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Euxoplotieg

Me tnVv oAoKANPWON TNG TTTUXLOKAG HoU epyaciag, Ba nBeha va ekPppAaow TG EUXAPLOTIEG LOU
0€ O00UG CUVERAAQV OTNV EKTOVNON TNG.

Oa nBeha va euxaplotriow Bepud tov eTBAENWY KABNYNTH TNG MTUXLAKAG LoU gpyaciag Ap.
MavteAr] MTtAyKo, yLol TNV EUTMLOTOCUVN TIOU HoU €8€L€e Ye TNV avaBeon tng KoL Tnv agloAoyn
ouvepyaoia pag.

Eniong, euxaplotw tnv Ap. Maplaléva TpiBéAAa yia tnv kaBodriynon kad’ oAn tn Sldpkela
EKTTIOVNONG TNG €Pyaoiag, TIG UTOSEIEELS TNG, TO aUEilwTO evlladEpov TNG KAl ylo TV
€UMVEUON TIOU HoU €8woe va aoXoAnbw He Tov KAASo auTto TG00 0To TAALCLO TN TapoUoag
gpyaciog 600 KoL TEpa oMo AUTO.

ISlaitepeg euxaplotieg Ba RBeAa va ansuBuvw otov Ap. Niko KadoyAou, e€elSikeuuévo otnv
KapSlakn ovemapkela, AEktopa Kapdloloyiag otnv latpikry IxoAn tou MNavemotnuiou
KOmpou kal emiotnuovikou cuvepydtn oto Centre for Statistics in Medicine, University of
Oxford, yia Tig mMOAUTIUEG CUUBOUAEG TOU Kal TNV KaBodriynon tou 6cov adopd To KAWVIKO
HEPOG TNG gpyaciog. Méow tng ouvepyaoiag pag, pou 600nke n duvatotnta va £pbw oe
enaodn e TIC anmapaltnTEG YVWOELG YLO TNV OAOKANPWON TN Epyaciog pou.

TéAog, Ba NBela va ekdpAowW TNV EVYVWHOCUVN HOU OTNV OLKOYEVELQ HOU KoL TouG ¢piloug
HOU ylaL TN oTAPLEN, TN CUMIMOPACTACN KOL TNV MLOTN TouG o€ epéva KaB’' OAn tn dLapKela Twv
omoudwv pou.



Me atoptkr] pou euBUvn kot yvwpilovrag tig kupwoelg (1), ou poPAénovtat arnd tng Statdéelg tng ap. 6 tou dpbpou 22 tou

N. 1599/1986, SnAwvw OTL:

1. Aev mapadétw kouuatia Bi1BAlwv n apBpwv n epyactwv dAAwv autodeéei ywpic va ta nepikAsiw os
ELCAYWYIKA KOl XWPIC VO aQVOQEPW TO OUYYpa@Ea, TN xpovoloyia, Tn oeAiba. H autodeei napadson
XWPIC eloaywylka ywplic avoapopd otnv mnyn, eivat AoyokAomn. Mépav tn¢ avtoAséei napadeonc,
AoyokAortr) Sewpelital kot n mapappacn edapiwv armo Epya AAAwV, CUUNEPIAQUBOVOLEVWY KoL EPYWV
oULEOLTNTWYV LoU, kadwe Kat n mapadson otolxeiwv mou aAdot ouveédeéav n enséepyaocdnkav, ywpic
avapopd otnv nnyn. AVapepw TAVTOTE UE TANPOTNTA TNV TNV KATW Q0 TOV Tivaka 1 ox€dLo, Omwe
ota napadéuara.

2. Aéyouat OtL n avtoAeéei napadeon ywpic ELCaywylkd, akoua KL av cUVOSEVETAL OO AVAQOPd OTHV
TINyn o€ KAmoLo aAAo anueio Tou KELWEVOU 1 0To TEAOC Tou, ivat avtypapr). H avapopd otnv nnyrn oto
TEAOC TL.Y. Mlac¢ mopaypapou 1 utag oedibag, dev Sikatodoyei ocuppapn edapiwv gpyou dAdou
OUYYPAQEQ, E0TW KAL TTAPAPPACUEVWY, KAL TapoUciact) Toug w¢ Stk Lou epyaoia.

3.  Agyouat OtL UMtap)EL EMiONG MEPLOPLOUOC OTO UEYETOC Kal OTN oUXVOTNTA TWV TAPATEUATWY TTOU
UITOpW va evtdéw oTnV epyacio Hov evtoc eloaywylkwy. Kade ueyddo napadeua (m.y. oe mivaka n
nAaioto, kAm), mpoUmnod<tel e1bikég puduioeig, kat otav dnuootevetal npolinodeTel tnv adela Tou
ouyypaéa n tou ek60tn. To Lo kat ot TIVAKES Kal Ta oxEdLA

4. Aéxouot OAEC TIC CUVENELEG O€ MEPIMTTWON AOYOKAOTTNG 1) AVTLYPAPrC.

Huepounvia: ... /...../2020

O—HAnA.

