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L
Ti €ival vyeia;

- Yyeia gival gia katdotaon TTAfpouc CWHPATIKAC, vONTIKNG
KAl KOIVWVIKNAG EUECIAC Kal OXI ATTAWG N atToudia vooou 1
avaTtrnpiag

WHO. Constitution of the World Health Organization. 2006



Al0OTACEIC

« ZWMATIKN
- Yuyxikn

- KoIVWVIKI



[leplopioUOI TTOU TTPOKUTTTOUV QTTO TOV OPICHO
Tou WHO

- M1TOopEi va odnynoel o€ 1aTpIKOTToiNON

- Au¢non TANBuopou TTou (el Kal YEPVAEI PE XPOovIa
voonuara

- AuOoXEPNG O TPOTTOG METPNONG

Huber M, et al. BMJ 2011; 343:d4163



Avaykn veou opIouoU...

- Yy€ia: n IKavoTNTa TOU avBpwTrou va
TTPOCAPMOLETAI KOl VO OlaxXelpiCeTal O idIOC TIC
aAAQYEC

Huber M, et al. BMJ 2011; 343:d4163



[Tw¢ TPOTTOTTOIEITAI N £VVOIa TTOU AapBavouy ol DIGCTACEIC TNG
UYEIOG JUE TN Ve TTPOTAON;

- 2WMaTIKA vyeia: [NpoaTaTeuTIKn aTTOKpIon o€ diatapaxn 1NG
(pualoloyiag

- Yuyikn vyeia: AioBnua cuvoxNnc TToU CUVEIOPEPEI OTNV
QAVTIMETWTTION 1I0XUPNG WUXIKAG TTIEONG

- Kolvwvikn uyeia: [kavotnTta va TTpayuaToTrolouV TIg
UTTOXPEWOEIC TOUG, va diaxelpidovrtal TN {wr) TOuG JE Eva BaBuo
QveCaPTNOiag TTapda TNV UTTAPEN KATTOIOU 10TPIKOU TTPOBAANATOC
KAl VO JTTOPOUV VA CUMMPETEXOUV O€ KOIVWVIKEC OPAOTNPIOTNTEG
oupuTTEPIAQNBavVOPEVNG TNG EpYaaTiag

Huber M, et al. BMJ 2011: 343:d4163



H vEéa avTiAnyn yia TNV €vvola TG UYEIOC
UTTOPEI Eival XpNOIun...

°...Y1a TO OXEOIQO MO TTONITIKWY KAl KAVOVWV
dlaxeipiong

- ...y1a TNV KaBNUEPIVA ETTIKOIVWVIO TOU YIOTPOU UE
TOV aoBevn: eTKEVTPWON TNV aAAayn TpOTTOU
(WNC KI OXI MOVO OTNV ECAAEIYN CUPTITWHATWY UE
TN Xopnynon @apuakwy



MNap'oAa auTd, XpeladeTal Evag AEIToUpYIKOG OPIoUOG
(= OEiKTEC), OTOV TIPOKEITAL...

°...VO YiVOUV UETPNOEIC

- ...va Xpnolyotroinbei n Evvola TnG uyeiag otnv
Epeuva

- ...va agloAoynOouv trapepPAcElC



[TpIv avaTTTuxBei Evag OEIiKTNG yia TNV UYEia, XpeialeTal va
KaBoploTei yia TTolo AOyo Ba XpnoIUoTToINOEI

- AlaXWPIOHPOC ATOUWY N ONAdWY TTANBUCHOU PE N XWPEIG
ToVv O¢€ikTNn. ['a Tov OEiKTN aUuTO OEV UTTAPXEI ONUEIO
avapopag

- [Npoyvwaon n diIdyvwon PIag OUYKEKPIUNEVNG KATAOTAONG N
EKBaonc. YTTapyel onueio ava@opac TTou eTIRERAIWVEL TN
owaoTA KATATACN TWV a0Bevwy e Baon Tov dEIKTN

- ACIOAOYNON HOKPOTTPOBECUA OE ATOMA ] OMADEC
TTANBUOPWYV, TOU PeEYEBOUC TNC METABOANG TOU OEIKTN

Kirshner B et al. J Chron Dis 1985:38:27-36



O1 OEiKTEC ITTOPEI VA APOPOUV...

