.093
Current doxazosin use 6.4 (0.9—44.1)* P = 0.001 24.2 (1.7-351.7)* P < 0.001
Hypertension 2.2 (1.2-4.2)" P=0.697 N/A NJA
Diabetes mellitus 1.3 (0.7-2.2)F P=0.736 N/A N/A

CI = confidence interval; N/JA= not applicable.

*(Odds ratio derived from random-effects analysis.

'Odds ratio derived from fixed-effects analysis.

The third and forth columns present the results of the alternative approach versus patients not receiving any a,-blocker. Statistically significant
associations are highlighted in bold.

Chatziralli IP & Sergentanis TN. Risk Factors for Intraoperative Floppy Iris Syndrome: A
Meta-Analysis.
Ophthalmology 2011 Apr;118(4):730-5. 37



210010 1: n uttoBeon, kata PRISMA

articipants (OUMNMETEXOVTEG)
nterventions (TTapeuRAaceig)

omparators (OUYKpIOEIG)

utcomes (ekPAaoeiq)

tudy Design (oXedIaOUOC TWV ETTIAECIMWY HEAETWV)
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Aoknon - Napadeiyua

* [lolo €ival To PICOS yia tn digpelvnon NG
uTTO0EONC:

«2UaXETICETal N KaTtavaAwaon EAaioAadou™ ue tov
KivOUVO EUQQAVIONS KAPKIVOU O€ evnAikoug, ouupwva
UE TTPOOTITIKEC UEAETEC TTAPATNPNONG, »

*[rrooorareuTikal
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2710010 2: n avalntnon Twv
OEOOMEVWV

* Avalntnon Twv BiBAIoypa@IKwy BAcewV OEDOUEVWV
(tr.Xx. PubMed, Cochrane, EMBASE)

* Avalntnon full-text Twv dNUOCIEUCEWY KAl TWV
OXETIKWV avagpopwyV (“snow-balling” technique)
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2710010 2: n avalntnon Twv
OEOOMEVWV

* Na avagépovtal akpIBwe ol AEEeIG-KAEIDIA KAl Ol
OUVOUQOOI TOUG (avaTrapaywyihoTnTa)

 Na ava@eEpeTal N KATOANKTIKA NUEPOMNVIA
avagnTNong
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Eligi-
ble articles were identified by a search of MEDLINE bibliographical data-
base for the period up to May 31, 2012. The search strategy included the
following keywords: (breast AND (neoplasms OR neoplasm OR cancer
OR cancers OR carcinoma OR carcinomas)) AND ((mTOR AND inhibitor)
OR BEZ235 OR NVP-BEZ235 OR everolimus OR RADOO1 OR rapamycin OR
sirolimus OR PI-103 OR temsirolimus OR torisel OR AZD8055 OR
Ku-0063794 OR PF-04691502 OR CH5132799 OR GDC-0980 OR
RG7422 OR WAY-600 OR WYE-125132 OR WYE-687 OR GSK2126458
OR PKI-587 OR PP-121 OR 0OSI-027 OR “palomid 529” OR P529 OR
PP242 OR XL765 OR GSK1059615 OR WYE-354 OR deforolimus OR
ridaforolimus).

Zagouri F, Sergentanis TN, Chrysikos D, Filipits M, Bartsch R. mTOR inhibitors in breast cancer: a systematic review.
Gynecol Oncol. 2012 Dec;127(3):662-72.
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Aoknon — lNapadeiyua

« Aounote aAyopiBuo avalnrnong otn faon PubMed
YIQ OUCTNUATIKN avOOKOTINON ME TITAO:
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«[layidec» kKata Tnv avadlntnon
TWV OEOONEVWV

Study Odds %
10 ratio (95% CI)  Weight
Stranga {1991) 0.86 (0.31,240) 0.80
Zhong (1993) I ‘ 1.78 (1.21,262) 3N
Cheneva=Trench (1895) - 0921058, 143) 2.58
Doakin (1998) — 0.05(0.71,1.28) 4.35
Gertig (1958) —- 1.04(0.72,152) 321 b
Abdei-Rahman (1999) —_— 0.71{0.32,1.56) 0.95
Gawronska-Szeiarz (1999] 1 253(105,612) 079
Weliars (1999) .- 1.05(0.09.1.58) 2.78
Zhang (1999) 0.85 (0.5, 1.50) 1.80 Study Odds %
Kiss (2000) 1.19(0.77,184) 282
Butler (2001) 0.93(0.63.1.38) 3.06 D ratio (95% Cl)  Weight
Lokvonov (2001) 1.29 (090, 1.84) 3.49
Saadat (2001) 1751069, 3.49) 1.23
Lago (2002) 1.02{0.73, 1.43) a7
Sachse (2002) 1.33(1.04,1.68) 541 Guo (1996) > 1.65(0.44,6.17) 092
Tiernmersma (2002) 147 (076, 1.78) 2.70
Ye (2002) 1.41{066,301) 1.05 Katoh (1996) +—— & 1.54 (0.91,260) 583
van der Hed (2003) 0.76(0.560, 1.04) 417 =
Kiss (2004) 1.43(1.16,1.91) 523 Lee (1988) T 079 (0.54. 1.14) 11,72
ven der Log! (2004) 1.02{0.78,1.37) 4.84 =
S CHE T IN——
Ates [2005) 155 1.04.2.59) 204 Zhu (2002) ~ 1.51(0.87.261) 527
Land: (2005} 1.14(0.84,1.64) 4.24 E .
Huang Caucasian (2006] 1.18 (080, 157) 4068 Fan (2006) - 111 (0.74. 1.65) 9.88
Littie (2005) 0.87{063,1.21) 292 1 =)
i nce CH) sl allh e Probst-Hensch {2006) *‘:“w 0.96 (0.75. 1.24) 24.50
Sijalbred (2007) 1.02(0.65.1.58) 2.58 ; tp 3
Cottorchic (2008) 0.00(0.83.1.18) €95 Yoshida (2007) Ft‘.' 14 (063,208 4.42
Csejel (2006) 1.58(0.80.2.77) 1.70 Yen (2007) —— 0.99 (0.80, 1.21) 37.36
Kury (2008) 1.15(0.66,1.37) 7.12 [
Matakova (2008) 1.11{078,157) 358 Overall (I-squared =4.2%, p = 0.387) @ 1,03 (0.90, 1.16) 100.00
Zupa (2008) 1.53(0.67.269) 1.75
Ovorat (1-squarad = 36.7%, p = 0.027) 1.15 {106, 1.25) 10000 ;
NOTE: Waights are from random eflects analysis E
T T T T T
163 1 612 162 1 6.17

Fig. 2 - Forest plot for the overall association between null GSTM1 genotype and colorectal cancer risk for (a) Caucasian and (b)
Chinese subjects. Each study is shown by the point estimate of the Odds Ratio (OR) (the size of the square is proportional to
the weight of each study) and 95% confidence interval for the OR (extending lines); the pooled OR and 95% confidence interval
have been appropriately derived from: (a) random and (b) fixed-effects models.