(Yroypadn)

(1) «Omolog ev yvwoel tou dnAwvel Peudr yeyovota f apveital 1 amokpUmIeL ta aAndwa pe €yypadn
uneBUVN 6AAwaon tou apBpou 8 map. 4 N. 1599/1986 Tipwpeitat pe GUAGKLON TOUAGXLOTOV TPLWV UNVwV. EGv
0 UTIOLTIOC QUTWY TWV MPAEEWY OKOTEVUE VO TIPOOTIOPILOEL OTOV E0LUTOV TOU N 0 AANOV TIEPLOUCLAKO O0DEAOG
BAamtovtag tpitov i okomeve va BAaeL alov, Tipwpeital pe kaBelpén pexpt 10 sTwv.
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2YNOWH

YnopBaBpo: H Kapdiakry Avemadpkela (KA) eival pia moAumAokn kapdlayyelaky madnon mou
xapaktnpiletat and vPnAn voonpotnta kat Bvnolpudtnta naykoopiw. H cuoxEtion tng ypinng pe
™V KapdlayyeLlakn voonpotnta kot Bvnolpdtnta eival cuxvn, xwpig Opwe va €xel amodelytel pe
LoXupa otolxela.

ZKOTOG: IKOTIOC TNG MOPOoUCAC EPYACLOG EIVAL N CUCTNUATLKI OVOLOKOTINON KOl LETA-OVAAUCH TIOU
OTTOCKOTIEL OTO VAL CUVOLOTEL N ATOTEAECUATIKOTNTA TOU EUBOALACHOU KATA TOU LoV TN ypinng oe
aoBeveig pe Kapdiakn Avemtapkela (KA).

Mé£0odot: MNa tnv Sle€aywyr TNG CUCTNUATIKAG AVAOKOTNONG CUAAEXONKaAV Kal PeAETHOnKkav 29

€peuveg mou adopovoav aobeveic pue mpolmapyovoa Kapdiakr Avenapkela (KA) otoug omoiloug
xopnynbnke to avtyputukd euPoAlo. Ta efetaldpeva amoOTEAECUATA ATOV N TAONG PUOEWC
Bvnowotnta, n Bvnowotnta Aoyw KoapSlayyelaKAG vooou, Kal n voonAeia toug Adyw KA n o
ouvduaouog toug. O kivbuvog pepoAniag (Risk of bias) tng kaBe €pesuvag pehetndnke ol uPwva
ue to epyaleio ROBINS-I. (Mapaptnua 6). H mapamdavw £€pguva €yve cUUPWVA E TO TO TIPOTUTIO
kal tn pebodoloyia tng Cochrane.

AnoteAéopata: Asdopéva ylo LETA-avAaAuon £5waayv oL 8 amo TG CUUMEPIAAUBAVOUEVES EPEVVEG.
JT0 OUVOAO TOUG TO OMOTEAECHATA TNG META-avaAuong Seiyvouv OTL To guPOAlo TNG ypimng
eMnpPealel OETIKA O OTATIOTIKA ONUAVIIKO PBaBpod amoteAéopota OMwe n maong GUoEwg
Bvnowotnta (HR = 0.83(95% Cl: 0.77-0.89) armo tnv avaAucn pn mPoocapUoopEVWY SedopEvwy Kal
(HR=0.82(95% Cl: 0.78-0.86) amnod tnv avaluon npocapuoopévwy dedouévwy, n Bvnoluotnta Adyw
kapdlayyetakwv mabnoewv (HR = 0.80(95% Cl: 0.77-0.84) kat n voonAeia Adyw KA ((HR = 0.52(95%
Cl: 0.37-0.74). Zta mAaiola twv oUVOeTwV amotedecpdtwy, 8 BPEONKE OTATIOTIKA ONUAVILKA
QTTOTEAECATIKOTNTA TOU QVTLYPUTLKOU EBoAlacpol.

Tuunepacpato: JUUPWVA LE TA OTOLXELD Ao TN HUETA-AVAAUON, O €TNOLOG EUPBOALACHOC KATA TNG
ypinng daivetal va eivat éva amoteAecpatiko HETPO yla T BeAtiwon tng emPBiwong Kal Tnv
npoAndn, oe kamolo Badbuo, emelcodiwv ofeiag KA.

Né€erg KAewdLa: Kapdiakn Avendapkela; EpBoALo Mpimng;




ABSTRACT

Background: Heart Failure is a complex cardiovascular disease with high morbidity and mortality
worldwide. The association of influenza with cardiovascular morbidity and mortality is often but has
not been proven by strong evidence

Objectives: The aim of the project was the exploration of the safety and effectiveness of the anti-
influenza vaccine in patients with heart failure.

Methods: In order to conduct the systematic review, 29 individual studies were selected, which
referred patients with pre-existing Heart Failure (HF) who received the anti-influenza vaccination.
The primary outcomes were all-cause mortality, mortality due to cardiovascular disease,
hospitalization due to HF and the composite outcome of them all. The assessment of bias of each
study was conducted according to the ROBINS-I tool (Risk Of Bias In Non-Randomized Studies of
Interventions) (Appendix 6). The current study was based on the Cochrane Collaboration
methodology.