- Yyeia atéuou vs. Yyegia TTAnGuopuou



ATTO TTOU OUAAEYOVTaI OEOOPEVA WOTE VA QVATITUXOEI
EVac OEIKTNG;

- Apxeia BavaTtwy

- MnTpwa acBevwy

- Baoeic 0edouevwy o€ DIOIKNTIKEC UTTNPETIEC
- HAEKTPOVIKA 1ATPIKA apXEia

- 'Epeuvecg (surveys) oe aoBeveic



Appraisal of Indicators through
Research and Evaluation (AIRE)

Dr. Johan de Koning Dr. Jako Burgers Prof. Dr. Niek Klazinga

Department of Social Medicine, Academic Medical
Center, University of Amsterdam



AIRE: O¢guartikeS evotnTeg (20 EpWTNOEIC)

- 2KOTTOG, OUVAPEIQ, OPYAVWTIKO TTAQICIO
» 2UMMETOXN EVOIQQPEPOPEVWV

- ETTIOTNUOVIKECG EVOEICEIC

- ETiITTAE0ov evOeiceIg, TEAIKOC oxXedIAOUOC Kal
Xpnon



Agreement of treatment effects for mortality from routinely collected
data and subsequent randomized trials: meta-epidemiological survey

Study Odds ratie Relative odds ratio Weight Relative odds ratie
(5% Cn (95% C1) (=) (9s% Q)
Holman 2000 = - 326 0.74 10,200 2.68)
Shavelle 2002 e e— - £39 0961043 2.14)
Winkelmayer 2002 — - m— -+ 118 1.8210.49%6.70)
Kamisk 2003 —— - - - Q99 0.2310,02% 2.40)
Guu 2006 ® = - - 104 0671007657
Wu 2008 b~ - JO8 1.6910.34%08.47)
Ascione 2003 - ~— - —~ o = O71 315610.23056.21)
Polkisghome 2004 —_— e 1145 079040 1.57)
Gnerfich 2007 ' 2o ma 8 X099 1.46 {0.88 %0 2.43)
Lindenauver 2004 S e E - .- 1547 1,01 {0,56% 1.82)
Buther 2009 e i 15.76 1.88 (1.05% 3.38)
Cabell 2005 - > g = Q&3 2.031{0.111%0 37.85)
Kim 2009 ———  ——— 3134 11000300 4.10)
Maoss 20013 O ——— g e - 806 1.8210,80%4.12)
Fonanme 2008 i - A0 23 {0.66%08.16)
Hahn 2010 PR —  — - = 1A8 4.5310.67 % 30.69)
Owerall; =0y e 10000 1,31 (1,03 % 1.65)
0.2 0.5 ] 2 5 0.2 0.5 1 2 5

® Randomised trals O RCD study

Hemkens LG, et al. BMJ 2016 352:i493



| OUMPaivel eTTioNG TNV TTPACN;

- [TOANEC POPEC 01 epeuvnTEC eV €XOUV TTpoKaBopioel To Adyo
AVATITUENG EVOC VEOU OEIKTN

- H diadikagia avamTtu¢ng KAIVIKWY OEIKTWYV (EpYa0TNPIaKWY,
(PUOIOAOYIKWV) Kal Ol TTPOUTTOBECEIC TNG ETTITUXNMEVNG
EPAPUOYNG TOUG OeV eTTnPeAlovTal ATTO TOV AOYO VIO TOV OTTOIO
avaTrTuooovTal, T.X., Kapdlakd KAAoNa £cwbnong

- AUTO O¢gv I0XUEI YIa GANOUG OEIKTEG, KUPIWG €AV TTPOKEITAI YIA
EKPACEIC TTOU ava@EPOVTal ATTO TOUG idIOUG TOUG Q0BEVEIG
(patient-reported outcomes), 1.X., TTOIOTNTA (WNG

Kirshner B et al. J Chron Dis 1985:38:27-36



Ti oupBaivel oTNV avaTTucn EPYAALIWY METPNONG TNG
UYEIOG WG EKPBaaT, TTOU aVAQEPETAI ATTO TOUG AIOBEVEIG;

- H 1kavoTroinon Twv TTpoUTToBE0EWY PEYIOTOTTIOINONG MiaG
EK TWV TPIWV AEITOUPYIWV:

- OIAXWPIOUOC ATOMWYV N ONAdWYV
- TTPOYvVWon/diayvwon
- agloAoynon,

LEIWVEI TIC AAAEC AEITOUPYIEG

Kirshner B et al. J Chron Dis 1985;38:27-36



Brijpata otnv avarrtugn evog OeikTn METPNONG TNG
TTolIoTNTOC (WNG

- ETnIAoyn Bepatikwy eVOTATWY

- ETIAOYN KAipOKaG TTEPIYPAPNC KABE BEUATIKAC EVOTNTOAC
- Meiwon BeuaTikwy EVOTHTWY

- KaBopiopdg aglotmoTiog

- KaBopioudc eykupotTntac

- KaBoplouog atrokpiong (evaiobnaoia atnv aAAayn)

Kirshner B et al. J Chron Dis 1985:38:27-36



[Tw¢ diagopoTToloUVTal TA TIPONYOUUEVA BripaTa OTAV AVATITUECN
EVOC €PYAAEIOU TTOU PETPA TN AEITOUPYIKI KOTAOTOOT O€ QOBEVEIC
LUE KAPOIAVATTVEUCTIKN VOO0, OTAV...

- ...0 OKOTTOC €ival 0 dIaXwWPICHOC aoBevwV JE

KOPOIOAVATIVEUOTIKI) VOOO CUUPWVA PE TN AEITOUPYIKNA
TOUG KATAOTAON

- ...0 OKOTTOC €ival n Tpoyvwaon TnS BvnoiuotnTag

- ...0 OKOTTOG €ival n pETpnon TNG BeATiwong atro
OUYKEKPIMEVEC BEPATTEUTIKEC TTAPEURACEIC: acloAoynon
BepaTtreiwyv

Kirshner B et al. J Chron Dis 1985;38:27-36



Ala@opoTToincan avaAoya e TO OKOTTO

Discriminative criteria

Item selection

[tem scaling

[tem reduction

Reliability

Validity

Responsiveness

Predictive criteria

Evaluative criteria

—tap important components of the
domain

—universal applicability to
respondents

—stability over time

—short response sets which
facilitate uniform interpretation

—internal scaling or consistency

-—comprehensiveness and
reduction of random error vs
respondent burden

large and stable intersubject
variation: correlation between
replicate measures

—cross-sectional construct validity:
relationship between index and
external measures at a single
point in time

~not relevant

—statistical association with
criterion measure

—response sets which maximize
correlations with the criterion
measure

- -power to predict vs respondent
burden

—stable inter and intrasubject
variation: chance corrected
agreement between replicate
measures

—criterion validity: agreement
with criterion measure

—not relevant

- tap areas related to change in
health status

—responsiveness to clinically
significant change

—response sets with sufficient
gradations to register change

—responsiveness vs respondent
burden

—stable intrasubject variation:
insignificant variation between
replicate measures

~-longitudinal construct validity:
relationship between changes in
index and external measures over
time

power of the test to detect a
clinically important difference

Kirshner B et al. J Chron Dis 1985:38:27-36



[1600 xproiuo Ba nTav Eva epyaAeio TTou divel Ta TTAPAKATW
QTTOTEAEOUATA O€ ETTAVOAAUBAVOUEVEC NETPNOEIC;

Patients Time | Time 2
1 15% 14
2 14 15
3 15 14
4 14 15
5 15 14
6 14 15
7 15 14
8 14 [5

*Score 1s out of 20.

Kirshner B et al. J Chron Dis 1985:38:27-36



[Tw¢ ETTIAEYETAI Eva EPYAAELIO PETPNONC TNGS UYEIOC WG
KATAAANAO va XpnoiuoTToInoEi;

POTEIVOUEVN XPNoN
Evvola TTou B6a ueTpnOei

AVAYVWOIPOTNTA TWV EPWTNOEWV

- O1 TTPOUTTOBECEIC KAl TO KOOTOC XProng Tou
EPYaAEiou

- H empapuvon yia 600U¢ TO CUPTTANPWOOUV

- Ta XOpaKTNPIOTIKA TOU EPYAAEiou (QgIOTTIOTIO
E0WTEPIKNC OUVOXNC, OUVATOTNTA AVATTOPAYWYNC,
EYKUPOTNTA TTEPIEXOMEVOU KOl EVVOIOAOYIKNC
KATAOKEUNG, QVTATTOKPION OTN METABOAN,
EPMNVEUTIKN duvaTOTNTA)