 Honuaoia Twv YAWOOIKWYV
TTEPIOPICHWY (language restrictions)
Economopoulos KP & Sergentanis TN, GSTM1, GSTT1,

GSTP1, GSTA1 and colorectal cancer risk: a comprehensive
meta-analysis. Eur J Cancer. 2010;46(9):1617-31.
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To TPOBANUA TOU CUCTAUATIKOU OPAAUATOC
dnuoaicuonc (publication bias)

 TA OTATIOTIKA ONMAVTIKA ATTOTEAEOUATO
ONMOCIEUOVTAI, EVW TA OTATIOTIKA JN ONUAVTIKA
TEiVOUV va pyn dnuoaleuovTal
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AvTIJETWTTION TOU publication bias
ka1 TNG “fugitive literature™ kaTta 10
ouvaTo

« conference indexes, abstracts
« unpublished theses and dissertations
* clinical trial reqgistries, industry

>2TNV Npa&n noAu dUOKOAO
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1+ N\ Cochrane
sl Library

Cochrane Database of Systematic Reviews

Risk of endometrial cancer in women treated with ovary- Searching other resources

stimulating drugs for subfertility (Review)

Reference lists of included studies and any relevant systematic

reviews identified were also searched to identify eligible studies for
Skalkidou A, Sergentanis TN, Gialamas SP, Georgakis MK, Psaltopoulou T, Trivella M, Siristatidis inclusion. The review authors tried to identify the relevant grey

CS, Evangelou E, Petridou E

Search methods for identification of studies

Electronic searches

We searched CENTRAL (Issue 7, 2016}, MEDLINE via Owid
{1960 to July week 3 2016) and Embase via Ovid {1980 1o weelk
31 2016). We searched the CENTRAL database for reasons of
completeness because, although this review was based on non-ran-
domised studies (NRSs), CENTRAL contains controlled clinical
trials (CCTs), interrupted time series and controlled before and
after series, in addition to randomised controlled tmals (RCTs).

The search terms included a combination of thesaurus-based
and free-text terms. CENTRAL, MEDLINE and Embase search
strategies are presented in Appendix 1, Appendix 2 and Appendix

3, respectively.

literature by looking at the following:

o OpenGrey, a system for grey literature produced in Europe,
such as research reports, doctoral dissertations and conference
papers (http://www.opengrey.eu/);

o ProQuest dissertation and thesis databases (hoep://
www. proquest.com/ en-US/catalogs/ databases/ detail/
pqde.sheml);

# Published or ongoing trials in the trial registers for ongoing
and registered trials: "Clinical Trials.gov’, a service of the US
Mational Insttutes of Health (heep://clinicaltrials. pov/ ct2/home)
and hotpe/fwww.controlled-trials.com, as well as the World
Health Organization International Trials Repistry Platform
search portal (http://www.who.int/trialsearch/Default.aspx), and
Physicians Data Query (http://www.nci.nih.gov);

» Conference proceedings and abstracts through ZETOC {
http://zetoc.mimas.ac.uk) and WorldCar Dissertations;

o Reports of conferences in the following: Gyrecologic
Oncology (Annual Meeting of the American Society of
Gynecologic Oncologists), International Jowrnal of Gynecological
Cancer (Annual Meeting of the International Gynecologic
Cancer Society), British Journal of Cancer (British Cancer
Research Meeting, Annual Meeting of the European Society of
Medical Oncology (ESMO) and Annual Meeting of the
American Society of Clinical Oncology (ASCO);

¢ Personal communication with experts in the field who had
been conducting/had led research in the field and on the specific

hypothesis of this review. 47



2.TA0I10 3: N ETTIAOYIN TWV HEAETWYV
KOl N €caywyn Twv OEO0NEVWIV

»Kpitnpla yia 1000 TwV JEAETWY OTN CUCTNMATIKN
avaokoTtrnon / yera-avaiuon (inclusion criteria), BAoe€l Tou
PICOS, ueE TTEPICOOTEPEC AETITOMEPEIEC (TT.X. €TN
avadlntnong, YAwooa dnuoacisuong, KataoTaon
dnuoaieuong)

*[MAnBucuog

*[NMapepPaocig (interventions)

*2 UYKpIO€Ig

*AuoTnPOC OPICHOG TOU «ATTOTEAEOUATOG» (outcome)

*2 XEOIOOMOG MEAETNG

» Epyacia epeuvntwyv o€ Ceuyn, TUPAOTTOINUEVA O €vVaC WG TTPOC ToV AAAoV - O1 d1aPopES
AUvovTal JE CUP@WVIa (consensus) JE TPITO KPITHA 1} TO 0UVOAO TNG ouadag
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To diaypauua ponc (flow chart) Tn¢
OUOTNMATIKNG AVAOKOTTNONG

=
3 # of records identified through # of additional records
= database searching identified through other sources
S
: l
L ]
2t # of records after duplicates removed
'S
3
w # of records screened —{ # of records excluded
= L
= # of full-text articles | # of full-text articles
e assessed for eligibility "| excluded. with reasons
;
W
# of studies included in
qualitative synthesis
=
S
=
= ¥
o # of studies included in
- quantitative synthesis
{meta-analysis)

Fig. 1. Flow of information through the different phases of a svstematic review.

Liberati et al. J Clin Epidemiol 2009;62 :e1-34
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c
2 Records identified through Additional records identified
g database searching through other sources
n=1921) (n=2)
H]
=
| S— r
S Records after duplicates remaved
{n=1923)
"]
3
‘E
a8 !
3 - P — Records excluded from title and
) in '1#23] > ahstract screening
- {n = 1361}
r
g Clarification and additional Full-text articles evaluated Full-text articles excluded,
E data letters sent < for eligibility - with reasons
m {n=20) in=&2) [n=31)
r
Studies meeting the Studies excluded due to
eligibility criteria overlap
(n=11} n=3)

Included

Studies included in quantitative synthesis (meta-analysis)
(n=8]

Figure 1 PRISMA flow chart for systematic review of IVF and breast cancer.

Sergentanis TN, Diamantaras AA, Perlepe C, Kanavidis P, Skalkidou A, Petridou ET.
IVF and breast cancer: a systematic review and meta-analysis.
Hum Reprod Update. 2014 Jan-Feb;20(1):106-23.




ETTiIKoIvwvia JE TOUC CUYYPAPEIC YIa Ta ,‘ [
OedOopEVA N

Journal of
Clinical
Epidemiology
ELSEVIER Journal of Clinical Epidemiology m (2008) m
REVIEW ARTICLE

Systematic reviewers commonly contact study authors
but do so with limited rigor

Rebecca J. Mullan®, David N. Flynn™”, Bo Carlberg®, Imad M. Tleyjehde Celia C. I(dmdtht
Matthew L. LaBella™®, Patricia J. Erwin™", Gordon H. Guyatt', Victor M. Montori*"*
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AVOAUTIKOC TTivaKaC
— TTOIKIAAEI AvA CUCTNUATIKA OQVOOKOTTNON

* MecyeBoc TNC HEAETNC
* TOTTOC dlecaywyng

XAPAKTNPIOTIKA TWV CUUMETEXOVTWYV

AVOAUTIKN TTEPIYPOAPN TWV TTAPEPPACEWV

NETITOUEPEIEC VIO TA outcomes

MeBOOOAOYIKA XAPAKTNPIOTIKA TWV MEAETWV
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2TAO0IO 3: N ETTIAOYIN TWV JEAETWV KAl N _ y =
eCcaywyn Twv O0edoUEVWV x

»H géaywyn twv dedouévwy (data extraction):

« 2 ave&dpTnTOl EPEUVNTEG

e [MPOKATAOKEUACGUEVEC NAEKTPOVIKEC (POPHEC
(XapakTnpIOTIKA TwV acbevwyv, oXedIAOUOC TNG
LEAETNC, ANOTEAECUATA K.O.K).