Results: 8 of the studies had data and included in the meta-analysis. Overall, the results from the
meta-analysis show that the influenza vaccine has a protective effect on statistically significant
outcomes such as all-cause mortality (HR = 0.83(95% Cl: 0.77-0.89), from the unadjusted subgroup
and (HR = 0.82(95% Cl: 0.78-0.86) from the adjusted subgroup, cardiovascular mortality (HR =
0.80(95% Cl: 0.77-0.84) and HF hospitalization (HR = 0.52(95% CI: 0.37-0.74). In terms of the
composite outcome, was not found a statistically significant effect of the influenza vaccine.
Conclusions: Based on data from the meta-analysis, annual anti-influenza vaccination seems to be
an effective measure to improve survival and, in some degree, prevent acute HF episodes.

Key Words: Heart Failure; Influenza Vaccination; All-cause Mortality; Hospitalization;




Kedéhato 1 - EISAFQrH

1.1. Tevikég ApXEG

H EMITOKTIKI avAyKn yla €YKUPEG Kal EyKalpeg anodAacelg o BEpata dnuootag vyeiag, alAa Kat
oTNV KABnUePLVA KALWVLKA TIPAKTLKN, KAOwWC Kal n oAoéva aufavouevn mAnpodopia OYXETIKA LE TIC
TIOWKIAEG ETILOTNHOVLIKEG UTIOBECELG, KABLOTOUV amapaitnTn TV CUYKEVIPpWON, CUYKPLON, AVAAUGN
KOl TNV OLLEPOANTITN KPLTLKI TWV AMOTEAECUATWY TIOU TIPOKUTITOUV artd TNV MANBWPA TwWV LEAETWV
nou Sle€ayovral.

H Tekunplwpévn KAwikn MpakTikn €lvat pLo Tpwtonopa pooéyylon KAWVIKWVY TipoBAnudatwy. Exet
w¢ otoxo tnv PBeAtiotonoinon tng ANPYNG KAWIKwWY anoddcswv eotlalovtag otn Xpnon twv
KAAUTEPWV KAl TILO oUYXPOVWV SLOBECIUWY OTOLElWV amd owotd Sopnpéveg €peuves. Me tnv
KaTAAANAN pebodoloyia, cuvdéel TIc TANPOdOPLEG AUTEC UE TO KALVIKO TIPOPANUa Kol Snuoupyet
npotuna AP ng amoddacewy yla tnv KaAutepn dpovtida Twv PEUOVWUEVWY acOevVwV.

loxupéc amodaoelg AapBAavovTtal Pe T Xpron Loxupwyv amoSeIKTIKWY oTolxeiwv. Mo auto, To KAsLSL
o€ OAO QUTO €lval OTL Tl OTOLXELQ TTIOU XPNOLUOTOLOUVTAL WG AmOSeLen ylo TNV TeAkn Ste€aywyn
€VOG CUUTEPACHATOC E(VaL LOXUPA OTOLXELO TTOU €XOUV TIPOEABEL OO GUOTNATLKEG OlVO.OKOTIOELG
HE N xwplc peta-avaiuvon. H peBodoloyia tng Cochrane (81eBvig un kepSOOKOMIKOG OPYAVIOLOC),
amoteAel pia amnod Tt mAfov Stadedopuéveg otn cuyypadr CUCTNUOTIKWY AVOOKOTIOEWVY KAl LETA-
avalUoswv Kat Bswpseital xpuodc kavovag!, evw sival Swpedv Stabéoun. Alebveic opyaviopoi
Xpnouomnotlovv t pebBodoroyia tng Cochrane yla TG KAVIKEG KOATEUBUVTHPLEG YPOUHEG.

1.2. Ikomog Epyaciag kat Znpaviikotnta Ate§aywyng tng Epsuvvag

Keviplkog okomog tng mapoloag MTUXLOKAG gpyoaoiag sival n Sie€aywyn Ulag ocuoTNUATIKAG
avaoKOTNONG Kot PETd-avaluong akolouBwvtog th peBodoloyia Cochrane? pe mou Siepeuvd
TLOOOTIKA SE60UEVA OXETIKA UE TNV TIPOANTITIKY) ATMOTEAECUATIKOTNTO TOU €RBOALACHUOU KATA TOU
oL tNC ypinng o aobeveic pe Kapdiakn Avendapketa (KA).

H mpotaon tou avilyputikoU eUBOALOCUOU O ATOUA TIOU TTACYXOUV amod cupdopntiky kopdlakn
avemnadpkela Baociletol o€ MEPLOPLOPEVO OPLOUO HEYAAWY TTOPATNPNTIKWY UEAETWVY UE BdAon Tov
TANBUOUO, eVvw eAAXLOTEG amd auTEG avadepovtal EekdabBapa o aoBeveig pe mpolnapyouvoa KA.
Mapd 6Aa ta peBoSoAOyLKA LELOVEKTAATA, OL LOXUOUOEG CUOTACELG EVOappUVOUV TOV EUPOALOCUO
KaTd TG ypinng oe aoBeveig pe KA, ol omoiot dtatpéxouv uPnAo kivéuvo Bvnouotntag. AutEg oL
OUOTAOELG OUWCG Baoilovtal KUplwG 08 CUVALVEDN EUTIELPOYVWHUOVWYV KOL OXL O€ LOXUPA OTATLOTIKA
otoxeia. Mia KA oxeSlaouévn cuOTNUATLKA avackonnon Ba cuvoicel kal Ba mapousoldceL
TIOOOTIKA SESOUEVA OXETIKA E TNV TIPOANTITIKY AMOTEAECUATIKOTNTA TOU €UPBOALACHOU KOTA TNG
ypLmng Kal umopel va EUVONOEL TEPALTEPW TNV EVOWUATWON TOU WG CUUMANPWHUATIKAG Bepaneiag,
yla tn Helwon tng voonAeiog Kol Twv mMooootwy Bvnouotntag o aocbeveis pe mpoindpyxovoa KA.

