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Emoiwkoueva pabnoiaka atroreAéopata (ILOS)

* Na avaAuere Tnv €vvola TOU CUCTAMUATIKOU OQAAUATOC KAl va TNV
avrimapaBarAeTe ye TRV Evvola TOU TUXAIOU OQAAUATOC

* Na mepIypapere €idnN CUCTNMATIKWY CPAAUATWYV

* Na kpivere TNV TTOIOTNTA PIOG HEAETNG AOBEVWV-PAPTUPWY, MIOG
TTPOOTITIKNG MEAETNG KAI PIAG OUYXPOVIKNG MEAETNG, BACEI TNG
KAipakag Newcastle-Ottawa
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AvoAuTikn) ETidnuioAoyia: €peuvec aoBevwv-puapTupwyv
rzcase-control studies)
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Tuxaio opdaAua (random error)
VS. ouoTNUATIKO oPaApa (bias)

* Tuyxaio opAApa: o@AApa 1O OTTOI0 OEV £XEI KATEUBUVON,
o@eiAETal OTNV TUXN, OTN OEIyUATOANWIa

e 2UOCTNMATIKO OPAAPA: £XEl KATEUBUVON (UTTEPEKTIMNON N
UTTOEKTINON TNG OUOXETIONG/O1aPOPAC), OXETICETAI UE TO
oXeOIOOMO TNGC MEAETNG



High precision
Low validity

Low precision
Low validity

2UOTNUATIKO
oQAAua

Low precision
High validity

High precision
High validity

Tuxaio o@aAua
MIKPEG MENETEG)

2TOX0G: N aAnBn¢ TiuA (ocuoxETion/diagopd) otov TTANBUCUO




Result of single survey

95% conhdence Imits

MikpO Tuxaio o@aAua dev onpaivel opdn ekTiunon TNG TIMAG oToV TTANBUO O
(MTTOPEI VO UTTEICEPXETAI CUCTNMATIKO OQAAUQ)
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2UCTNUATIKO OQAAPa

//——P

Tuxaio o@aAua

Study size

YTTapxouv KAiJaKeG agloAOynong CUCTNUATIKWY
OQOAPATWY BAOElI TOU OXEDIAOUOU Hiag HEAETNG, EIDIKEG
ava TUTTO PHEAETNG



E@apuoyEC TNC KAIJAKaAC

H NOS xpnoiuotroigital yia tnv paduoAdynon 1ng
TTo1I0TNTAC / agIoOAOYNON CUCTNUATIKWY CPAAUATWV:
* [1POOTITIKWYV PMEAETWYV

* MeAeTWV aoBevwy — PHapTUPWV

e 2UYXPOVIKWV PMEAETWYV (cross-sectional)



AZloAoynon TN TToIOTNTAC MEAETNG QOCOEVWV-UAPTUPWV:
N kKAipaka Newcastle-Ottawa

NEWCASTLE - OTTAWA QUALITY ASSESSMENT SCALE
CASE CONTROL STUDIES

Note: A study can be awarded a maximum of one star for each numbered item within the Selection and
Exposure categories. A maximum of two stars can be given for Comparability.

Selection

1) Is the case definition adequate?
a) ves, with independent validation #
b) ves, eg record linkage or based on self reports
c) no description

2) Representativeness of the cases
a) consecutive or obviously representative series of cases #
b) potential for selection biases or not stated

3) Selection of Controls
a) community controls ¥+
b) hospital controls
c) no description

4) Definition of Controls
a) no history of disease (endpoint) #
b) no description of source
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AgZloAGYNOoN TNG TTOI0TNTAG PEAETNG AOOEVWV-PAPTUPWV: N
KAipaka Newcastle-Ottawa

Comparability

1) Comparability of cases and controls on the basis of the design or analysis
a) smdy controls for (Select the most important factor.) #
b) study controls for any additional factor # (This criteria could be modified to indicate specific
control for a second important factor.)

Exposure

1) Ascertainment of exposure

a) secure record (eg surgical records) #

b) structured mterview where blind to case/control status
c) mterview not blinded to case/control status

d) written self report or medical record only

e) no description

2) Same method of ascertainment for cases and controls
a) yes ¥+
b) no

3) Non-Response rate
a) same rate for both groups #
b) non respondents described
c) rate different and no designation

> 2ZKEQPTEITE KPITIKA KAl dIACUVOEDTE PE TOUG
TUTTOUG OUCTAHOTIKWY CQAANATWYV
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» Y1revOuuion: MNwg eAEyxoupe TOug
OUYXUTIKOUG TTAPAYOVTEC OTNV
EmdnuioAoyia;
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AVTIUETWTTION TWV CUYXUTIKWYV TTAPAYOVTWY OTNV

EidnuioAoyia

A. Kard 10 axedlaagud piag JEAETNG

« Tuxalotroinon (randomization):

v' KABe aTopo €xel TNV idla TBavoTNTa va a1rodobei T1.X. o€ KABE Xopnyouuevn aywyn.
MePIoPIoPOG: €QaPUAOZETal OTIG KAIVIKEG MEAETEG.

v' XpAoIun yia TNV eEAAEIPN YVWOTWY KAl AYVWOTWY GUYXUTIKWY TTAPAYOVTWYV

* [eplopioudg (restriction):

T.X. dlEgaywyn Hiag JEAETNG HOVO O€ KATTVIOTEG =

« E&opoiwon (matching):
T.X. O€ MEAETEC AOBEVWV HAPTUPWYV ETTIAOYH TWV NAPTUPWV

1:1 (4 1:n, m:n) idiag nAikiag, id1ou GUAOU KATT.

A@opouv o€ yvwaoToug
OUYXUTIKOUG TTOPAYOVTEG

14




AVTIUETWTTION TWV CUYXUTIKWYV TTAPAYOVTWY OTNV
EidnuioAoyia

B. Kara tnv avaAuon piag JEAETNG
« AlaoTpwuatwaon (stratification)

* [lpoTuTTWGON (standardization): avaywyrn o€ TTPOTUTIO
TTANBUOUO

* [MoAupeTaBANTA avaAuon (multivariate adjustment, moAuueraBAnTs
«ITpOGapuoyﬁ»)



[ToAuTTapayOVTIKA YPauuIKA TTaAIivOpounon (multivariate
linear regression)

duAo

AveEdprnre EkTTaidsuo n b

ueraBAntéc: IVE, @uAo 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.



AvaAuTIKA ETTIONuIoAoyia: €peuvec aoBevVwV-
uapTupwyv (case-control studies)

AIGKpION JE KPITAPIO AV £XOUV TTPOCPANBEI 1 OxI ATTd TO UTTO
MEAETN vOOonua:

* A) Ouada aréuwy TToU TTACXEI ATTO TO VOonUa (aoBevEiQ)

* B) Ouada aropwy 1Tou dev TTACXEl ATTO TO vOonua (MAPTUPEG)

e 2UYKPION TwWV dUO OPAdwyV: e BAon Tn ouxvoTnTa TOU
MOavoAoyoupevou AITIOAOYIKOU TTapAyovTa OTIC OUO OPADEG



AEIONO
KAIJOK

N TNG TTOIOTNTAC MEAETNG ACOEVWV-HOPTUPWV: N

Yno
arNewcastle—Ottawa

Comparability

OUYXUTIKOUG
TTAPAYOVTEG

1) Comparabilitv of cases and controls on the basis of the design or analysis ;
(confounding)

a) study controls for (Select the most important factor.) #
b) study controls for any additional factor # (This critenia could be modified to indicate specific

control for a second important factor))