« O1 dlapopec AuvovTal UeE cuppwvia (consensus) He
TPITO KPITN N TO GUVOAO TNG opadag
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[leplypa@n TwV PEAETWYV

Table I. Characteristics of eligible cohort studies.

Follow-
up (years, Alcoholic Definition of
Cohort Incident median Study Males Mean Age Definition/features of beverages alcohol intake in

Study size cases ormean) period (%) age range Cohortcharacteristics myeloma in cohort studied time Adjusting factors

Blair (2005) 37083 95 14.3 1986-2001 0.0 61.7 55-69 Iowa Women's Health Incident cases Total alcohol  Ever: NR None
Study, population- ascertained through
based cohort; subjects linkage to State Health
were excluded at Registry of lowa,
baseline if they which participates
reported cancer other in National Cancer
than skin cancer, Institute’s Surveillance,
were premenopausal Epidemiology, and
or were classified as End Results (SEER)
underweight program; coded

according to ICD-0-3

Gapstur 143124 337 12.7 1992-2007 21statesin  47.7 629 50-74 American Cancer Beginning in 1997, follow- Total alcohol  Ever: consuming Age, sex,

(2012) Society’s Cancer up questionnaires were alcohol more education,
Prevention Study II sent to cohort members than once body mass
(CPS-1I) Nutrition every 2 years to a month; index, height,
Cohort; participants ascertain self-reported, current: NR; physical
residing in states with newly diagnosed former: NR activity,
population-based cancers. Cases were smoking
cancer registries; subsequently verified status, family
excluded were from medical records, history of

participants who were
lost to follow-up,
reported a personal
history of cancer other
than non-melanoma
skin cancer in 1992,
reported a diagnosis
of lymphoma on first
survey that could not
be verified through
medical or cancer
registry records,

or were missing
information on alcohol
intake in 1992

linkage with state
cancer registries or
identified as interval
deaths through
automated linkage

of entire cohort with
National Death Index,
and these cases were
verified through linkage
with state cancer
registries. InterLymph
Pathology Working
Group classification
was used based on
ICD-0-2 and O-3 codes

Psaltopoulou T, Sergentanis TN, Sergentanis IN, Karadimitris A, Terpos E, Dimopoulos MA.
Alcohol intake, alcoholic beverage type and multiple myeloma risk: a meta-analysis of 26 observational studies.

Leuk Lymphoma. 2015;56(5):1484-501.

hematopoietic
cancer
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[leplypa@n TwV PEAETWYV

Table II. Characteristics of eligible case-control studies.

Definition
Alcoholic of alcohol
Cases Controls  Study Mean Age Definition/features Matching beverages consumptionin  Adjusting
Study (n) (n) period Region Males (%) age range of cases Definition of controls factors studied time factors
Boffetta (1989) 282 1128  1982-1986 All 50 of United 55.7 NR 304 Incident or prevalent  Randomly selected ACS Sex, ACS Total alcohol Ever: ever Age, sex,
States, District American Cancer Cancer Prevention division, regular ethnic
of Columbia and Society (ACS)Cancer  Study Il subjects vear of drinker group, ACS
Puerto Rico Prevention Study birth, ethnic division,
11 cases; subjects group education,
who died, with history of
multiple myeloma diabetes,
(coded according to X-ray
ICD-9) reported on treatment,
death certificate as pesticide
either underlying or and
contributing cause herbicide
of death exposure,
farming
Brown (1992) 173 452 1981-1984 lowa, USA 100.0 NR 30+ Newly diagnosed, Population-based 5-year age Total, beer or Ever: ever Age, state,
pathologic material stratified sample group, wine, hard consumed daily use of
and laboratory of white men vital status liquor, other any alcoholic tobacco
reports reviewed by without lymphatic at time of combinations  beverage on at
expert pathologist; or hematopoietic interview, least a weekly
notincluded in cancer: random state of basis
analyses were cases digit dialing for residence
of myeloma for living controls
whom adequate under age 65 and
information Medicare records
for diagnostic provided by Health
confirmation was Care Financing
unavailable Administration
for living controls
aged 65 and over;
in addition, state
death certificate files
were used 1o select
deceased controls
Psaltopoulou T, Sergentanis TN, Sergentanis IN, Karadimitris A, Terpos E, Dimopoulos MA.
Alcohol intake, alcoholic beverage type and multiple myeloma risk: a meta-analysis of 26 observational studies. 55

Leuk Lymphoma. 2015;56(5):1484-501.



[lepypa®n TwWvV PHEAETWV

Sty Country Ethmaty Polymorphsms Source and scertamment of Sounce of controle Method Tlarm o Prevalence of Prevalencs of Factor taken
studhed Cieg Stage rek factors m  rekfactasin mto account
Chtes CoOniTok during OF
ad justment
Strang™ UK Caucasian GSTML Indnaduals with Post-mortem individuals Starch gel WA HiA Hi& WA
hitokgieally conlirmed who died primarily {rom el tmphomss
adenpcaranomas who cardiovasoular disease nd
aftended the Surgery dime  had no @ndencs of canoer
Zhong™ UE Caucasian GETML Indniduaks with Randomly selected from two PCR WA /A HiA WA
hitokgieally conlirmed hespitals and a group of
diagnose from one hospital  voluntesrs
Cherevix-Trench™  Australia Cavcasian GETMI, GSTT1 Indnaduals wath Unselected and germtric ICE NA Ni& Ni& NA
hitokgieally conlirmed healthy mdivduals without
ACENOCATANOMEAS cancer or tamly hstory of
Canoer
Deakin®™ UK Cavcasian GETMI, GSTT1 Indnaduale who attendad Unrelated healthy ICE NA Ni& Ni& NA

one hospital (ANG)

indnaduaks from the sams

-

“e.? ScienceDirect

available at www.sciencedirect.com

journal homepage: www.ejconline.com

GSTM1, GSTT1, GSTP1, GSTA1 and colorectal cancer risk: A
comprehensive meta-analysis

. . . 56
Konstantinos P. Economopoulos *%°, Theodoros N. Sergentanis *°
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UTTAPXEI aAABNTO;
INFALLIBILITY

Critical appraisal of methodological aspects in the recent meta-analysis evaluating the association
between cyclin D1 G870A polymorphism and risk of breast cancer.

Sergentanis TN, Sarafis P.
J Cell Biochem. 2020 Jun;121(5-6):3029-3030. doi: 10.1002/jcb.29694. Epub 2020 Feb 25. No abstract available.

PMID: 32100336
Similar articles

Re_Jiang et al - Meta-analysis of association between TP53 Arg72Pro polymorphism and bladder cancer risk (Urology 2010.76:765),

Sergentanis TN, Economopoulos KP
Urology. 2011 Jan;77(1):259-60. No abstract available

PMID: 21195855 [PubMed - indexed for MEDLINE]

Meth: | | remark: rming the r meta-an 1 n 7. lym: hism an lor! | cancer risk

Economopoulos KP, Sergentanis TN
Eur J Surg Oncol. 2010 Dec,36(12):1225-6; author reply 1227-8. No abstract available.
54 [PubMed - indexed for MEDLINE]

Economopoulos KP, Sergentanis TN
Breast Cancer Res Treat 2010 Nov,124(1) 293-4 Epub 2010 Aug 5. No abstract available

PMID: 2 d - indexed for MEDLINE

ligible and not eligible studies in the recent meta-analysis about p53 polymorphism and breast cancer risk

Sergentanis TN, Economopoulos KP

Breast Cancer Res Treat 2010 Feb;120(1):261-2. Epub 2009 Sep 17. No abstract available.
PMID: 1 41 [PubMed - indexed for MEDLINE]

Related atgtions

Need for clarification of data in the recent meta-analysis about p53 polymorphism and gastric cancer risk
Economopoulos KP, Sergentanis TN
IntJ Cancer. 2010 May 15;126(10):2509. No abstract available.