1.3. Ixébdwo Epyaoiag

Ztnv evotnta autr, 6a mopouclaoctel o Tpomog mou Ba Sounbel n mapovoa epyaocia.
e 310 mapov kepahato, Keddalalo 1, mapouctalovtol OpLOPEVA ELCOYWYLKA OTOLXELO UIE OKOTIO
va eloaxBel o avayvwotng oto B£pa Kal va KaTtatomioOel avadopikd Pe Tn onUAvVTLKOTNTA
Kol Tn Sopr tTng mapol oo EPEVVNTIKNG Epyaaiag.




210 KeddAalo 2 mapouctdlovral EKTEVWE XProLLa BewpnTLKA OTOLXELA KOL ETILOTNLOVIKEG
€VVoleG TOU oxetilovtal pe To unmoPabpo NG epyaciag. Iuykekplpéva, avalvovrtal ol
€VVOLEG TNG CUOTNUATLKAG AVOLOKOTINGONG KAl TG HETA-avaluaong, to mpotumo tng Cochrane,
n akoAouBoupevn Sladikacia yla tnv opbn Sie€aywyr Toug Kal oL TUTIoL SeSoUEVWY TIOU
ocuvavtnonkayv kat avaluBOnkav. Emiong, avaAlovtol Ta HEPN TOU EPEUVNTLKOU EPWTHLATOG
NG epyaciag, TO0O N KATAoTaon 000 Kal N mapéupaocn, mapatiBevratl SnAadn mAnpodopieg
yla Tnv Kapdlakr Avemdpkela KoL TN GUOXETLON TNG ABNONG AUTAG HE TO €UBOALO TNG
ypimng.

To Keddlaiwo 3 adopd T oxedlaon tNg CUCTNUATIKAG avookomnong. Mapouoidlovral
QVaAUTIKA oL BaolkéG mpodLlaypadEC TG mapouoag Epeuvag Kal o Tpomog Steaywyng tne.
AvaAUovtal Ta KpLtHpLa EMAOYAG TWV TUTIWV TWV CUUTEPIAAUPBAVOUEVWV PEAETWY, TWV
TUMWV aoBevwV Kal To £160¢ TG mapEUPacnc. Alvovtal oL eVTOAEG avalTNoNG TWV LEAETWY,
neplypadovral ta kKupla e¢etalopeva anoteAéopata, n avaAutikn Stadikaacia Tng cUAAOYNG
TwV 6eS0UEVWY, 0 XELPLOUOG TWV eAATTWY SeSopEVwy Kal n akoAouBoupevn Sladikaaoia yla
Vv afloAdynon tng pepoAnyiog tng KABe piag amod TG TEAIKA CUMEPAAUPAVOUEVEG
HEAETEC. TENOC, YIVETAL EKTLUNON TNG OUOLOYEVELAG TWV ATOTEAECUATWY, TEPLYPADETAL O
TPOTOG JLE TOV OMOL0 AUTA TPOKELTAL VA GUVTEBOUV.

To Kepahato 4 adopd TNV mapouciaon Twv AMOTEAECUATWY ToU Tpoékudav amod Tn
Sladlkacio tou mponyoluevou kedpoahaiou. Mapouoialovial T ONMOTEAECHATA TNG
avalnTnong, Ta XAPAKTNPLOTIKA TWV CUUTEPIAAUPBAVOUEVWY UEAETWY, TA ATMOTEAECUATO
Qo TNV OXETIKA ME TN MepoAnPia Twv emMPEPOUC HEAETWV Kol €€AYETAL TO TEAIKO
«Slaypappa 6Acoc» w¢ AmMoTEAECoUA TNG LETA-aVAAUONG. 2Tn CUVEXELX e€ayovTal Baoika
ocuunepdopata BAon Twv TEAIKWV ATMOTEAECUATWY

Y10 KeddAato 5 yivetal £vag TEAIKOG OXOALAOUOC TWV ATOTEAECUATWY TNG EPEUVAC, YivVETOL
oulATnNoN yLa TNV aVAYKN TIEPETALPW UEAETNG MAVW OTO OVTIKELUEVO Kol avadEpovtal ol
TiEPLOPLOUOL TNG.