Exposure

1) Ascertainment of exposure

a) secure record (eg surgical records)

b) structured mterview where blind to case/control status #
c) mterview not blinded to case/control status

d) written self report or medical record only

) no description

2) Same method of ascertainment for cases and controls
a) yes ¥
b) no

3) Non-Response rate
a) same rate for both groups #
b) non respondents described
c) rate different and no designation

‘EAeyx0g yia Toug
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Selection #1: Case definition

Selection

1) Is the case definition adequate?
a) ves, with independent validation #
b) ves. eg record linkage or based on self reports
c) no description

CODING MANUAL FOR CASE-CONTROL STUDIES
SELECTION
1) Is the Case Definition Adequate?

a) Requires some independent validation (e.g. =1 person/record/time/process to
extract information, or reference to primary record source such as x-rays or
medicalhospital records) W

b) Record linkage (e.g. ICD codes in database) or self-report with no reference to
primary record

¢) No deseription




Selection #1: Case definition

CODING MANUAL FOR CASE-CONTROL STUDIES

Selection SELECTION

1) Is the case definition adequate? 1) Is the Case Definition Adequate?
a) ves, with independent validation #
b) ves. eg record linkage or based on self reports a) Requires some independent validation (e.g. =1 person/record/time/process to
c) no description extract information, or reference to primary record source such as x-rays or

medicalhospital records) W

b) Record linkage (e.g. ICD codes in database) or self-report with no reference to
primary record

¢) No deseription

MATERIALS AND METHODS AcBeveic amo Ta apyeio tne B’

Participants included 67 patients with RVO, 39 with CRVO Navemotnpiakic OpBaipoloyikn g KAIKAC.
and 28 with BRVO, who were recruited at the Retina
Department, 2nd Department of Ophthalmology, University
of Athens, Athens, Greece. Individuals with corneal abnorm-



Selection 2# Representativeness of the
cases

2) Representativeness of the Cases

2) Representativeness of the cases a) All eligible cases with outcome of interest over a defined period of time, all cases

a) consecutive or obviously representative series of cases % m a defimed catchment area. all cases in a defined hospital or elinic, group of

b) potential for selection biases or not stated hospitals, health mamtenance organisation, or an appropriate sample of those

cases (e.g. random sample) ¥
b) Not satistying requirements i part (a), or not stated.




Selection 2# Representativeness of the

CaSesS

2) Representativeness of the cases
a) consecutive or obviously representative series of cases #
b) potential for selection biases or not stated

2) Representativeness of the Cases

a) All eligible cases with outcome of interest over a defined period of time, all cases
m a defimed catchment area. all cases in a defined hospital or elinic, group of
hospitals, health mamtenance organisation, or an appropriate sample of those
cases (e.g. random sample) ¥

b) Not satistying requirements i part (a), or not stated.

MATERIALS AND METHODS

Participants included 67 patients with RVO, 39 with CRVO
and 28 with BRVO, who were recruited at the Retina
Department, 2nd Department of Ophthalmology, University
of Athens, Athens, Greece. Individuals with corneal abnorm-

Agv avaypadetat 0Tl oL acBeveic Atav
oAANAOSLASOXOL OE GUYKEKPLUEVN XPOVLKNA
neplodo




Selection 3#: Selection of controls

3) Selection of Controls
3} SElﬂtlﬂﬂ ﬂf Cﬂﬂtﬂls This tem assesses whether the control series used in the study is derived from the
ﬂ) 'Cﬂﬂ]m.].]-ﬂ].t}r cont I‘D]."; = same population as the cases and essentially would have been cases had the outcome
’ been present,
'b) hﬂﬁpitﬂl ':ﬂﬂu-ﬂlﬁ a) Commmig confrols (i.e. same community as cases and would be cases if had
outcotne)
'C) o 'd'E'SCIiptiﬂﬂ b) Hospital controls, within same conununity as cases (i.e. not another city) but
derived from a hospitalised population

¢) No description




Selection 3#: Selection of controls

3) Selection of Controls

3} E.El&tlﬂﬂ ﬂf Cﬂﬂrﬂls This tem assesses whether the control series used in the study 1s derived from the
-ﬂ.:' C ﬂﬂ]mmtjr cont Iﬂ'].'g .! same population as the cases and essentially would have been cases had the outcome
’ been present,
'h.} hﬂﬂpitﬂl Cﬂﬂtl‘[.‘t]ﬁ a) Comnumig confrols (i.e. same community as cases and would be cases if had
outcotne)
'C:} o descriptiﬂu b) Hospital controls, within same conununity as cases (i.e. not another city) but

derived from a hospitalised population

¢) No description

3) Selection of controls: Aev undpxeL avapopd yia T Twg
a) Community controls {one star) EMAEXBNKAV OL LAPTUPEC.
b) Hospital controls
c) Mo description




Selection 4#: Definition of Controls

4) Definition of Controls
a) no history of disease (endpoint) #
b) no description of source

4) Definition of Controls

a) If cases are first ocomrrence of outcome, then it must explicitly state that controls
have no history of this outcome. If cases have new (not necessarily first)
oceurrence of outcome. then controls with previous occurrences of outcome of
mterest should not be excluded.

b) No mention of history of outcome




Selection 4#: Definition of Controls

4) Definition of Controls

4) Definition of Controls

- - . a) If cases are first ocomrrence of outcome, then it must explicitly state that controls
a) no hustory of disease (endpomt) = have no history of this outcome. If cases have new (not necessarily first)

oceurrence of outcome. then controls with previous occurrences of outcome of
mterest should not be excluded.
b) No mention of history of outcome

b) no descniption of source

4) Definition of controls:
a) No history of disease (endpoint) (one star) \/
b) No description of source

and psychiatric diseases were excluded. In addition, 70 age-
and sex-matched controls without RVO or other ocular disease
related to the above-mentioned exclusion criteria were also
enrolled in the study. All procedures were in accordance with

Agv UTIPXE LOTOPLKO amodppaéng
dAEBOG OTOUC MAPTUPEG.



Comparability

COMPARABILITY

1) Comparability of Cases and Controls on the Basis of the Design or Analysis

Comparability A maximum of 2 stars can be allotted in this category
1) Comparability of cases and controls on the basis of the design or analysis Either cases and controls must be matched in the design and/or confounders must be
a)study controlsfor _ (Select the most important factor.) adjusted for in the analysis. Statements of no differences between groups or that

b) study controls for any additional factor # (This criteria could be modified to mdicate specific

! differences were not statistically significant are not sufficient for establishing
control for a second important factor.) = -

comparability. Note: If the odds ratio for the exposure of interest 1s adjusted for the

confounders listed, then the groups will be considered to be comparable on each
variable used in the adjustment.

There may be multiple ratings for this stem for different categories of exposure (e.g.
eVer Vs, never, current Vs, previous or never)

Age =7 _ Other controlled factors = ¥




Comparability

COMPARABILITY

1) Comparability of Cases and Controls on the Basis of the Design or Analysis

Comparability : in thi
omparabiit A maximum of 2 stars can be allotted in this category
1) Comparability of cases and controls on the basis of the design or analysis Either cases and controls must be matched in the design and/or confounders must be
a)study contrelsfor __ (Select the most important facter) # adjusted for in the analysis. Statements of no differences between groups or that
b) study controls for any additional factor # (This criteria could be modified to mdicate specific lifferences were not statistim]ly sienificant are not sufficient for establishing
control for a second important factor.) e © = . . .-
comparability. Note: If the odds ratio for the exposure of interest 1s adjusted for the

confounders listed, then the groups will be considered to be comparable on each
variable used in the adjustment.