PMID: 19739120 [PubMed - indexed for MEDLINE]

H €mTIAoyN TWV PHEAETWY Kal N
£Caywyn Twv 0EOOUEVWV:
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VIO TIG ETTIAECINEG MEAETEC

2TAdI0 4: KPITIKI agloAOynon TwV CUCTNHATIKWY OQOAUATWYV

Supplemental Table 3. Evaluation of quality based on the Newcastle-Ottawa scale for the included cohort studies.
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Supplemental Table 4. Evaluation of quality based on the Newcastle-Ottawa scale for the included case-control studies.

Selection

Comparability

Exposure

Total

Case defimition

Feprazentatrvenszs
of tha cazaz

Salaction of
controls

On zge

Cn othar
risk factars

Azsezzment of

Zame method of
ascartainment for
cases and controls

Mon-response

e e e e ]

ot ot | | o] o] ot | ot

ot 1 o] ot ot | ot

! et |t ot ot et |t

S Y P T -

RN UG N U PN (R

== = ]

e R I T Y TR ]

ot et | ot | ot | ot | o | ot | ot

] | ] ot | | ot ot | ot

[=H=l=1=l=_l ll=] L=T0=H e ]

= e

[l TP PR P NP

R Y U Y R P P -

RN Y PR U N Y P

=== ===l

BT TR TR R [T S Y

1

1

—

(=

—

=]

o

LARMUCC: Los Angeles Multiple Myeloma Case-Control Study
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2.TA010 5: N OTATIOTIKA OUVOeOoN
TWV ETTIMEPOUC ATTOTEAECUATWYV

Outcome

./\.

Discrete
(event)

O\

Odds Relative\ Risk
Ratio Risk Difference
OR) (RR) (RD)

(Basic Data)

Overall Estimate

Fixed Effects
Random Effects

Continuous
(measured)

Mean Standardized
Difference Mean Difference
(MD) (SMD)

(Basic Data)

Overall Estimate

Fixed Effects
Random Effects




Avaykaia n avalntnon TNC ETEPOYEVEIQC

Different subgroups representing various Hypothetical disease population made up of subgroups
patients’ characteristics and disease S
manifestations may have yd AN

different responses to treatment

Different inclusion criteria, /

patients' recruitment, and random //‘ ‘l \ /
variations may result in study / . “f \' || *
cohorts consisting of different ‘/ I
distributions and combinations of . : ‘L P
subgroups in RCTs RCT, “\ Ret, a8 RCT,

Protocol differences, study design and
reporting flaws, and publication bias
contribute to bias or exclusion of some
studies in meta-analysis

Unrepresented Overtepresented
subpopulations subpopulations

Interpreting result of meta-analysis of RCTs depends
on how data are synthesised: weighted average,
regression analysis, or individual patients' data
modelling.

Unevenly distributed
subpopulation

Figure 1: Diversity in populations of patients in clinical trials and meta-analyses

Lau J, loannidis JP, Schmid CH. Lancet 1998;351(9096):123-7.
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Types of heterogeneity

« Statistical heterogeneity

— observed intervention effects being more different from each other
than one would expect due to random error (chance) alone

« Methodological heterogeneity (methodological diversity)
— variability in study design and risk of bias (e.g. quality of

allocation concealment)

« Clinical heterogeneity (clinical diversity)
— variability in participants, interventions and outcomes studied
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[TNy€c neBodOAOYIKNAC Kal
KAIVIKNG ETEPOYEVEIQC

2 XEQIAOUOC TWV MEAETWV (KPITAPIA EVTALNG TWV
aoBevwy, Bepartreia, diapkela Bepatreiag)

[ToioTNTa TWV PEAETWYV (TUXOQIOTTOINON, ATTAQ ] OITTAG
TUPAEC HEAETEQ)

ETTitred0o atopou (TTPpoyVWAOTIKOI TTapAYOVTEC, TTANBUCOUOC
OTTOU TO ATOMO AVAKEI)

Outcomes (agloAdynaor) Toug)
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2. TATIOTIKEC QOKIMATIEC YIa TNV AcloAdynon TNG
ETEPOYEVEIAC

1. Mantel-Haenszel Q (a&oAoyeiTal oTto 0.05)

2. I?2 for inconsistency (ek@gpaleTal we %)
Euneipikad >50%: onuavTIKn ETEPOYEVEIA

Thresholds for the interpretation of 12 can be misleading, since the importance of inconsistency depends on several factors. A rough guide to interpretation is as follows

s (% to 40%: might not be important;
s 30% to 80%: may represent moderate heterogeneity™;
s 50% to 90%: may represent substantial heterogeneity™;

s 75% to 100%: considerable heterogeneity®.
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Sergentanis TN, Economopoulos KP.

Four polymorphisms in cytochrome P450 1A1 (CYP1A1l)

O «TTUpAVaC» TNG META-avAAuoNG:
Alaypaupa daocoug (forest plot)

Study %
D Odds ratio (95% CI) Weight
Ambrosone (1995) -1 263 (0.48,1451) 1052
Balley (1998) -— 0.99 (0.02,50.08)  1.99
Taioli (1999) f 1.24 (0.06, 26.56) 3.28
Basham (2001) - 279(0.31,24.95 639
Krajinovic (2001) - 152 (0.03, 76.89)  1.99
Hefler (2004) S 0.72 (0.09,6.02) 684
Li (2004) — 1.50 (0.25, 9.05) 9.54
Chacko (2005) —.-3-— 3.96(1.07,1459)  18.04
Singh (2007a) - : 0.10(0.01,1.76) 364
Singh (2007b) — 6.57 (1.43,30.15) 13.23
Sillanpaa (2007) -~ 200 (0.18,22.08) 532
Gulyaeva (2008) : > 36.48 (2.12,628.74) 3.79
Marie-Genica (2009) —_— 0.50 (0.10,2.40) 1243
Surekha (2009) ~ 3.02(0.12, 74.60) 299
Overall (I-squared = 18.9%, p = 0.247) Q 208 (1.19,361)  100.00
L f : |
00150 / 1 629

gene and breast cancer risk: a meta-analysis.
Breast Cancer Res Treat 2010;122(2):459-69.

AEIOAOYNON TNC ETEPOYEVEIAC
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ETepoyevela: KOUBIKN otV avaAuon

HETERCHGEMECUS
TREATMEMT EFFECTS

IGMORE

FI<ED-
EFFECTS
CDEL

TEST FOR
[inzensiive)

Do MOT POl
"WHEM
HETERCGEMEITY
% PRESENT

MCORPORATE EXPLAIN
WET &-
HE“;"EED&@' SUBGROLP HEEGrHrtESlSiIEEN
AMALYSES| | (control rate,
MODEL covaristes)
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MOava povréAa NeETa-avaAuoEwV
Fixed-Effects Model

Oewpei OTI TO NPAyuaTIiko PNEYEDOC
ANOTEAEOUATOC €ival KOIVO O€ OAEC TIG
WEAETEC
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MOava povtéAa NETA-AVAAUCEWV
Random-Effects Model

> EupuTeEpa XpnoIJONOIOUPEVO

> Oewpei OTI TO MPAyuaTIiKo PeyeBOC
anoTEAEOHATOC OIAPEPElI AnO PEAETN OE
HMEAETN

> To povTeAo enIAOYNC €ni oNUAVTIKNAG
ETEPOYEVEIQC
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Fixed effect
model —

*Assumes that the
estimate of treatment
effect in each study
included in a meta-
analysis i1s the same

*Assumes any variation
between studies would

disappear if all the

studies were infinitely
large




Random effects model: _

study effects are different
. but related
-_._
.-
41—
.___
Trial
specific
e effect  The width of the bell shape
reflects the amount of
heterogeneity

« For any particular set of studies in which heterogeneity is present, a
confidence interval around the random-effects pooled estimate is wider
than a confidence interval around a fixed-effect pooled estimate.