EmutAéov UAkO Tou oxetiletat pe TN Swadkaoio  Sie€aywync TG  £peuvag,
OUUTEPIAAUPBAVOUEVWY  CUYKEVIPWTLIKWY TIVAKWY XOPOKTNPLOTIKWY TWV  ETLUEPOUG
HEAETWY, TIVAKWV HE Ta e€axBévia SeSopévwv Kol AOTEG EPWTNUATWY ylO TN OCWOTH
Sle€aywyn TG LETA-0VAAUONC KoL TO epyaleio ektipnong tng pepoAnyiag, diatibBetal ota

MNapaptAuara.




KedaAawo 2 - YNOBAOPO KAI BAZIKEZ ENNOIEZ

2.1. YnopaOpo

Na twt O&e€aywyn TG mapoucag €peuvag, Ba xpnowomownBst n Swadkacio cuyypadng
OUCTNHOTIKWY OVAOKOTINOEWV OMw¢ opiletal and tnv Cochrane. H Stadkaoia auth akoAouBel
OUYKEKPLUEVN peBoSoAoyia wg mpog tn Ste€aywyn Kot TNV avadopd tng EPEUVAC.

Atvetal épudoaon otnv neplypadn TG KATAOTAONG, TNG MAPEUBAONG KAl TOU TPOTIOU HE TOV Omoio
oUTA Umopel va Aeltoupynoel, otnv apxn tng dtadikaotiag, €tol wote va odnynboupe puoikad oTouG
AOyoug mou Ba eTiAeyel n KABe HEAETN yLO TOV EKAOTOTE TOUEQ TNG UYELAC TTOU EPEVUVATAL.

OL oplopol PICOS (Population-Intervention-Comparison-Outcome-Studies), mou avaAvovtat
TOPOKATW, OmMOTEAOUV TO TAQIOLO OTO oOmoio T amoteAéopota TeAkd Tmpoodlopilovral,
akoAouBolpeva ano tic pebddoug mou Ba xpnotponotnBouv. H avadopd Twv amoTteEAECUATWY Kall
N afLoAdynon TnG MoLOTNTOG TWV OTOLXELWV, TipoToU culntnBOolv Ta TEALKA EUpAOTA Elval EMiong
Hépog tn¢ Stadikaoiag tng Cochrane. Auth n ogpd avadopdg Kal mopoucioong eival Kot auTH Ttou
Ba akoAouBnBel otnv mapol oo MTUXLAKN Epyaoia.

2.2. H Zuotnuatiki Avaokonnon

To Baowkotepo otn ANYPn Latplkwyv anopdccwy, eivat n kabBodrynon amnd £€yKUPEG Kol TIOLOTIKEC
TIANPodOpPILEC, AVEMNPEACTEC ATO £EWTEPIKOUC TTAPAYOVTEG. TOl AMOTEAECUATA UIOG LEUOVWHEVNG
£€PEUVOC OTIAVLA ETTOPKOUV YLOL VO ATTAVTI)OOUV OE KPIOLO LOTPLKA EPWTALOTO, EVW UEYAAO PEPOC
SL0BECIUWY EPEVVWVY Elval OXETIKA KAKAG TOLOTNTAC. A Toug mapandavw AGYoug N CUCTNUOTLKA
avaokonnon (2ZA) amoteAel tn povadikn aglomiotn enthoyr) eMAVONC TWV MPOPANUATWY AUTWV.
Mpokeluévou va PBpeBel amavinon o Ui CUYKEKPLUEVN EPEUVNTIKN EPWTNON, CUAAEYEL Kal
ouvoilel amoteAéopata Kal SLamoTWoelg amo TOANEG SLadOPETIKEC UEAETEG, EVW TAUTOXPOVO
g€etalel kat tn pepoAnPio Twv cupmep\apPavopéVwV HEAETWY, EVOC TIAPAYOVTA TIOU CUXVA
OTIOTIPOCAVATOALLEL TO TEALKO ATIOTEAECA, YEYOVOC TTOU TNV 08Nyl 0TNV Kopudr OAwWV TwV TUNWV
HEAETWV.

Ta Bepediwdn otolxeia yla tn ouvyypadng piag cuotnUATIKAG avaokonnong, cuvoyilovtal oto
Adypappo 1.3

To mpwto BApa eival n SlaTUTTWON TOU ETLOTNUOVIKOU EPWTNUATOC TO OmMolo EMISLWKEL va
EPEUVNOEL N OUCTNUATIKA avaokomnon. To epwtnua Ba mpémnel va eival cadEg, EMOTNUOVIKA
TEKUNPLWHEVO KOl KALVLKA ONUOVTLKO.

To &eUtepo Pripa eivat o kaBopLopds Tou MANBUGCHOU OTOXOU KABWGE KaL TwV KpLtnplwv eLcodou Kot
amoKAELOHOU piag HeAETNG otnv ZA. Mo To OKOMO auTo, Xpnolpomnoleital n dtadikacia “PICOS”, n
orola meplAapBavet:

e P-Population: Meplypadr tou mAnBucpou

e |-Intervention: Meplypadn tng napéufaong
e C-Comparison: ZUykpLon

e O-Outcome: ArtotéAecpa evolap£povTog

e S-Studies: Neplypadn TwV TUMWV HEAETWV

INUOVTLKO €lval va onuelwOel, OTL N meplypadn TwWV AMOTEAECUATWY evELadEPOVTOG, TTAPOAO TTOU
elval pépoc twv “PICOS”, dev Beswpeltal kpitriplo €vtaéng kabwg Sladopetikd Ba umapyel o




Kivbuvog pepoAniag wg mpog tnv €MAEKTIKA ovadopd TwWV QMOTEAECUATWY, TO OTOoLo €lval
coBapo cuotnuatikd AaBog o pia Epguva.