There may be multiple ratings for this stem for different categories of exposure (e.g.
eVer Vs, never, current Vs, previous or never)

Age =¥ _ Other controlled factors = ¥

Table 2. Results of the multivariate logistic regression analysis, examining factors associated with retinal vein occlusion.

Category/Increment Odds ratio (95%Cl) p-Value
Educational level University vs. Secondary school 11.31 (3.64-35.13) <,001
Smoking Yes vs. No 28.35 (6.51-123.24) <.001
Exercise Mild/Moderate vs. No 0.07 (0.02-0.29) <.001
Dyslipidaemia Yes vs. No 5.51 (1.51-20.09) 010
Thyroidopathy Yes vs. No A A 9.47(1.79-50.00) .008

/\ /\

H pelétn npayuatomnolel e€opoiwon yla
nAwia kat pUAo, KaBwg emiong
TIOAUTTApAyOVTLKA avaAuon. Av Bswprjocoupe
KUPLO GUYXUTLKO Ttapayovta Thv nAtkia 2>
S00 aoctepdkia



Exposure #1: Ascertainment of exposure

Exposure

EXPOSURE
1) Ascertainment of exposure

a) secure record (eg surgical records) #

b) structured mnterview where blind to case/control status ¥+
c) mterview not blinded to case/control status Allocation of stars as per rating sheet
d) written self report or medical record only
e) no description

Ascertainment of Exposure




Exposure #1: Ascertainment of exposure

Exposure

EXPOSURE
1) Ascertainment of exposure

a) secure record (eg surgical records) #

b) structured mnterview where blind to case/control status ¥+

c) mterview not blinded to case/control status Allocation of stars as per rating sheet
d) written self report or medical record only

Ascertainment of Exposure

e) no description

Demographic (age, sex, marital status and education level)
and lifestyle data (smoking, alcohol consumption, exercise),
medical history and comorbidities (hypertension, diabetes
mellitus, thyroidopathy, cardiovascular diseases, coagulation
disorders) were recorded.

Aev mopéxovtal mMAnpodopLeg yLa Tov TPOTO
Kataypadng Twv eKBECEWV.



Exposure #2: Method of ascertainment

EXPOSURE

2) Same method of ascertainment for cases and controls

a) yes ¥
b) no

Ascertainment of Exposure

Allocation of stars as per rating sheet




Exposure #2: Method of ascertainment

2) Same method of ascertainment for cases and controls

a) yes ¥
b) no

EXPOSURE

Ascertainment of Exposure

Allocation of stars as per rating sheet

Demographic (age, sex, marital status and education level)
and lifestyle data (smoking, alcohol consumption, exercise),
medical history and comorbidities (hypertension, diabetes
mellitus, thyroidopathy, cardiovascular diseases, coagulation

disorders) were recorded.

Agv ouvayetal Stadopd avAapeECA OTOV TPOTIO
Kataypadng oe aoBeVeLG Kal LAPTUPEG
(wotdoo Ba Rtav kaAo va eixe SnAwdel
gekabapa).



Exposure #3: Non-Response Rate

3) Non-Response rate
a) same rate for both groups #
b) non respondents descnibed
c) rate different and no designation

Non-Response Rate

Allocation of stars as per rating sheet




Exposure #3: Non-Response Rate

3) Non-Response rate
a) same rate for both groups #
b) non respondents descnibed
c) rate different and no designation

Non-Response Rate

Allocation of stars as per rating sheet

Agv uTtapyouv mAnpodopieg avadopLKa LE TN
LN QTTOVTNTLKOTNTO O A0BEVELG KAl LAPTUPEG.



[Mapadeiyua agloAdynong HEAETNC A0OEVWV-HOPTUPWYV

Selection Comparability Exposure

Case Representativ Selection of Definition of ~ On On other Ascertainment ~ Same method of Non-
definition  eness of the controls controls ...age factors of exposure ascertainment in respon
cases cases and controls  se rate
Chatzirallis 1 0 0 1 1 1 0 1 0 5
et al
(2021)
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ACloAOYyNON CUCTNUATIKWY
OQ@AAUATWY OTIC TTPOOTITIKEC
MEAETEC



Tunol enidnuIocAoYIKWV EpsUVWV avaloya He Tn duvaTtoTnTa

TEKUNPIWONC HIAc aITIoAOYIKNG OUCXETIONG

Y

hid KA —
Tuxaiotroinpeveg KAIVIKEC HEAETEC I

\

/ >

/ MPOOTITIKES | N
/ Y

/7 | AoBevwv- HapTUpWwV I\‘ \

/ —

V4 ‘Epguveg eMITTOAQOHOU I > .
/ -

" ; ; S Neprypagikn
\ | / OIKOAOYIKEG HEAETEC I .| Emdnuioroyia

EmiTredo Tekpnpiwong
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AvaAuTikn ETidonuioAoyia — NpOoOTITIKEC MEAETEC

S ﬁw s ﬁ'*wc!)mpare

Initially without ' FRENE Incidence
the outcome ’ ’q" ,- T *"h’t ,




AvaAuTikn ETidonuioAoyia — NpOoOTITIKEC MEAETEC

COHORT STUDY

Study Population

Disease-free (at nsk)

Population

[

Cohort 1
(Exposed group)

Cohort 2

(Unexposed group) ?fixﬁ}

No Disease
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Ti1 onuaivel «cohort»

* lpoéAeucn 6pou:
gia atrd 10 utrodiaipETEIg
TWV PWUAIKWYV AEYEWVWYV
HE 300 £wg 600 Aeyewvapioug

Aariv. cohors = auAr), mepioAocg / rayua
orpariwrwyv. 2Zuvd. hortus = Kfpmo¢

* ZUVOAO aTtopwv
— Me KoIvi EUTTEIPIA/XAPAKTNPIOTIKO
— MopevovTtal pali oTo XpOvo yia KaBopiopEvo diaoTnua

* Mapadeiyyara
— «levida» aropwyv (yevvnOnkav idia mTepiodo - birth cohort)

— «@oupvid» padnrwv oxoAciou (idia Tagn)
— «ZeIpa» oo oTPATO (TrapouciaoTnkav padi) 2o



[TOOOTITIKEG MEAETEC « MEAAOVTOCH

MNPOOTTTIKEG MEAETEG
(prospective cohort studies)

‘Evapén
‘ExBeon ‘Evapgn peAETng vooou

| l

—
Xpovog

‘Evapin
| ‘Evapé&n HEAETNG "‘ExBeon vooou

l |

-_—
XPOvocC
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[TPOOTITIKEC MEAETEC TTAPEABOVTOC

(retrospective cohort studies)

‘Evapin -
‘ExBeon vooou | ‘Evapgn peAéTng

| |

—
Xpovog

42




[Mapdadelyua agloAdynong TTPOOTITIKNG MEAETNC

Selection

1) Representativeness of the exposed cohort
a) truly representative of the average (describe) in the community #
b) somewhat representative of the average in the community #
c) selected group of users eg nurses. volunteers
d) no description of the derivation of the cohort

2) Selection of the non exposed cohort
a) drawn from the same community as the exposed cohort #*
b) drawn from a different source
¢) no description of the derivation of the non exposed cohort

3) Ascertainment of exposure
a) secure record (eg surgical records) #
b) structured interview #
c¢) written self report
d) no description

4) Demonstration that outcome of interest was not present at start of study
a) yes
b) no
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[Mapdadelyua agloAdynong TTPOOTITIKNG MEAETNC

Comparability

1) Comparability of cohorts on the basis of the design or analysis
a) study controls for (select the most important factor) #*
b) study controls for any additional factor # (This criteria could be modified to indicate specific
control for a second important factor.)