 RevMan implements a version of random-effects meta-analysis that is
described by DerSimonian and Laird (1986).



Random-Effects Model
(DerSimonian-Laird approach)

 AUO TTNY£EG HETABANTOTNTAG:

» within studies (between patients)
» between studies (heterogeneity)

 Aaupavouue

> O1apopeTIikO pooled estimate
> gupUTEpPA diaoTnUara epnioroouvng (CI)
> MEYAAuUTEpO p-value

> Apa «Mnio CUVTNPNTIKA>» anoTeEAEoHara
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AvayKkaioTnTa yia €ITECYyNON TNG ETEPOYEVEIAC

> AvaAuoeig unoopddwyv (subgroup analyses)

> MeTa-naAivopounon

} WOTE Va «EENynOei» n eTepoyéveia

ExPLAIM

HETEROGENEOUS
TREATMENT EFFECT=S
IGMNORE TEST FOR INCORPORATE
[inzensiive)
DO MOT POOL
Jev || i) | ot || s
MODEL HETSE%EESEEJFEITW MODEL AMALYSES

META-

REGRESSION
(control rate,
covariates)




Study

AvaAUoeIic unoopadwyv

ID

Case-control studies

Kastorini stroke MDS 34-55 (2011)
Yau stroke MD 14-20 (2011) <
Subtotal (I-squared = 26.5%, p = 0.243)

*

Longitudinal cohort studies

Fung total stroke aMed 6.3 [Q5] (2009) ——t
Agnoli stroke MeDi 6-9 (2011) —_—1
Gardener stroke MeDi 6-9 (2011) : 4~
Hoevenaar-Blom stroke MeDi 5-6 (2012) —;-0-—-
Hoevenaar-Blom stroke MeDi 7-9 (2012) —-0'—-

Subtotal (I-squared = 0.0%, p = 0.768)

Cross-sectional studies

1
1
|
|
|
|
Feart cross—sectional stroke MeDi 6-9 (2009) 0:
Scarmeas stroke MeDi 6-9 (2011) :

Tangney stroke MDS 30-45 (2011)

Gardener stroke MeDi 6-9 (2012) - :
Vercambre stroke MeDi 6-9 (2012) :
Subtotal (I-squared = 13.2%, p = 0.330)

Overall (I-squared = 69.1%, p = 0.000)

NOTE: Weights are from random effects analysis

%

OR/RR (95% Cl) Weight

0.25 (0.15, 0.42)
0.11 (0.03, 0.39)
0.20 (0.10, 0.41)

8.16
2.59
10.74

0.87 (0.74, 1.03)
0.82 (0.57, 1.18)
1.03 (0.61, 1.73)
0.77 (0.55, 1.07)
0.70 (0.47, 1.05)
0.84 (0.74, 0.95)

13.42
10.45
8.16
11.01
9.92
52.96

0.68 (0.24, 1.88)
0.87 (0.47, 1.60)
0.70 (0.52, 0.96)
0.56 (0.21, 1.52)
1.13(0.78, 1.64)
0.83 (0.66, 1.06)

3.64
7.03
11.41
3.78
10.42
36.29

0.71(0.57,0.89) 100.00

I I |
1 2 A

|
2

|
5

FIGURE 1: Forest plot describing the association between high adherence to Mediterranean diet and risk for stroke. Apart
from the overall analysis, the subanalyses on case-control (upper rows), longitudinal cohort (middle rows), and cross-sectional

studies (lower rows) are presented.

Psaltopoulou T, Sergentanis TN, Panagiotakos DB, Sergentanis IN, Kosti R, Scarmeas N.

Mediterranean diet, stroke, cognitive impairment, and depression: A meta-analysis.

Ann Neurol 2013;74(4):580-91.

>Tn OUYKEKPIMEVN HETA-avaAuon,
0 oxedIaoPOC anoTeAEi aiTIo
ETEPOYEVEIAC;




AvVaAUCEIC UTTOONAOWV

Breast Cancer Res Treat
DL 10.1007/510549-009-0694-5

EPIDEMIOLOGY

Four polymorphisms in cytochrome P450 1A1 (CYP1A1) gene
and breast cancer risk: a meta-analysis

Theodoros M. Sergentanis -
Konstantinos P. Economopoulos

Table 4 Pooled ORs by race for heterozygous, homozygous camiers, domimant, and recessive models for the C2453A (Thrd6l Asp)

pobymaorphism
Race Heterozygous (AC vs. CC) Homozygous (AA vs. CC)
OR (95% CI) Test for heterogeneity OR (95% CT) Test for heterogeneity
0.985 (0.868-1.117) P=0824 1.546 (0.862-2.722) P=0923
emenopausal (n = 5) 1.020 (0.638-1.630) P =10263 2709 (0.560-13.107) P=0793
Postmenopausal (n = 6) 0.931 (0.797-1.088) P=0305 1.641 (0.781-3.450) P=0518
Race Dominant model (AA and AC vs. COC) Recessive model (AA vs. CC and AC)
OR (95% CI) Test for heterogeneity OR (95% CI) Test for heterogeneity
Overall (n = 11) 0.992 (0.880-1.120) P =0822 1.535 (0.856-2.751) P =0929
Premenopausal (n = 5) 0.944 (0.633-1.410) P=0510 2.796 (0.580-13.482) P=0.793
Postmenopausal (n = 6) 1.090 (0.769-1.544)% P=0092 1.633 (0.777-3.432) P=0541

All pooled ORs were derived from fixed-effect models except for cells marked with (random™)
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Table 4 Results of the meta-analyses examining the association between patemal age and risk of childhood leukemia