210 tpito Bruna yivetal n pebodoloyikn oxedioon tng €pesuvag, To wg dnAadn cuvdéovtal ta
BrApata pebodoloyikd petall toug. Baoel twv PICOS, anodaciletal o TUMOG Twv SeS0UEVWY TTOU
EMNPEALEL TO LETPO OXEONC, TO OTOLO HE TN OELPA Tou KaBopilel Tov TUTIO TN PETA-AVAAUONG, TOV
TUTIO TOU PoVTEAOU Tou Ba xpnotuomolnBel yia tn peTA-avaluon Kal Tbaveg umo-opadeg mou
umopet va dnutoupynBouv yla tuxov Stadopeg LETafL TwV LEAETWV.

Tétapto Bripa eivat n avaltnon OXETIKWV UEAETWV Kol €AoYy TwV KAatdAAnAwv (Baocesl twv
PICOS), autwv &nAadn mou TANPOUV Ta KPLTPLO TTOU OpiloTNKaV MOPATAvVW KAl OIOVTOUV OTO
ETUOTNHOVIKO gpwTnUa. MNa To okomod autd Xpnolpomnolouvtal AEEELG-KAELSLA 1) cuvOUACUOG TOUG
Kall TNpEitatl avaAuTtikog aAyoplOpog aval)tnong Kot amelkoviong Twy BRUATWY TG avaokOmnong
™C¢ BLBAoypadiag. H avalntnon mpayuatonoleital cuviBwe oe moANamAEC Baoelg debopévwy oL
omolie¢ Ba mpemnel va avadpEpovtal He cadrivela. H teAkry emloy Twv UEAETWVY KPLVETAL OO
TouAdylotov U0 epeuvnTEC, evw Ba MpPEMEL va avadEPovial To ATl ATOKAELOUOU KATOLOG
HEAETNG amo v ZA.

*Jadn¢ SLaTUTIWON TOU EPEVVNTIKOU EPWTUATOC

*[1p0o0dLOPLOPOC TWV KATAANAWY KpLtnpiwv elc6dou Kal amokAelopou (PICOS)

*MeBobdoAoyikn oxediaon

e Avalf|TNON OXETIKWY UEAETWV

eEmiloyn TwV KATAAANAWY LEAETWV

eKataypodr Twv dedopévwv

e AtoT{UNON TNG TOLOTNTAG TWV PEAETWV

*JTATLOTLKN avAaAuon 6eS0UEVWY KOL TTAPOUCLOCH ATTOTEAECUATWY

eEpUNVELQ TWV ATIOTEAECUATWY

eEtLKOLpOTIOinOoN TNC €pEuvag

Ataypauua 1: Biuata ocuyypo@rnc cUCTNUATIKAG XVATKOTTNONG.

Emépevo PBrpa eivat n kataypodry Twv PoOKWV XAPOKTNPLOTIKWY KABe WUEAETNG TOU
oupnepthapPBavetal otnv ZA. H kataypadn auth yivetal oe pia mpooxeSlaopevn ¢opua Kal
T(POKUTITEL QO TN cuvepyacoia SU0 EPEVVNTWYV YLOl EAOXLOTOTIONGCN TWV OPAAUATWV.

INUOVTIKO Bripa glval n amoTipnon TnG MoLOTNTAG TWV LEAETWY, N omola Oa TpEmel Kat TAAL va Yivel
oo 8U0 epeuvnTEG oL omoiol afloAoyoUv KABe €peuva WG TTPOG TOV TPOTIO Ttou SLe€axOnKe yla TV
amoduyn tnc pepoAnyioc.

AkoAouBei n otatiotiki avaAuon twv dedopévwy mou cUANEXBNKav. e autd to otddlo, cuvtiBevral
OAdl TO QATMOTEAEOUATO TWV CUUTEPNAUPBAVOUEVWY HEAETWV TIPOKELUEVOU Vol TIPOKUYPEL €va
OUYKEVTPWTLKO amotéAeopa. To Bripa autd TnNg CUOTNUATIKIAC OVOOKOTINONG €LVOL OUCLAOTIKA N
€vvola TNG HeT@-avaAluong rmou Ba e€nynBel mapakatw.

Teheutaio BrApo amoTeAEL N EPUNVELD TWV ATMOTEAECUATWY KOL N TTEPALTEPW culATnon yLa TOAVEG
TIPOTAOELG LEANOVTLKY EPELVNTIKAC SpOOTNPLOTNTAG OTO OUYKEKPLUEVO TteSio 2.