EpyaAcia pETpNoNG uyeiag kai TroioTnTac (wne
oxemndouevncg pe Tnv uyeia (HR-Qol)

- TPOTTOG avapopAc dIAPOPWV XAPOAKTNPIOTIKWY OTIC
LMEAETEC TTOU APOPOUV TIC MEAETEC AVATTAPAYWYNG TOUG KAl
aclioAoynong TNG eyKUPOTNTAC TOUG

- 2NMeia ava@opdg yia TN HETPNON TNG ETTAVOANWIMOTNTAG
- KatwgAI yia Toug evOOTAEIKOUG OUVTEAEDCTEC

Qual Life Res 2002;11:193-205; Lohr KN, et al. Clinical Therapeutics
1996;18:979-992



EpyaAcia HETPNONG AEITOUPYIKNG KATAOTAONG

- ONIOTIKOTNTO

- AglotTioTia

- AKpifeia

- EuaioBnoia otn petaBoAn
- BloAoyikn daon

- AuvatoTnTa £QAPPOYNG

Bombardier C, et al. J Rheumatol Suppl 1987;14(Suppl 15):6-10



EpyoAcia HETPNONG EKPATEWV OXETIKWY UE AvaTTnpia

- EykupoTtnTa
- AgloTTioTia
- EvuaioBnaoia otn petaoAn

- 2TATIOTIKEC pEBODOI, T1.X., avaAuon Rasch yia tnv
EKTIUNON TWV XAPOAKTNPIOTIKWY TNS KAIMOKAC NETPNONG

Andresen EM, et al. Arch Phys Med Rehabil 2000,81:S30-S45



The COSMIN checklist for assessing the methodological quality
of studies on measurement properties of health status
measurement instruments: an international Delphi study

HR-PRO
Evaluation studies

QUALITY of a HR-PRO

Mokkink LB, et al. Qual Life Res
2010;19:539-59



[la TNV XpNon evog epyaAgiou otnv KAIVIKA TTpAcN 1 TV
£PEUVA

- EmBeBaiwon TG eTTavaAnyipoTnToC
- EmBeBaiwon TG eykupoTNTAG

- EuaioBnoia otn petapoAn (epooov xpeidderai)

Kirshner B et al. J Chron Dis 1985:38:27-36



| AEITTEl € OAEC TIC TTPONYOUUEVEC CUOTACTEIC;

- Tr atroTeAei “KAAG” xapakTnPEIOTIKO / “KaAn” 1010TNTA;



[1071€ €vac evooTacikog ouvteAeoTNG (ICC) eival “kKaAoC;

- YTTAPXOUV TTPOTACEIC VIO TO TTOIA EAAXIOTN TIMA OTOV
EVOOTAEIKO OUVTEAEDOTN £XEI KAAN agloTTioTia

- Agv gival EekABapo av autd apopa ToV ONMUEIOKO EKTIUNTA
N TO KATWTEPO OPIO TOU DIACTIMATOC EUTTIOTOOUVNG

- Agv gival ¢ekaBapo eav xperadetal Eva eAAXIOTO HEYEBOC
O€iyNaTOoC

Streiner DL, Norman GR: Health measurement scales. A practical guide to their
development and use second edition. Oxford, University Press; 1995



EyKupOTNTa £VVOIOAQYIKNC KATAOKEUNG

- ['a va ekTIgNBEi TTPOTEIVOVTAlI CUYKEKPIMEVEC UTTOBECEIC
VIO TIC AVOUEVOMEVEG EKBATEIC VA EAEYXOOUV

- Agv UTTAPXOUV KPITAPIO OXETIKA UE TO TTOOEC UTTOBECEIC
TTPETTEI VA KABOPIOTOUV, TTO0O EIOIKEC Ba TTPETTEI VA €ival
QUTEG O1 UTTOBEOEIC, TO BaBPO OTOV OTTOIO AUTEC Ol
uUTT0B€0EIC Ba TTPETTEI Va £TTIRERAIWOOUV uE KAAN
EYKUpOTNTQ