Outcome

1) Assessment of outcome
a) independent blind assessment
b) record linkage #
c) self report
d) no description

2) Was follow-up long enough for outcomes to occur

a) yes (select an adequate follow up period for outcome of interest) *
b) no

3) Adequacy of follow up of cohorts
a) complete follow up - all subjects accounted for #*
b) subjects lost to follow up unlikely to introduce bias - small number lost - > % (select an
adequate %) follow up. or description provided of those lost) #
c) follow up rate < % (select an adequate %) and no description of those lost
d) no statement
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[Moia gival n €kBeon Kal TTola N €KBaon;
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éEKBaon

EKBEOEIC

Table 3. sésults of the GLS linear regression analysis of retinal layers, potentially affecting visual acuity

Variable{ Category/increment Coefficient (95% CI) p value
CRT thickness 100 pm increase +0.18 (+0.17 to +0.20) <0.001
GCL thickness 10 pm increase +0.01 (-0.07 to +0.10) 0.794
IPL thickness 10 pm increase +0.03 (—0.05 to +0.11) 0.424
INL thickness 10 pm increase +0.18 (+0.10 to +0.26) <0.001
OPL thickness 10 pm increase +0.23 (+0.16 to +0.31) <0.001
ONL thickness 10 pm increase +0.03 (+0.02 to +0.04) <0.001
EZ Disrupted versus intact +0.18 (+0.15 to +0.20) <0.001

CRT, central retinal thickness; GCL, ganglion cell layer; IPL, inner plexiform layer; INL, inner nuclear layer;
OPL, outer plexiform layer; ONL, outer nuclear layer; EZ, ellipsoid zone; GLS, generalized least squares; CI,
confidence interval; SD, standard deviation. Bold values indicate statistical significance.

Generalized Least Squares (GLS) random-effects linear regres-
sion analysis was used to assess the potential association between
retinal layers and VA since observation may be intercorrelated in
such datasets. VA was the dependent variable, while CRT, thick-
ness of GCL, INL, IPL, ONL, OPL, and EZ condition were the in-
dependent variables in models adjusted for time (in months) and
treatment. The beta coefficients with their 95% confidence inter-
vals (Cls) are given in the manuscript.
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Selection #1 Representativeness of the exposed cohort

1) Representativeness of the exposed cohort
a) truly representative of the average (describe) in the community #
b) somewhat representative of the average in the community #
c) selected group of users eg nurses, volunteers
d) no description of the derivation of the cohort

1) Representativeness of the Exposed Cohort

Item is assessing the representativeness gfiexposed indiiduals in the commmity_nat
the representativeness of the sample of women from some general population. For
example, subjects derived from groups likely to contain middle class, better educated,
health oriented women are likely to be representative of postmenopausal estrogen
users while they are not representative of all women (e.g. members of a health
maintenance organisation (HMO) will be a representative sample of estrogen users.
While the HMO may have an under-representation of ethnic groups, the poor, and
poorly educated, these excluded groups are not the predominant users users of
estrogen).




Selection #1 Representativeness of the exposed
cohort

1) Representativeness of the exposed cohort
a) truly representative of the average (describe) in the community #
b) somewhat representative of the average in the community #
c) selected group of users eg nurses, volunteers
d) no description of the derivation of the cohort

1) Representativeness of the Exposed Cohort

Item is assessing the representativeness gfiexposed indiiduals in the commmity_nat
the representativeness of the sample of women from some general population. For
example, subjects derived from groups likely to contain middle class, better educated,
health oriented women are likely to be representative of postmenopausal estrogen
users while they are not representative of all women (e.g. members of a health
maintenance organisation (HMO) will be a representative sample of estrogen users.
While the HMO may have an under-representation of ethnic groups, the poor, and
poorly educated, these excluded groups are not the predominant users users of

estrogen).

Participants in this prospective study were 110 treatment-naive
patients (110 eyes) with type 2 DM and center involved DME (CI-
DME), who were treated with anti-VEGF agents at the Second De-
partment of Ophthalmology, University of Athens, Athens,

BaBpoAoyoU e pe éva aotépl KaBw¢ 0 MANBUGUOG
WV EKTEDELPEVWY TNG LEAETNC UIOpEL va BewpnOel
OXETLKA OVTUTPOOWITEUTIKOC TWV EKTEDELUEVWV
SLaBnTikwyv otnv KowoTNnTA.



Selection #2: Selection of the non-exposed cohort

2) Selection of the non exposed cohort 2) Selection of the NOH—EXpOSGd Cohort

a) drawn from the same community as the exposed cohort #
b) drawn from a different source

¢) no description of the derivation of the non exposed cohort Allocation of stars as per ratlng sheet




Selection #2: Selection of the non-exposed cohort

2) Selection of the non exposed cohort 2) Selection of the NOH—EXpOSGd Cohort

a) drawn from the same community as the exposed cohort #
b) drawn from a different source

¢) no description of the derivation of the non exposed cohort Allocation of stars as per ratmg sheet

Participants in this prospective study were 110 treatment-naive
patients (110 eyes) with type 2 DM and center involved DME (CI- , , , ,
DME), who were treated with anti-VEGF agents at the Second De- EKTIEGELMIEVOL Kat ‘,m eteBeLpevoL exouv AngBet
partment of Ophthalmology, University of Athens, Athens, aro v idla kowotnTa



Selection #3: Ascertainment of exposure

3) Ascertainment of exposure
a) secure record (eg surgical records) #* 3) Ascertainment of Exposure
b) structured interview #
¢) written self report Allocation of stars as per rating sheet
d) no description




Selection #3: Ascertainment of exposure

3) Ascertainment of exposure

a) secure record (eg surgical records) # 3) Ascertainment of Exposure

b) structured interview #
c¢) written self report
d) no description

Allocation of stars as per rating sheet

Data related to demographic characteristics, DM duration, co-
morbidities (hypertension, hyperlipidemia), and HbAlc levels
were recorded for all included patients. All participants underwent
a complete ophthalmological examination at the time of DME di-
agnosis (baseline), including best corrected visual acuity (BCVA)
measurement, slit-lamp biomicroscopy, dilated fundoscopy, SD-
OCT, and fluorescein angiography using Spectralis (Spectralis
HRA + OCT, Heidelberg Engineering, Germany).

OLmAnpodopieg yia tnv €kBeon eAfdpOnoav
OO VOOOKOMELOKA apxEiaL.



Selection 4#: Demonstration that the outcome
was not present in the start of the study

4) Demonstration that outcome of interest was not present at start of studv
a) yes #
b) no

4) Demonstration That Outcome of Interest Was Not Present at Start of Study

In the case of mortality studies, outcome of interest is still the presence of a disease/
incident, rather than death. That 1s to say that a statement of no history of disease or
incident earmns a star.




Selection 4#: Demonstration that the outcome
was not present in the start of the study

4) Demonstration that outcome of interest was not present at start of studv
a) yes #
b) no

4) Demonstration That Outcome of Interest Was Not Present at Start of Study

In the case of mortality studies, outcome of interest is still the presence of a disease/
incident, rather than death. That 1s to say that a statement of no history of disease or
incident earmns a star.