Erkatpormoinon tng épguvag




BéBawa, mapd TO yeyovog OTL XPNOLUOTOLoUVTOL CUYKeEKpLUEva BrApata, n pebodoloyia tng
CUOTNUATIKNAG avookomnnong 6 Baoiletal tooo o autd ta BrApata oAAd oTo OO0 GUOTNUATIKN,
oAokAnpwpévn kot Stadavig we TPog TNV €AKPIVELD €lval n CUOTNUATIKA avackonnon. Ta
napanavw PApotoa cuvdéovral petafl toug. Katda tn oxedlaon tng €peuvag, n emioyn tTwv
kpttnpiwv kat n peBodoloyikr) oxediaon, mou adopd to TL eidoug dedopéva Ba xpnoipomnotnbouy,
Umopel va yivetat otnv apxn tng dtadikaciag alAa emnpealel tnv e€aywyn Twv dedopévwy nou Ba
XPELAOTOUV, TO (860G TNG OTATLOTIKAG AVAAUGCNG KOL TO WG Ba EPUNVEUTOUV TA ATOTEAEGUATAL.
Emopévwg, n ouoTnUATIKA avaokomnon eival pia onuovtikn dtadikaoia Kat umopel va cupBAaiAeL
otnv anocadnvion Bepdatwv omou udiotatal aBeBatdotnta aAAd kat otnv anokdAvPn nediwv 6mou
N €peuva evOEXETAL val elval EAALTTAG.

2.3. H Meta-AvaAuon

H petd-avaluon oamoteAel Tt pabnuatikn OStadikooio UTTOAOYLOUOU €VOC CUYKEVIPWTLKOU
anoteAéopatog, cuvduAalovTaG OTATIOTIKA TOL OTTOTEAECHOTO TWV LEAETWY TIOU ETUAEXDNKAV EMeLTa
OO TN CUCTNUATIKN avaokomnnon tng BLBAoypadiac.

210 Aldypappa 2 cuvoyilovtal ta otadla opbng Ste€aywyng HETA-avAAuong.

e AvalAtnon OXETIKWV LEAETWY

\.

* Eaywyr CUVOTITIKWY OTATIOTIKWY OTOLXELWV oo KAOe pHeAETN

* JUVBEON TWV CUVOTTIKWY OTATLOTLKWY OTOLXELWV

e [padLKr) AMEIKOVION TWV ATOTEAECUATWY

e Epunveia tou anoteAéoUaToq

Ataypouua 2: Biuarta Steéaywync ueta-avaiuong

MNa va kplBel éykupn Kat akpLPnC pio petd-avaluon Ba mpEmel OAEG OL EMUEPOUG UEAETEC va £lval
opoloyeveig petafl tous. Na opilouv dnAadn Kal vor LETPAVE TO ATTOTEAECHA LE TOV (610 TPOTTO Kall
va €xouv SLaBEoua oTaTIOTIKA oTolXela TTou €xouv TpokUPEL amod tn UeAETN Tou e€etaldpevou
MANBUGOU TOUG, YLO VO UTTOPOUV OTN CUVEXELQ T ATTOTEAECUATA AUTA va cuvouacToUV yLa TovV
UTTOAOYLOUO EVOG CUYKEVTPWTLKOU OMOTEAECUATOG. Ta OTOTLOTLIKA OTOLXEla aUTA Ba pémel va elval
(dlou TUmou (r.X. OAeg oiL peAéteg va €xouv Slabéowua Risk Ratios i autd va pmopouv va
urtoAoyloBouv amnod ta Stabéoipa dedopéva).

AdoU cuykevipwBoUv OAa ta SLaBECLUA OTATLOTLKA OTOLXELO YLa KAOE PeAETN IOV cupTepAndpOnke
oTnV €peuva, yivetal otatlotikhy eneepyacia Twv Sedopévwy autwv Kal n TEAKN ypadikn
ameLKOVLON Toug o€ éva dlaypappa 6acog (forest plot). Eva mapadelypa dStaypdupotog «6acocy,
Sivetal mapoakdtw, otov Mivaka 1 °.