“Oldest versus middle™

“¥ oungest versus middle™

Paternal age in increments

COmMparison CcOMmparison
n® RR (95 % Heterogeneity n® RR (95 % Heterogeneity n* RR (95 % Heterogeneity
[ §] F.p [ }] F.p CIy Fp
Analysis on ALL
Overall analysis 25 L0 452 %, 0008 22 1.09 256 %, 0134 10 104 709 %,
(1.02-1.19) (1L00=1.20} (L00-1.08y <0001
Subgroups by smdy design
Case-control studies 2L 471 %, 0008 19 111 330 %, 0082 & 104 732 %,
(1.01-1.18) (1.01-1.22}) (L00-1.08y <0001
Cohort studies 30 L2909~ 11.8%. 0322 3 094070 0.0%. 0778 2107 (098~ 303 %, 0231
1.70) 1.26) 1.17)
Subgroups by geographic region
Europe 14 113 26.2 %, 0,173 14 110(097- 251 %. 0184 6 105 0.0 %, 0.580
(1.05-1.23) 1.24) (1.02-1.08)
USA/Canada 4 1L190%4-  T21%, 0013 2 093 (082 0.0%. 091 3107097~ 8RO %,
1.52) 1.06) 1.18) <0001
Asia 2 079057- 00 %, 0425 2 117 (080 153 %. 0277 0 No smdies
1.09) 1.71)
Australia-NZ 4 096075~ 479%. 0124 4 1.4 0.0 %. 0.863 1 0861(0.74- NC
1.24) (1.07-1.43) 1.00)
Latin America 1 093 (046—- NC 0 No studies 0 No studies
1.89)
Subgroups by degree of adjustment
No adjustment 1% L09 474 %, 0014 14 1.4 41.8 %, 0050 3 109 575 %, 0.095
(1.00-1.20) (L00-1.29) (101,19}
Adjustment—no mutual 30 L2 (078~ 60.6%. 0079 5 097 (086~  00%. 083 4 103(0.97- 750 %. 0.007
adjustment for maternal 1.85) 1.09) 1.08)
amnd paternal age
Mutal adjustment for 4 1.06 (090~ 20.7%, 028 3 1.10(081- 0.0 %, 0.957 3 103098 0.0 %, 0520
maternal and parernal 1.25) 1.51) 1.08)
age
Subgroups by overall study quality
Low (MOS 1-3) 0 No studies 0 Nostudies 0  No smdies
Intermediate NOS 4-6) 9 108 (098~ 381%. 0114 8 Ll6 443 %, 0083 0 No smdies
1.20) (1L01-1.35)
High (NOS 7-9) 16 112 50.6 %, 0011 14 100 (091- 0.0 %, 0.578 10 104 709 %,
(1.00-1.25) 1.10) (L.00-1.08)  =0.001

Sergentanis TN, Thomopoulos TP, Gialamas SP, Karalexi MA, Biniaris-Georgallis SI, Kontogeorgi E, Papathoma P, Tsilimidos G, Skalkidou A, lliadou AN, Petridou ET.
Risk for childhood leukemia associated with maternal and paternal age.
Eur J Epidemiol. 2015;30(12):1229-61.
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MeTa-TraAivopounon (meta-regression)

> MovTeAo 1o onoio €€eTalel Tnv €nidpacn cuvexwVv (N KAl KaTnyopikwyv)
HETaBANTWYV OTO PMEYEODOC ANOTEAECHATOC.

> ANOTeAEl yevikeuon Twv avaAUCEwWV UNMoOoNadwy.

Typical meta-analysis Univariate meta-regression Multivariate response surface
Weighted average of Modelling data along Modelling data along
summary data one dimension multiple dimensions

Treatment effect
I
Treatment effect
I

| | | | | | | | | | |
Variable of interest

Figure 2: Summing-up evidence in single and multiple dimensions

Lau J, loannidis JP, Schmid CH. Summing up evidence: one answer is not always enough. Lancet
1998;351(9096):123-7.




Supplementary Figure 29. Plot depicting the modifying effect mediated by the percentage of males upon the association
between stroke and adherence to Mediterranean diet. The circle sizes represent the inverse of each within-study variance.

(A): High adherence

2 O

-1

log(effect estimate)

-2

I I I
0 20 40 60 80
percentage ofmales (%)
Meta-Regression Analysis
Table 3 presents the results of meta-regression analyses.

The protective effects mediated by high adherence to

Mediterranean diet in terms of risk for stroke seemed
Psaltopoulou T, Sergentanis TN, Panagiotakos DB, Sergentanis IN, Kosti R, Scarmeas N.

Mediterranean diet, stroke, cognitive impairment, and depression: A meta-analysis. ) -
Ann Neurol 2013;74(4):580-91. ficient = 0.84, 95% CI = 0.74-0.94; Supplementary Fig

29A).

more pronounced among males (exponentiated coef-
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AvaAuon euaicbnaiag

« AvdAuon evaiocOnoiag (sensitivity analysis): «n
e€aipean opIoUEVWVY UEAETWV ETTNPEALEl Ta ATTOTEAEOUATA
TNC UETa-avaAuoncg, »
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AvaAuon euaicdnaiag

Breast Cancer Res Treat
DOL 101007510549 -009-0604-5

EPIDEMIOLOGY

Four polymorphisms in cytochrome P450 1A1 (CYP1A1) gene
and breast cancer risk: a meta-analysis

Theodoros N, Sergentanis -
Konstantinos P. Economopoulos

Examining genotype frequencies in controls, significant
deviation from HWE was detected 1in two studies [48, 69],
which were both performed on Caucasian subjects_After
the exclusion of the two studies significantly departing
from HWE the associations demonstrated in Cancasian
populations retained their statistical significance. Specifi-

78


http://upload.wikimedia.org/wikipedia/en/d/d0/DBLP01.jpg

AvaAUOEIG UTTOOUAdWYV VS. avaAuoelgc euaioBnaiag

* OpIoPEVEC POPEC dNUIOUPYEITAI oUYXUOon avAUETa OTIC
AVAAUOEIC UTTOONAdWYV Kal TIC avaAuoElg euaioOnaoiag. MNapdAo
TTOU OI avaAUCEIC euaioBnoiag agopouv OToV TTEPIOPIOUO TNG
QVAAUONC O€ UTTOOUVOAO TwWV PEAETWY, OI OUO UEBODOI

dlapEPOUV.
AvaAUoE€ig UTTOOUAd WV Sensitivity analyses
EKTINAOEIC TTapEXOVTAI YIa KAOE * Agv TTPAYUATOTTIOIEITAI EKTIUNON
UTTOONGd yIa TNV/TIC HEAETEG TTOU

aTTOpaKpPUVETAl/VOVTAl ATTd
TNV avaAuon.
2TATIOTIKEG OUYKPIOEIG uTTopolV  * 'EpPECES
va Yivouv avaueoa oTIG OUYKPIOEIG/OUNTTEPAC AT
UTTOOADEG. AaupBavouv xwpa.




AcloAoynon Tou Publication bias —
Alaypauua xwviou (Funnel Plot)

Adpd: MNMapioTd 10 (tr.X. OR) o€ oxeon
UE TO TNG MEAETNC
ATtToucia o@aApaTog, QVEOTPAUMEVO

xwvi (inverted funnel)

ETri o@aAparoc:

//Tz’omovmo'cigz;/
\ 80




AcloAoynon Tou Publication bias —
Alaypauua xwviou (Funnel Plot)

Adpd: MNMapioTd 10 (tr.X. OR) o€ oxeon
UE TO TNG MEAETNC
ATtToucia o@aApaTog, QVEOTPAUMEVO

xwvi (inverted funnel)

ETri o@aAparoc:

Aonuoaoievteg UIKPES LUEAETES
\ 81




Ameri Strok
Stroke erican Stroke

A Division of Amearican
Joummar ar v AMeEricany Hiany ASSOCIATION Heaart Assaciation :

Carotid Artery Stenting Verzus Carotid Endarterectomy: A Comprehenszive
AMeta-Analysiz of Short-Term and Long-Term Outcomes
Konstanhnos P. Economopoulos, Theodoros N, Sergentamis, Georgros Tarvegoulis,
Anargiros D Manohs and Chnstodoulos Stefanach=
Stroke pubhished onlme Jan 13, 2011;

DOI: 10.1161/S5TROEEAHA 110606079

2TATIOTIKEG DOKIPATIEG YIA TNV
agloAOynon TOU CUCTNUATIKOU
O@AAPATOC dNuUOCisuoNnG:

» Begg’s test
» [Egger’s test
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2.TA0IO 7:
“the structured report”

Journal of
Clinical
Epidemiology

Journal of Clinical Epidemiology 62 (2009) e1—e34

The PRISMA statement for reporting systematic reviews
and meta-analyses of studies that evaluate health care interventions:
explanation and elaboration

Alessandro Liberati' " Douglas G. Altman®, Jennifer Tetzlaff”, Cynthia Mulrow”,
Peter C. Ggtzsche®, John PA. Toannidis’, Mike Clarke™”, PJ. Devereaux'”,
Jos Kleijnen'"", David Moher*"

83



2.TA0IO 7:
“the structured report”

Ev KaTakAEiol

- AvoAuTIKN TTEPIYPA®N UTTOBe0NC, HEBODOAOYIOC Kal
OTPATNYIKNAG

- AVOAUTIKOG TTivaKaGg

Flow chart, Forest plots, Funnel plot

EvdeAexnc avaAuaon Kal UTToavaAUOoEIg
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MeTa-avaAuon kail 0 «Zuyoc» TnG Tekunpiwuévng laTpikng
(evidence-based medicine)

Meta-analysis .
systematic |—— Quality

reviews ratlng/

Randomised Quality B
controlled trials rating /
Observational Qualiy [ Evidgnca [ _, Graded
studies rating 47| | table | | recommendation
) Considered
Nnn—anfilyrnc judgment
studies

Expert opinion

Overview of the process for developing and grading guideline recommendations

Harbour R, Miller J. A new system for grading recommendations in evidence based guidelines. BMJ 85

2001;323(7308):334-6.



MeTa-avaAuaon: TTPWTEIO OTNV IEPAPXIa TNG
TEKUNPIWMEVNC 1aTPIKNG (evidence-based medicine)

Box 1 Hierarchy of study types

. S}rstematic reviews and meta-analyses of randomised
controlled trials

e Randomised controlled trials

e Non-randomised intervention studies
e Observational studies

e Non-experimental studies

e lxpert opinion

Harbour R, Miller J. A new system for grading recommendations in evidence based guidelines. BMJ
2001;323(7308):334-6. 86



MeTa-avaAuaon: TTPWTEIO TNV IEPAPXia TNG
TEKUNPIWMEVNC 1aTPIKNG (evidence-based medicine)

Box 3 Revised grading system for
recommendations in evidence based guidelines

Levels of evidence

I++ High quality meta-analyses, systematic reviews of
RCTs, or RCTs with a very low risk of bias

I+ Well conducted meta-analyses, systematic reviews
of RCTs, or RCTs with a low risk of bias

Grades of recommendations

A At least one meta-analysis, systematic review, or RCT
rated as 1+ + and directly applicable to the target
population or

I- Meta-analyses, systematic reviews or RCTs, or RCTs
with a high risk of bias
2++ High quality systematic reviews of case-control or
cohort studies or

High quality case-control or cohort studies with a
very low risk of confounding, bias, or chance and a
high probability that the relationship is causal
2+ Well conducted case-control or cohort studies with
a low risk of confounding, bias, or chance and a
moderate probability that the relationship is causal
2- Case-control or cohort studies with a high risk of
confounding, bias, or chance and a significant risk that
the relationship 1s not causal
3 Non-analytic studies, eg case reports, case series
4 Expert opinion

ATsystematic review ol RGTs or a body ol evidence
consisting principally of studies rated as 1 + directly
applicable to the target population and demonstrating
overall consistency of results
B A body of evidence including studies rated as 2 + +
directly 11:-p]1cable to the target population and
demonstrating overall consistency of results or

Extrapolated evidence from studies rated as 1 + +
or 1+
C A body of evidence including studies rated as 2 +
directly 11:-p]1cable to the target population and
demonstrating overall consistency of results or

Extrapolated evidence from studies rated as 2 + +
D Evidence level 3 or 4 or

Extrapolated evidence from studies rated as 2 +

Harbour R, Miller J. A new system for grading recommendations in evidence based

guidelines. BMJ 2001;323(7308):334-6.
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Table 1

Checklist of items 1o include when reporting a svstematic review (with or without meta-anal vsis).

Section/Topic #  Checklist Trem Reported on Page #

TITLE

Title I Tdentify the report as a systematic review, meta-analvsis, or both,

ABSTRACT

Structured summary 2 Provide a structured summary including, as applicable: background: objectives; data sources: study eligibility criteria, participants, and
interventions; study appraisal and synthesis methods: results; imitations: conclusions and imphications of kev findings: svstematic review
registration number.

INTRODUCTION

Rationale 3 Describe the rationale for the review in the context of what is already known.

Objectives 4 Provide an explicit statement of questions being addressed with reference to participants, interventions, comparisons, outcomes, and study
design (PTCOS).

METHODS

Protocel and registration 5 Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address), and, if available, provide registration information
including registration mumber.

Eligibility criteria 6 Specifly study charactenistics (e.g., PICOS, length of follow-up) and report characteristics (e.g., vears considerad, language, publication stas)
used as criteria for eligibility, giving rationale.

Information Sources 7  Describe all information sources (e.g., databases with dates of coverage, contact with study authors w identify additional smdies) in the search
and date last searched.

Search §  Present full electronic search strategy for at least one database, including any limits used. such that it could be repeated.

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).

Data collection process 10 Describe method of data extraction from repons (e.g., piloted forms, independently, in duplicate) and any processes for obtaning and
confirming data from investigators.

Data items 11 List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and simplifications made.

Risk of bias in individual smdies 12 Describe methods used for assessing risk of bias of individual sdies (including specification of whether this was done at the study or outcome
level), and how this information is o be used in any data synthesis,

Surmmary rmeasures 13 State the principal summary measures (e.g.. risk ratio, difference in means),

Synthesis of results 14 Describe the methods of handling data and combining results of studies, if done, including measures of consistency (e.g.. 1% for each
meta-analysis.

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).

Additional analyses 16 Describe methods of additional anal vses (e.g.. sensitivity or subgroup analyses, meta-regression), if done, indicating which were pre-speci fied.

RESULTS

Study selection 17 Give numbers of studies screened, assessed for eligibility, and included in the mview, with reasons for exclusions at each stage, ideally with a
flow diagram.

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.

Risk of bias within studies 19 Present data on nisk of bias of each study and. if available, any outcome-level assessment (see Item 12)

Results of individual smdies 20 For all outcomes considered (henefits or harms), present, for each study: (a) simple summary data for each intervention group and (b) effect
estimates and confidence intervals, ideally with a forest plot

Swynthesis of results 21 Present results of each meta-analvsis done, including confidence intervals and measures of consistency.

Risk of bias across studies 22 Present results of any assessment of risk of bias across studies (see Item 15)

Additional analysis 23 Give resuls of additional analvses, if done (e.g., sensitivity or subgroup analvses, meta-regression [see Ttem 16]).

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., health
care providers, users, and policy makers).

Limitations 25 Discuss limitations at study and outcome level (e.g., risk ofbias), and at review level (e.g., incomplete retrieval of identified research, reporting bias).

Conclusions 26 Provide a genenl interpretation of the results in the context of other evidence, and implications for future research. 88

FUNDING

Funding 27  Describe sources of funding for the systematic review and other support (e.g.. supply of data); role of funders for the svstematic review




2.uNTNOoN Kai dlaouvoeon TNG META-AVAAUCONC
Baoel Tn¢ Aiotac PRISMA
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Section/Topic # Checklst liem

TITLE

Title | Identify the report as a systematic review, mela-analysis, or both.