Participants in this prospective study were 110 treatment-naive : . / '
patients (110 eyes) with type 2 DM and center involved DME (CI- 2TV HEAETN auTh oL acBeveig dev eixav

DME), who were treated with anti-VEGF agents at the Second De- A&BeL Eava oto mapeABov Bepareia pe anti-

partment of Ophthalmology, University of Athens, Athens, VEGF KoL T0 0Tto{o BepameuTIKO aMOTENEGHA
otnv omtikn ofutnta dev pnopei va
BewpnBel urtapyov otnv Evapén tng LEAETNG



Comparability

COMPARABILITY

1) Comparability of Cohorts on the Basis of the Design or Analysis

Comparability

A maximum of 2 stars can be allotted in this category
1) Comparability of cohorts on the basis of the design or analysis Either exposed and non-exposed individuals must be matched in the design and/or

confounders must be adjusted for in the analysis. Slalements ofng differences

3 3 + 1 4* ot
a) study controls for TS (select the n.IOSI I1mportant factor) . .. . between groups or that differences were not statistically significant
b) study controls for any additional factor # (This criteria could be modified to indicate specific for establishing comparability. Note: If the relative risk for the exposure of interest is
control for a second important factor.) adjusted for the confounders listed, then the groups will be considered to be

comparable on each variable used in the adjustment.

There may be multiple ratings for this item for different categories of exposure (e.g.
ever vs. never, current vs. previous or never)

Age = ¥, Other controlled factors = ¥




Comparability

COMPARABILITY

1) Comparability of Cohorts on the Basis of the Design or Analysis

Comparability

A maximum of 2 stars can be allotted in this category

1) Comparability of cohorts on the basis of the design or analysis Either exposed and non-exposed individuals must be matched in the design and/or

a) study controls for
b) study controls for any additional factor # (This criteria could be modified to indicate specific

(select the most important factor) & confounders must be adjusted for in the analysis. Slalements ofng differences
P between groups or that differences were not statistically significant suftici
for establishing comparability. Note: If the relative risk for the exposure of interest is

control for a second important factor.) adjusted for the confounders listed, then the groups will be considered to be

comparable on each variable used in the adjustment.
There may be multiple ratings for this item for different categories of exposure (e.g.
ever vs. never, current vs. previous or never)

Table 3. Results of the GLS linear regression analysis of retinal layers, potentially affecting visual acuity

Variable Category/increment Coefficient (95% CI) p value
CRT thickness 100 pm increase +0.18 (+0.17 to +0.20) <0.001
GCL thickness 10 pm increase +0.01 (—0.07 to +0.10) 0.794
IPL thickness 10 pm increase +0.03 (-0.05 to +0.11) 0.424
INL thickness 10 pm increase +0.18 (+0.10 to +0.26) <0.001
OPL thickness 10 pm increase +0.23 (+0.16 to +0.31) <0.001
ONL thickness 10 pm increase +0.03 (+0.02 to +0.04) <0.001
EZ Disrupted versus intact +0.18 (+0.15 to +0.20) <0.001

CRT, central retinal thickness; GCL, ganglion cell layer; IPL, inner plexiform layer; INL, inner nuclear layer;
OPL, outer plexiform layer; ONL, outer nuclear layer; EZ, ellipsoid zone; GLS, generalized least squares; CI,
confidence interval; SD, standard deviation. Bold values indicate statistical significance.

Generalized Least Squares (GLS) random-effects linear regres-

sion analysis was used to assess the potential association between

Av BewprooUUE ToV aplBuo

retinal layers and VA since observation may be intercorrelated in BEPAMELDV WE GUYXUTIKO

such datasets. VA was the dependent variable, while CRT, thick-
ness of GCL, INL, IPL, ONL, OPL, and EZ condition were the in-

napdvovra UITOpOU UE VA
6woouue U0 aotepakia

dependent variables in models adjusted for time (in months) and

treatment. The beta coefficients with their 95% confidence inter-

vals (Cls) are given in the manuscript.



Outcome #1: Assessment of the outcome

Outcome

1) Assessment of outcome
a) independent blind assessment #
b) record linkage #
c) self report
d) no description

OUTCOME
1) Assessment of Outcome

For some outcomes (e.g. fractured hip), reference to the medical record 1s sufficient to

satisty the requirement for confirmation of the fracture. This would not be adequate

for vertebral fracture outcomes where reference to x-rays would be required.

a) Independent or blind assessment stated in the paper, or confirmation of the
outcome by reference to secure records (x-rays, medical records, etc.)

b) Record linkage (e.g. identified through ICD codes on database records) 7

¢) Self-report (i.e. no reference to original medical records or x-rays to confirm the
outcome)

d) No description.




Outcome #1: Assessment of the outcome

OUTCOME

Outcome 1) Assessment of Qutcome

1) Assessment of outcome

For some outcomes (e.g. fractured hip), reference to the medical record 1s sufficient to

a) independent blind assessment % satisfy the requirement for confirmation of the fracture. This would not be adequate
b) record linkage # for vertebral fracture outcomes where reference to x-rays would be required.

c) self report a) Independent or blind assessment stated in the paper, or confirmation of the

d) no description outcome by reference to secure records (x-rays, medical records, etc.) ¢

b) Record linkage (e.g. identified through ICD codes on database records) 7

¢) Self-report (i.e. no reference to original medical records or x-rays to confirm the
outcome)

d) No description.

All patients were followed up at a pro re nata basis, with month-
ly monitoring for at least 12 months. At each monthly visit, all pa-
tients underwent BCVA measurement and SD-OCT assessment, Ta anors}\éouara ™ne us?\étnc E)\évxel’]KOlV
while reinjection was performed if the height of macular edema

. ) ) 3 £0W SLOYVWOTLIKWV £EETAOEWV
was =320 um and if a decrease in VA = 1 Snellen line was noticed. H Y §



Outcome #2: Was follow-up long enough?

2) Was follow-up long enough for outcomes to occur

a) yes (select an adequate follow up period for outcome of interest) #

b) no

2) Was Follow-Up Long Enough for Outcomes to Occur

An acceptable length of time should be decided before quality assessment begins (e.g.
5 yrs. for exposure to breast implants)




Outcome #2: Was follow-up long enough?

2) Was follow-up long enough for outcomes to occur
a) yes (select an adequate follow up period for outcome of interest) #
b) no

2) Was Follow-Up Long Enough for Outcomes to Occur

An acceptable length of time should be decided before quality assessment begins (e.g.
5 yrs. for exposure to breast implants)

O €peuvNTIC TTOU TTPAYLATOTIOLEL TNV
: All Patl?ntsfwere lfc:llowed up a;l aprore n}iita basa, Wllﬂl‘ mafilnﬂl— QVALOKOTINGON TIPETEL va BETEL £va XPOVLKO
?fmomtc-rmg or at least 12 months. At each monthly visit, all pa- TepOKPLO TIoU Bewpel OTL apKel yia va
tients underwent BCVA measurement and SD-OCT assessment, , Al A Ed
while reinjection was performed if the height of macular edema Ep.d),OLVLGTEL o €Y 9vw Qrote Ecua', av etnv
was 2320 um and if a decrease in VA = 1 Snellen line was noticed. TEEPLMTWON QUTH BECOUUE TO XPOVLKO
TeplBwpLo autod otoug 12 puiveg Bewpou e
TIWG NTAV OPKETO TO SLAoTNUA.