- AEV UTTAPXOUV KPITPIO OXETIKA JE TA XAPAKTNPIOTIKA, TNV
QVTITTPOOWTTEUTIKOTNTA KAl TO MEYEBOC TOU DEIYUATOC YIa
TIC MEAETEC EKTIUNONG TNC EYKUPOTNTAG

Streiner DL, Norman GR: Health measurement scales. A practical guide to their
development and use second edition. Oxford, University Press; 1995



Euaiobnoia otn YHETABOAN

- Agv UTTAPXEI OJOPWVIA YIA TO TTOIOG €ival O KAAUTEPOC
TPOTIOC VA EKTINNOEI

Husted JA, et al. J Clin Epidemiol 2000, 563:459-468; Terwee CB,
et al. Qual Life Res 2003, 12:349-362



JAMA | Special Communication

Guidelines for Inclusion of Patient-Reported Outcomes
in Clinical Trial Protocols
The SPIRIT-PRO Extension

Melanie Calvert, PhD; Derek Kyte, PhD; Rebecca Mercieca-Bebber, PhD; Anita Slade, PhD;
An-Wen Chan, MD, DPhil; Madeleine T. King, PhD; and the SPIRIT-PRO Group

POM! Kall APLOBIGTITEC SPIRIT- Specify the individual(s) responsible

ouvTehsaTav T pehéme 23 TRJ forthe PRO content of the
Elaboration  trial protocol.

Calvert M et al., JAMA 2018,319(5):483-494



L
Eicaywyn

[aTi xpeiaderal SPIRIT- Describe the PRO-specific research
Va EKTIMNOEI pIa 6a-PRO question and rationale for PRO
Extension assessment and summarize PRO

TETOIO €KBaO 2% 91HE :
paon findings in relevant studies.

ZKOT[OQ,: SPIRIT- State specific PRO objectives

TI YETPAEI, TTIOIEG  7-PRO or hypotheses (including relevant PRO
Ol BEATIKEC Extension concepts/domains).

EVOTNTEC

Calvert M et al., JAMA 2018;319(5):483-494



D
MEOoOOI

SPIRIT- Specify any PRO-specific eligibility criteria
, 10-PRO (eg, language/reading requirements or
Kpithpia Extension prerandomization completion of PRO).
KAaTaAANASTNTOC If PROs will not be collected from the entire

study sample, provide a rationale and
describe the method for obtaining
the PRO subsample.

Calvert M et al., JAMA 2018,319(5):483-494



SPIRIT- Specify the PRO concepts/domains used to
12-PRO evaluate the intervention (eg, overall
Extension health-related quality of life, specific

domain, specific symptom) and,
i for each one, the analysis metric
E KBGO’ EIC (eg, change from baseline, final value, time
to event) and the principal time point or
period of interest.

SPIRIT- Include a schedule of PRO assessments,
13-PRO providing a rationale for the time points,
Extension and justifying if the initial assessment is not
2 prerandomization. Specify time windows,
XpOV,06laqu“ Ha whether PRO collection is prior to clinical
METPNOEWV assessments, and, if using multiple

questionnaires, whether order of
administration will be standardized.

SPIRIT- When a PRO is the primary end point, state

14-PRO the required sample size (and how it was

Elaboration  determined) and recruitment target
(accounting for expected loss to follow-up).
If sample size is not established based on the
PRO end point, then discuss the power of
the principal PRO analyses.

Calvert M et al., JAMA 2018;319(5):483-494

MeEyeBog deiyuaTog



SPIRIT-18a Justify the PRO instrument to be used and

(i)-PRO describe domains, number of items, recall

Extension period, and instrument scaling and scoring
(eg, range and direction of scores indicating
a good or poor outcome). Evidence of PRO

instrument measurement properties, > UA )\ovr] 000 U VWV
interpretation guidelines, and patient
acceptability and burden should be provided (a)

or cited if available, ideally in the population
of interest. State whether the measure

will be used in accordance with any user
manual and specify and justify deviations

if planned.
SPIRIT-18a  Include a data collection plan outlining
(ii)-PRO the permitted mode(s) of administration
Extension (eg, paper, telephone, electronic, other) and

setting (eg, clinic, home, other).

SPIRIT-18a  Specify whether more than 1 language

(iii)-PRO version will be used and state whether

Extension translated versions have been developed
using currently recommended methods.