ABSTRACT

Structured summary ) Provide a structured summary meluding, as applicable: background; objectives; data sources; study elgibility cniena, participants, and
interventions, study appraisal and synthesis methods; results; limitations; conclusions and implications of key findings; systematic review
registration number

INTRODUCTION

Rationale 3 Describe the rationale for the review m the context of what 1s already known.

Objectives 4 Provide an explicit statement of questions being addressed with reference to participants, terventions, comparisons, outcomes, and study
design (PICOS).

METHANG

90



METHODS
Protocol and registration

Ehgibility critera
Information sources

Search
Study selection

Data collection process

Data items
Risk of bias m individual studies

Summary measures
Synthesis of results

Risk of bias across studies
Additional analyses

iialal Bd Ran'al

10

1

12

14

13
16

Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address), and, if available, provide registration information
including registration number.

Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years considered, language, publication status)
used as criteria for eligibility, giving rationale,

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.

Present full electronic search strategy for at least one database, including any Timits used, such that it could be repeated.

State the process for selecting studies (1.¢., screening, eligibility, included n systematic review, and, if applicable, included in the
mela-analysis).

Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) and any processes for obtaining and
confirming data from mvestigators.

List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and simplifications made.
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 mformation 1 (o be used in any data synthesis.

State the principal summary measures (¢.g., sk ratio, difference in means).

Describe the methods of handling data and combining results of studies, if done, including measures of consistency (e.g. I') for each
meta-analysis.

Specify any assessment of risk of bias that may affect the cumulative evidence (¢.g., publication bias, selective reporting within studies).
Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-regression), if done, indicating which were pre-specified.
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RESULTS
Study selection

Study characteristics
Risk of bias within studies
Results of idividual studies

Synthests of results

Risk of bias across studies
Additional analysis
DISCUSSION

Summary of evidence

Limitations
(Conclustons

FUNDING
Funding

2l
2
23
A

25
26

2l

Give numbers of studies screened, assessed for eligibifty, and included in the review, with reasons for exclusions at each stage, ideally with a
flow diagram.

For each study, present characteristics for which data were extracted (e.8., study size, PICOS, follow-up period) and provide the citations,
Present data on risk of bias of each study and, if available, any outcome-level assessment (see ltem 12)

For all outcomes considered (benefits or harms), present, for each study: (a) simple summary data for each intervention group and (b) effect
estimates and confidence intervals, ideally with a forest plot,

Present results of each meta-amalysis done, including confidence ntervals and measures of consistency.

Present results of any assessment of risk of bias across studies (see ltem 15),

Give resuls of additional analyses, if done (e.g., sensiivity or subgroup analyses, meta-regression [see liem 16]).

Summarize the main findings including the strength of evidence for each main outcome; consider their relevance to key groups (e.g., health
care providers, users, and policy makers),

Discuss imitations at study and outcome level (e.g., isk of bias), and at review level (e.g., incomplete retrieval of identified research, reporting bias),
Provide a general mterpretation of the results in the context of other evidence, and mplications for future research.

Describe sources of funding for the systematic review and other support (.., supply of data); role of funders for the systematic review.
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PRISMA, 2020

Box 2: Noteworthy changes to the PRISMA 2009 statement
* Inclusion of the abstract reporting checklist within PRISMA 2020 (see item #2 and table 2).

* Movement of the ‘Protocol and registration’ item from the start of the Methods section of the checklist to a new Other section, with addition of a
sub-item recommending authors describe amendments to information provided at registration orin the protocol (see item #24a-24c).

* Modification of the ‘Search’ item to recommend authors present full search strategies for all databases, registers and websites searched, not just at
least one database (see item #7).

* Modification of the ‘Study selection’ item in the Methods section to emphasise thereparting of how many reviewers screened each recard and each
report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process (see item #8).

¢ Addition of a sub-item to the ‘Data items’ item recommending authors report how outcomes were defined, which results were sought, and methods
for selecting a subset of results from included studies (see item #10a).

¢ Splitting of the ‘Synthesis of results’ item in the Methods section into six sub-items recommending authors describe: the processes used to decide
which studies were eligible for each synthesis; any methods required to prepare the data for synthesis; any methods used to tabulate orvisually
display results of individual studies and syntheses; any methods used to synthesise results; any methods used to explore possible causes of
heterogeneity among study results (such as subgroup analysis, meta-regression); and any sensitivity analyses used to assess robustness of the
synthesised results (see item #13a-13f).

* Addition of a sub-item to the ‘Study selection’ item in the Results section recommending authors cite studies that might appear to meet the
inclusion criteria, but which were excluded, and explain why they were excluded (see item #16b).

e Splitting ofthe *Synthesis of results’ item in the Results section into four sub-items recommending authors: briefly summarise the characteristics
and risk of bias among studies contributing to the synthesis; present results of all statistical syntheses conducted; present results of any
investigations of possible causes of heterogeneity among study results; and present results of any sensitivity analyses (see item #20a-20d).

* Addition of new items recommending authors report methods for and results of an assessment of certainty (or confidence) in the body of evidence
foran outcome (see items#15 and #22).

* Addition of a new item recommending authors declare any competing interests (see item #26).

¢ Addition of a new item recommending authors indicate whether data, analytic code and other materials used in the review are publicly available
and if so, where they can be found (see item #27).
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PRISMA, 2020

Table 2 | PRISMA 2020 for Abstracts checklist*
Item # Checklistitem

Section and topic
Title

Title 1 Identify the report as a systematic review.

Background

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

Methods

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

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

Risk of bias 5 Specify the methods used to assess risk of bias in the included studies.

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

Results

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

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

Discussion

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

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

Other

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

Registration 12 Provide the register name and registration number.

*This abstract checklist retains the same items as those included in the PRISMA for Abstracts statement published in 201 3,% but has been revised to make the wording consistent with the
PRISMA 2020 statement and includes a new item recommending authors specify the methods used to present and synthesise results (item #6).
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Reports of studies included Registers (n=) Duplicate records Organisations (n=)
in previous version of removed (n=) Citation searching (n=) etc
review (n=) Records marked as
ineligible by automation
tools (n=)
Records removed for
other reasons (n=)
w

Records screened (n=) — Records excludedt (n=)

! !

Reports sought for retrieval —s Reports not retrieved (n=) Reports sought for retrieval — Reports not retrieved (n=)

(n=) (n=)
Reports assessed for __, Reports excluded: Reports assessed for __, Reports excluded:
eligibility (n=) Reason 1 (n=) eligibility (n=) Reason 1 (n=)
Reason 2(n=) Reason 2 (n=)
l Reason3(n=)etc Reason 3 (n=) etc
New studies included in
review (n=) )
Reports of newincluded
studies (n=) o , L ,
*Consider, if feasible to do so, reporting the number of records identified from each database or register
l searched (rather than the total number across all databases/registers)
tif automation tools were used, indicate how many records were excluded by a human and how many were
Total studies included in excluded by automation tools
review (n=)
" Reports of total included
studies (n=)

Fig 1| PRISMA 2020 flow diagram template for systematic reviews. The new design is adapted from flow diagrams proposed by Boers,** Mayo-Wilson
et al.”® and Stovold et al.”” The boxes in grey should only be completed if applicable; otherwise they should be removed from the flow diagram.

Note that a “report” could be a journal article, preprint, conference abstract, study register entry, clinical study report, dissertation, unpublished
manuscript, government report or any other document providing relevant information.
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