Outcome #3: Adequacy of follow-up
cohorts

3) Adequacy of follow up of cohorts
a) complete follow up - all subjects accounted for #
b) subjects lost to follow up unlikely to introduce bias - small number lost - > % (select an
adequate %) follow up, or description provided of those lost) #

c) follow up rate < % (select an adequate %) and no description of those lost
d) no statement

3) Adequacy of Follow Up of Cohorts

This item assesses the follow-up of the exposed and non-exposed cohorts to ensure
that losses are not related to either the exposure or the outcome.

Allocation of stars as per rating sheet




Outcome #3: Adequacy of follow-up
cohorts

3) Adequacy of follow up of cohorts
a) complete follow up - all subjects accounted for #
b) subjects lost to follow up unlikely to introduce bias - small number lost - > % (select an
adequate %) follow up, or description provided of those lost) #

c) follow up rate < % (select an adequate %) and no description of those lost
d) no statement

3) Adequacy of Follow Up of Cohorts

This item assesses the follow-up of the exposed and non-exposed cohorts to ensure
that losses are not related to either the exposure or the outcome.

Allocation of stars as per rating sheet

.. N , . Z€ QUTO TO ONELO EMiONG 0 EpeLUVNTHG DETEL
Participants in this prospective study were 110 treatment-naive

patients (110 eyes) with type 2 DM and center involved DME (CI- F:‘VOL HOOOG,TO Ty OUHHST(?XOVT(?V mov elswaL
DME), who were treated with anti-VEGF agents at the Second De- ott OLT[OL%TELIOLL va napausu{a LJ.EXp’l 1o FE}\OQ
partment of Ophthalmology, University of Athens, Athens, NG HEAETNG. ZTNV TIPOKELUEVN PEAETN OAOL OL
Greece, from November 2015 to November 2018 and had at least aoBeveig mapakolouBnOnkav yLa touAdxLotov

12 months of follow-up. 12 pnvec.



[Mapdadelyua agloAdynong TTPOOTITIKNG MEAETNC

Selection Comparability Outcome

Represent Selection of Ascertainment of Outcome not On... On other Assessment of Long enough follow- Adequa
ativeness non-exposed exposure present at treatment factors outcome up (median =1 year) cy
start (comple
te-ness)
of
follow-
up
(>90%)

Chatziralli 1 1 1 1 1 1 1 1 1 9
et al
(2021)
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ACloAOYNOoN CUCTNUATIKWY CQEOANATWY
OTIC OUYXPOVIKEC MEAETEC — TPOTTOTTOINCN
TNG KAipakag Newcastle-Ottawa (2016)



S1 Text
NEWCASTLE - OTTAWA QUALITY ASSESSMENT SCALE
(adapted for cross sectional studies)

Selection: (Maximum 5 stars)

1) Representativeness of the sample:
a) Truly representative of the average in the target population. * (all subjects or
random sampling)
b) Somewhat representative of the average in the target population. * (non-
random sampling)
c) Selected group of users.
d) No description of the sampling strategy.
2) Sample size:
a) Justified and satisfactory. *
b) Not justified.
3) Non-respondents:
a) Comparability between respondents and non-respondents characteristics 1s
established, and the response rate is satisfactory. *
b) The response rate is unsatisfactory, or the comparability between respondents
and non-respondents is unsatisfactory.
c¢) No description of the response rate or the characteristics of the responders and
the non-responders.
4) Ascertainment of the exposure (risk factor):
a) Validated measurement tool. **
b) Non-validated measurement tool, but the tool is available or described.*
c¢) No description of the measurement tool.
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Comparability: (Maximum 2 stars)

1) The subjects in different outcome groups are comparable, based on the study design
or analysis. Confounding factors are controlled.

a) The study controls for the most important factor (select one). *

b) The study control for any additional factor. *

Outcome: (Maximum 3 stars)

1) Assessment of the outcome:
a) Independent blind assessment. **
b) Record linkage. **
c) Self report. *
d) No description.
2) Statistical test:
a) The statistical test used to analyze the data is clearly described and
appropriate, and the measurement of the association is presented, including
confidence intervals and the probability level (p value). *
b) The statistical test is not appropriate, not described or incomplete.
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EKOEOEIC

Tume 2. Results of the Univariate Analysis Regarding Factors Potentially Assodated With DR Presence -— éKBaon

Variable Category or Increment OR (95% 1) PVvalue
Age One quartile increase 0.99 (0.87-1.13) 0.873
Sex Male vs. female 1.58 (1.16-2.14) 0004
Race Black vs. white 1.11 (D.80-1.53) 0.542
Asian vs. white 100 (0. 54-1.86) =099
Mixed vs. white 1.25 (0.69-2.28) 0457
Legal partnership Single fwvidowed/divorced vs. married/ cohabiting 0.96 (0.72-1.30) R
Current emplyment Yes vs, mo 0.84 (0.62-1.13) 0.247
Smoking Current vs. never 0.99 (0.60-1.49) 0978
Former vs. never 0.77 (0.54-1.06) 0.106
M duration =6 mo vs. <O mo 1.13% {0.83-1.55) 0.441
Cataract Yes vs. no 0,90 (0.54-1.50) 0.675
Any cardiovascular event Yes vs. o 1.65 (1.03-2.65) 0.039
Any microvascular” Yes vs. o 1.26 (0.70-2.27) 0432
Erectile dysfunction™ Yes vs, o 1.26 (0.83-1.91) 0.274
Body muass index e R 0.95 (0.69-1.32) 0767
Central obesity Yes vs, mo 1.02 (0.64-1.62) 0.945
Hypertension Yes vs. 1.04 (0.77-1.40) 0.817
Medications
Antidiabetic tablets Yes vs no 1.20 (0.89-1.63) 0.226
Insulin Yes vs, no 052 (0.33-2.000 0.657
Statins/fibrates Yes vs. o 1.29 (0.95-1.76) 0.108
Antilypertensives Yes vs. 0.92 (0.68-1.24) 0578
HbAle, % =75 v <73 1.62 (1.16-2.25) 0.005
Trighycerides, mM 2.0 vi. <2.0 0.95 (0.67-1.33) 0.751
Total cholesterol, mM =50 vs. <5.0 1.11 (D.81-1.52) 0.525
HDL mM =12 s <12 0.86 (0.63-1.17) 0.333
LDL, mM =30 v, <30 1.10 (0.79-1.53) 0.577
WHC, =107 =11 w5, <11 1.05 (0.48-2.34) 0596
PLT, %10° =450 vs. normal 0.76 (0.26-2.24) 0.614
< 150 vs. normeal 0.99 (0.40-2 46) 0977
Creatinine, pM =120 vs. <120 1.37 (0.53-3.51) 0.516
Microal bumin uria Positive vs. negtive 156 (0.78-273%) 0.129
CRE miz/L =5.0 vi. <5.0 0.80 (0.58-1.11) 0.188
I-1ra, pefml One guartile increase 0.84 (0.73-0.94) LR T]
IL-1b, pg/mL One guartile increase 086 (0.75-0.98) 023
L4, pg/mL One quartile increase 091 (0.79-1.0%) 0.124
L4, pr/mlL One quartile increas: 0.80 (0.70-0.92) LIXTEN
IL-10, pg/mlL One guartile increase 091 (0.79-1.04) 0.145
VEGE, pg/mlL One guartile increase 1.0 (0.E9-1.15) 0,806
Adiponectin, mr/ml One guartile increass 0.92 (0.80-1.05) 0200
THFa, pe/mL One quartile increase 0.84 (0.73-0.90) LRI
MCP-1, pa/mlL One guartile increase 100 (0.87-1.14) 0.946

Bold values denote statistical significance.
* The OR was derived based only on male patients.
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Selection 1#: Representativeness of the sample

Selection: (Maximum 5 stars)

1) Representativeness of the sample:
a) Truly representative of the average in the target population. * (all subjects or
random sampling)
b) Somewhat representative of the average in the target population. * (non-
random sampling)
c) Selected group of users.
d) No description of the sampling strategy.