SPIRIT-18a When the trial context requires someone

(iv)-PRO other than a trial participant to answer
Extension on his or her behalf (a proxy-reported Calvert M et al., JAMA
outcome), state and justify the use 2018;319(5):483-494

of a proxy respondent. Provide or cite
evidence of the validity of proxy assessment
if available.



2. UANAOYN OEQONEVWIV
(b)

SPIRIT-18b  Specify PRO data collection and

(i)-PRO management strategies for minimizing
Extension avoidable missing data.

SPIRIT-18b  Describe the process of PRO assessment
(i))-PRO for participants who discontinue

Elaboration  or deviate from the assigned
intervention protocol.

Calvert M et al., JAMA 2018,319(5):483-494



SPIRIT- State PRO analysis methods, including
20a-PRO any plans for addressing
Elaboration  multiplicity/type | (a) error.

2TATIOTIKN

avaAuo
L SPIRIT- State how missing data will be described

20c-PRO and outline the methods for handling
Elaboration  missing items or entire assessments

(eg, approach to imputation and sensitivity
analyses).

Calvert M et al., JAMA 2018;319(5):483-494



AveETTIOUUNTEC
EVEPYEIEC

SPIRIT- State whether or not PRO data will be
22-PRO monitored during the study to inform the
Extension clinical care of individual trial participants
and, if so, how this will be managed in
a standardized way. Describe how this
process will be explained to participants;
eg, in the participant information sheet and
consent form.

Calvert M et al., JAMA 2018;319(5):483-494



XPNOIJOTTOIOUVTAI T ATTOTEAEOUOTA EKBACEWV UYEIOC,
OTTWC AVAPEPOVTAI ATTO TOUC OOBEVEIC;

- H pétpnon tmoidtntag (wncg (SF-36) XpnolYoTToIEiTal O€
TUXQIOTTOINMEVEC KAIVKEC OOKIUEC

- MepIKEC @OopEC divel aTToTEAEOUATA DIAPOPETIKAG
KATeUBuvong atrod auta TTou divel N KUpla £KBaaon

- 2TTAVIA, TO ATTOTEAEOMA TNG €KBaoNng yia TNV TToloTNTA
(WNC TPOTTOTTOIEI TN GUVOAIKN EPMNVEIQ OTIC
TUXQIOTTOINMEVEC KAIVKEC DOKIUEC

Contopoulos-loannidis DG, et al. BMJ 2009;339:a3006



Ti TTpoTEivETAl;

- H KAIVIKI} onuavTIKOTNTA TWV EKBACEWV UYEIAC OTTWCG
avagEpovTal atrd Toug aoBeveic Ba TTpETTel va culnTeiTtal
0€ OUVOUAO MO HE TIC AANEC ONUAVTIKEG KAIVIKEC EKBAOEIC,
OTTWG N €IRiwon

Cocks K, et al. Eur J Cancer 2008;44(13):1793-8



T1 ytTopei va BonBrnoel oTnV EpUNVEIa TWV ATTOTEAECUATWY
VIO EKPBACEIC UYEIAC, OTTWC AUTEC AVAPEPOVTAI ATTO TOUC
QO0OEVEIC;
- OpIOPOC eAAXIOTNG CNUAVTIKAC METABOANC (EQOCOV EXEI
EKTINNOEI N eykupdTNTA TNG)

- 2UyKpIon JE AAAEC TTAPOUOIEC TUXDIOTTOINUEVEC KAIVIKEC
OOKIMEG

- 20vOean TNG KAIVIKIIG ONUAVTIKOTNTAC TWV EKBACEWV TTOU
QAVAPEPOVTAIl ATTO TOUC A0OEVEIC HE AANEC ONUAVTIKEC
EKPAOCEIC TNG PEAETNG, TT.X., TOCIKOTNTA

Calvert M et al., JAMA 2018;319(5):483-494



SISAQOL - Setting International Standards in
Analyzing Patient-Reported Outcomes and Quality of
Life Endpoints Data - Consortium

95

O
o

- Treatment A

Physical functioning
oo
(9]

- Treatment B

T 1 T 1 1 I T T 1 I
¢ O p D SR FS
Q@ *q’é'

b\
&

Time (in weeks)

Bottomley A, et al. Lancet Oncol 2016;17(11):e510-e514
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