Selection 1#: Representativeness of the

sample

Selection: (Maximum 5 stars)

1) Representativeness of the sample:

a) Truly representative of the average in the target population. * (all subjects or

random sampling)

b) Somewhat representative of the average in the target population. * (non-

random sampling)
c) Selected group of users.

d) No description of the sampling strategy.

This is a population-based, cross-sectional study based on the
baseline data from participants of the South London-Diabetes
(SOUL-D) study. SOUL-D is a prospective cohort of people newly
diagnosed with T2DM, aiming to investigate the role of various
biopsychosocial factors on biomedical outcomes over a period
of 2 years.”™ Ethical approval was granted by the King's College
Hospital Research Ethics Committee (reference 08/H0O808/1)
and by Lambeth, Southwark, and Lewisham Primary Care Trusts
(reference RDLSLB 410). The study was conducted according to
the tenets of the Declaration of Helsinki and written informed
consent was obtained from all the participants.

Ol CUPHETEXOVTEG £lval ATOpA HE TIPOoPOTN
Stayvwon XA tumou 2. H emloyn toug
(population-based) €ywe amno tn peAétn SOUL-D.
Mmopouv va BswpnBouv apkeTda
QVTLUTPOCWITEUTIKOL TwV Mpoodata
StayvwoBévtwy Slafntikwy otnv AyyAia.



Selection 2#. Sample Size

2) Sample size:
a) Justified and satisfactory. *
b) Not justified.



Selection 2#:. Sample Size

2) Sample size:
a) Justified and satisfactory. *
b) Not justified.

Table 1 shows the demographic and clinical characteristics, as
well as the laboratory findings of our study sample, comprising
of 1062 patients with newly diagnosed T2DM. Their mean age
was 50.0 = 10.9 years. 55.1% were male. As far as ethnicity is

O gpeuvntn¢ anodaoilel Eva peyebog
Selypatog mou Bewpel LKAVOTIOLNTLKO.
Itnv nepintwon pnopel va BewpnBel mwg
>1000 CUMETEXOVTEC Elval
LKOVOTIOLNTLKOG aplOpog, pe Baon
UTTOAOYLOMOUG LoXUOC.



Selection 3#:. Non-respondents

3) Non-respondents:
a) Comparability between respondents and non-respondents characteristics is
established, and the response rate is satisfactory. *
b) The response rate is unsatisfactory, or the comparability between respondents
and non-respondents is unsatisfactory.
c¢) No description of the response rate or the characteristics of the responders and
the non-responders.



Selection 3#:. Non-respondents

3) Non-respondents:
a) Comparability between respondents and non-respondents characteristics is
established, and the response rate is satisfactory. *
b) The response rate is unsatisfactory, or the comparability between respondents
and non-respondents is unsatisfactory.
c¢) No description of the response rate or the characteristics of the responders and
the non-responders.

Agv utapyouv MAnpodopleg 0To KelpeEVO
ylal TaL ATOO TIOU SEV AMAVINCAV OTO
EPWTNUATOAOYLO.



Selection 4#: Ascertainment of t he
exposure

4) Ascertainment of the exposure (risk factor):
a) Validated measurement tool. **
b) Non-validated measurement tool, but the tool is available or described.*
c) No description of the measurement tool.



Selection 4#: Ascertainment of t he
exposure

4) Ascertainment of the exposure (risk factor):
a) Validated measurement tool. **
b) Non-validated measurement tool, but the tool is available or described.*
c) No description of the measurement tool.

Demographic and clinical data of patients were collected. Assessment of DR status was
performed using digital twodield photography. In addition, HbA, . (%), lipid profile, and
urinary albumin were measured at recruitment. The following inflaimmatory markers were
also measured: serum C-reactive protein, white blood cells, platelet, adiponectin, IL-4, IL-6, IL- 0 £\ AUTLS . A
10, vascular endothelial growth factor, tumor necrosis factor-o (TNF-u), IL-1b, IL-1 receptor EAEYXOG TOU ILT[L OLLp.LKOUI Ttpod)t ’
antagonist (IL-1RA), and monocyte chemotactic protein-1. Univariate and multivariate ™G HbAlc kaBwg Kal oL UTTOAOLTTEG
OLLOTOAOYLKEG EEETAOELG EYLVAV LECW
TILOTOTIOLNUEVWY LEBOSWV.

A__A

N




Comparability

Comparability: (Maximum 2 stars)

1) The subjects in different outcome groups are comparable, based on the study design
or analysis. Confounding factors are controlled.

a) The study controls for the most important factor (select one). *

b) The study control for any additional factor. *



Comparability

Comparability: (Maximum 2 stars)

1) The subjects in different outcome groups are comparable, based on the study design
or analysis. Confounding factors are controlled.

a) The study controls for the most important factor (select one). *

b) The study control for any additional factor. *

Tasie 3. Results of the Multivariate Analysis, Showing Factors
Significantly Associated With DR Presence

Category or EMLAEYOU LE WG TILO ONUAVTLKO
Variable Increment OR (95% CI) P value napayovta to dpUAo. Exel yivel EAeyxog

yla to $UAO Kal AAAOUG TP AYOVTEG,

Sex Male vs. female  1.44 (1.05-1.99)  0.024 on6te BabpoloyoUpe pe 2 aoTEPL.

Any cardiovascular  Yes vs. no 1.77 (1.09-2.88) 0.022

event
HbAlc, % >7.5 vs. <7.5 1.60 (1.13-225)  0.007
IL-1RA, pg/mL One quartile 0.81 (0.71-0.93) 0.004
increase /\ /\

Bold values denote statistical significance. M



Outcome #1

Outcome: (Maximum 3 stars)

1) Assessment of the outcome:
a) Independent blind assessment. **
b) Record linkage. **
c) Self report. *
d) No description.



Outcome #1

Outcome: (Maximum 3 stars)

1) Assessment of the outcome:
a) Independent blind assessment. **
b) Record linkage. **
c) Self report. *
d) No description.

Demographic and clinical data of patients were collected. Assessment of DR status was
performed using digital two-field photography. In addition, HbA, . (%), lipid profile, and

O €Aeyxoc tnG LTIAPENG SLaPNTIKAC
apdPAnotposldonadbelag Eyve HEow
€EETOIONC OTOUG CUMETEXOVTEC.
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QOutcome #2

2) Statistical test:
a) The statistical test used to analyze the data 1s clearly described and
appropriate, and the measurement of the association is presented, including
confidence intervals and the probability level (p value). *
b) The statistical test is not appropriate, not described or incomplete.



QOutcome #2

2) Statistical test:

a) The statistical test used to analyze the data is clearly described and
appropriate, and the measurement of the association is presented, including
confidence intervals and the probability level (p value). *

b) The statistical test is not appropriate, not described or incomplete.

Univariate and multivariate analyses of the association of
various potential risk factors and DR were conducted. Subjects
with missing values for the outcome variables (presence or
absence of DR) were excluded from the analysis. At the
univariate analysis, ordinal logistic regression was performed;
the dependent variable was converted to an ordinal variable
with four levels (1: minimum value-25th percentile; 2: 25th
percentilemedian; 3: median-75th percentile; and 4: 75th
percentile-maximum value), where applicable. Nevertheless,
when the median was equal to the maximum value of the
variable due to markedly skewed distribution, as well as to the
presence of numerous ties, the ordinal logistic regression
model was obligatorily degenerated to logistic regression
model (0: values below median; 1: values equal to median-
maximum value). The odds ratios (ORs) with the respective
95% confidence intervals (CIs) are indicated in the text. At the
multivariate analysis, only factors proven significant (7 < 0.05)
at the univariate analysis were tested in the stepwise
multivariate model as independent wvariables; in the final
model, only the statistically significant variables were retained
(i.e., backward-selection statistical procedure). Statistical anal-
ysis was performed using STATA/SE 13 statistical software
(Stata Corporation, College Station, TX, USA). A P value <0.05
was considered as statistically significant.

Tasie 3. Results of the Multivariate Analysis, Showing Factors
Significantly Associated With DR Presence

Category or

Variable Increment OR (95% CI) P value
Sex Male vs. female  1.44 (1.05-1.99) 0.024
Any cardiovascular  Yes vs. no 1.77 (1.09-2.88) 0.022
event
HbAlc, % >75vs. <7.5 160 (1.13-225)  0.007
IL-1RA, pg/mL One quartile 0.81 (0.71-0.93) 0.004
increase

Bold values denote statistical significance.

YridpxeL mAnpng meplypodni Twv OTATIOTIKWY
HEBOSWV oL Xpnaotpomnodnkav Kol ATav
KATAAANAEG.



[Mapdadelyua agloAdynonc ouyXpPoviKNG MEAETNC

Represen  Sample Non- Asxertainm On ... On other Assessment of  Statistical test
tativenes size respondents ent of the factors outcome
s exposure

Chatziralli 1 1 0 2 1 1 2 1

et al
(2017)



	Διαφάνεια 1:   Αξιολόγηση συστηματικών σφαλμάτων 
	Διαφάνεια 2: Επιδιωκόμενα μαθησιακά αποτελέσματα (ILOs)
	Διαφάνεια 3
	Διαφάνεια 4:   
	Διαφάνεια 5
	Διαφάνεια 6: Τυχαίο σφάλμα (random error)  vs. συστηματικό σφάλμα (bias)
	Διαφάνεια 7
	Διαφάνεια 8:    
	Διαφάνεια 9
	Διαφάνεια 10: Εφαρμογές της κλίμακας  
	Διαφάνεια 11: Αξιολόγηση της ποιότητας μελέτης ασθενών-μαρτύρων: η κλίμακα Newcastle-Ottawa
	Διαφάνεια 12:    
	Διαφάνεια 13
	Διαφάνεια 14: Αντιμετώπιση των συγχυτικών παραγόντων στην Επιδημιολογία
	Διαφάνεια 15: Αντιμετώπιση των συγχυτικών παραγόντων στην Επιδημιολογία
	Διαφάνεια 16
	Διαφάνεια 17:   Αναλυτική Επιδημιολογία: έρευνες ασθενών-μαρτύρων (case-control studies)
	Διαφάνεια 18:    
	Διαφάνεια 19: Selection #1: Case definition 
	Διαφάνεια 20: Selection #1: Case definition 
	Διαφάνεια 21: Selection 2# Representativeness of the cases
	Διαφάνεια 22: Selection 2# Representativeness of the cases
	Διαφάνεια 23: Selection 3#: Selection of controls
	Διαφάνεια 24: Selection 3#: Selection of controls
	Διαφάνεια 25: Selection 4#: Definition of Controls
	Διαφάνεια 26: Selection 4#: Definition of Controls
	Διαφάνεια 27: Comparability 
	Διαφάνεια 28: Comparability 
	Διαφάνεια 29: Exposure #1: Ascertainment of exposure
	Διαφάνεια 30: Exposure #1: Ascertainment of exposure
	Διαφάνεια 31: Exposure #2: Method of ascertainment
	Διαφάνεια 32: Exposure #2: Method of ascertainment
	Διαφάνεια 33: Exposure #3: Non-Response Rate 
	Διαφάνεια 34: Exposure #3: Non-Response Rate 
	Διαφάνεια 35:    Παράδειγμα αξιολόγησης μελέτης ασθενών-μαρτύρων
	Διαφάνεια 36: Αξιολόγηση συστηματικών σφαλμάτων στις προοπτικές μελέτες
	Διαφάνεια 37:   
	Διαφάνεια 38:   
	Διαφάνεια 39:   
	Διαφάνεια 40
	Διαφάνεια 41: Προοπτικές μελέτες «μέλλοντος»
	Διαφάνεια 42: Προοπτικές μελέτες παρελθόντος
	Διαφάνεια 43: Παράδειγμα αξιολόγησης προοπτικής μελέτης
	Διαφάνεια 44: Παράδειγμα αξιολόγησης προοπτικής μελέτης
	Διαφάνεια 45
	Διαφάνεια 46
	Διαφάνεια 47: Selection #1 Representativeness of the exposed cohort
	Διαφάνεια 48: Selection #1 Representativeness of the exposed cohort
	Διαφάνεια 49: Selection #2: Selection of the non-exposed cohort 
	Διαφάνεια 50: Selection #2: Selection of the non-exposed cohort 
	Διαφάνεια 51: Selection #3: Ascertainment of exposure
	Διαφάνεια 52: Selection #3: Ascertainment of exposure
	Διαφάνεια 53: Selection 4#: Demonstration that the outcome was not present in the start of the study
	Διαφάνεια 54: Selection 4#: Demonstration that the outcome was not present in the start of the study
	Διαφάνεια 55: Comparability 
	Διαφάνεια 56: Comparability 
	Διαφάνεια 57: Outcome #1: Assessment of the outcome 
	Διαφάνεια 58: Outcome #1: Assessment of the outcome 
	Διαφάνεια 59: Outcome #2: Was follow-up long enough?
	Διαφάνεια 60: Outcome #2: Was follow-up long enough?
	Διαφάνεια 61: Outcome #3: Adequacy of follow-up cohorts 
	Διαφάνεια 62: Outcome #3: Adequacy of follow-up cohorts 
	Διαφάνεια 63: Παράδειγμα αξιολόγησης προοπτικής μελέτης
	Διαφάνεια 64: Αξιολόγηση συστηματικών σφαλμάτων στις συγχρονικές μελέτες – τροποποίηση της κλίμακας Newcastle-Ottawa (2016)
	Διαφάνεια 65
	Διαφάνεια 66
	Διαφάνεια 67
	Διαφάνεια 68: Selection 1#: Representativeness of the sample
	Διαφάνεια 69: Selection 1#: Representativeness of the sample
	Διαφάνεια 70: Selection 2#: Sample Size 
	Διαφάνεια 71: Selection 2#: Sample Size 
	Διαφάνεια 72: Selection 3#: Non-respondents
	Διαφάνεια 73: Selection 3#: Non-respondents
	Διαφάνεια 74: Selection 4#: Ascertainment of t he exposure
	Διαφάνεια 75: Selection 4#: Ascertainment of t he exposure
	Διαφάνεια 76: Comparability
	Διαφάνεια 77: Comparability
	Διαφάνεια 78: Outcome #1
	Διαφάνεια 79: Outcome #1
	Διαφάνεια 80: Outcome #2
	Διαφάνεια 81: Outcome #2
	Διαφάνεια 82: Παράδειγμα αξιολόγησης συγχρονικής μελέτης