O opulovtiog afovag evog Slaypappatog Sacoug amelkovilel Tn ox€on MOV EPEUVATAL OTN HEAETN
KoL TLG TUOAVEG TLUEG TOU OTATLOTLKOU peyEBoug mou emléxOnke (mx. Risk Ratio). O kaBetog dovag,
QVTUTPOOWIEVEL TNV N UTtapén oxéong petal mpoobloplotr Kat ékBaong3. Ekel, avtiotolyilovrat
KOl OL ETILUEPOUG UEAETEG TIOU CUMTEPIANPONKAV oTn peTA-avaluon. Ze KAOs peAETn avilotolyel
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£€va TETPAYWVO, TO OTOLo ELVOlL TO EKTIMWUEVO HETPO oXEonc. KaBe tetpaywvo €xelL otn péon pia
opllovTia Ypapun, n omola avamaplotd to SLAoTNa EUMLOTOoUVNG TOU UETPOU TN oxéong. Oco
HEYAAUTEPO €lval TO SLAOTNUA EUMLIOTOOUVNG TOOO AlyoteEpo mIBavo €ival To mMapATNPOUUEVO
OTOTEAECHO VA €LVOLL KOL TO TIPAYUATIKO. Ta HeyEDN Twv TeTpaywvwy dladépouv avaloya UE TN
Baputnta NG KABe UEAETNG OTOV UTIOAOYLOUO TOU CUYKEVIPWTLKOU OTNMOTEAECUATOG, £€TOL, OTLC
HUEAETEG TOU €xouv HEYOAUTEPO «BAPOC» QVTLOTOLXOUV KoL HeyoAUTEpA TETpAywva. To
OUYKEVIPWTLKO OTMOTEAECUA TNG UETA-AVAAUONG, aMELKOVI(ETAL 0TO Slaypappa «5Acoc» HE €va
«SLAUAVTLY, TA AKPO TOU OTIoloU amoTteAoUV TO SLACTNUO EUMLOTOOUVNG TOU EKTILWIEVOU UETPOU
oxéong. H B€on tou «Slopavtiou» o€ oxéon e Tov opllovtio afova ival Kal auTh ou pag odnyetl
otnv ANYn Tng TEAIKAG amodaonG UTIEP TNE APXLKNE EMLOTNUOVIKI G UTIOBs0NC i OXL.

H dle€aywyn HOVOo TNG CUCTNUATLKAG 0VOLOKOTINONG XWpPLG TNV epapuoyr TNG HETA-avaAuong aAAd
Kol N META-avAaAuon debopuévwy mou Sev €xouv TTPOEABEL A0 CUOTNUATIKEG OVOLOKOTINOELG Elval
Stadkaoieg mou ocuxva ocupPaivouv aAla Sev Bewpouvtal OAOKANPWHEVEG Kal cuxva elval
HLEPOANTITIKA ETINPEOCUEVEG.

OuOoLOOTIKA, N CUCTNUATLKA OVOOKOTNON KoL N HETA-ovAAuon amoteAouv U0 aAANAEVOETEC
SLadkaoieg Kal Lovov 0 cUVSUACUOC TOUG UItopEel val 08nyroeL oe acdaAr) CUUTIEPACUOTA.

Mivakac 1: Mapadetyua Ataypauuatog "Aacog”

2.3.1. TunoL Aedopévwv

Itnv napovoa PeAETn e€etaotnkav Sixotoutka (f Suadika Sedopéva), Sedopcva dnAadn mou, yla
KAOe ouppeTEXOVTO OTn UEALTN, evéxouv SUo TBavotntec. MNpokelpévou va Teplypadel to
amoTéAeopa autol tou £idoug Sedopévwy, Ta IO cuvrnOn PETPA oXECNC TIOU XPNOLUOTToLIoUVTOL
elval Risk Ratios (Avaloyieg Kivduvou), Odds Ratios (Adyot Avahoywwv) 1y Risk differences (Atadopa
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Kwdivou). MNa tnv KaAUTepn ene€iynon Twv PEYEBWV QUTWV XPNOLLLOTIOLELTAL O TTAPOKATW TILVOKOC
ouvadeLaG wG TPOG TNV EKBaon piog vooou Kal TV €KBeon VoG ATOLOU O€ KATIOLO CUYKEKPLUEVO
mapayovia.

Nivakag Zuvadelag

‘EkBoaon
‘EkBeon Nouw (0)'(8 Zovolo
Nau A B A+B
Ooxt C D C+D
Zuvolo A+C B+D A+B+C+D=N

Mivakac 2: lMivakog SuvapeLag

A
H Avaloyia Kwdivou (Risk Ratio) opiletat wg: RR = M , ue Tunkd odalpa: SE(In(RR)) =

C
[eva]
1 1 1 1
\/<z T s o)

Mpokettatl yla €va Adyo mou ekppalel Tnv mBavoTNTA EVOC ATOUOU VA TIAPOUCLACEL TN VOOO EAV
€XeL ekteBel oTOV MAPAyOVTA, WG TTPOC TNV MLBAVOTNTA EVOG ATOMOU VA TTAPOUCLACEL TN VOO €4V
Oev €xel ekteBel oTov Mapayovra.

O Aodyog Avahoywwv (Odds Ratio) opiletat wg: OR = 40 pe tunkd odpdipa: SE(In(OR)) =

BC '’
JG+3+ieD)
Mpokettal SnAadn yla tnv mbavotnta vog aTOUOU VA TTOPOUCLACEL TN VOOO €AV €XeL ekTeBEl oTOV
TLAPAYOVTA OE OXECN HE TNV MBAVOTNTA EVOC OTOOU VA TTAPOUCLACEL TN VOO0 €dv dev €xel ekteBel
otov mapayovta. Avti dnAadn va e€etaletal o kivbuvog va voonoeL éva ATopo, uttoAoyiletal n
muBavotnta eudaviong tng vooou o€ oxEon UeE T KN Eudaviong .

H Awadopda Kwwdivou (Risk Difference) opiletat wg: RD = %— ﬁ , UE TUTUKO odAApa:
AB cD
SE(]I](RD)) = (m + m) .

Ekdpdlel tov emutAéov kivbuvo €vOg aTOMOU va TIAPOUCLACEL T VOoo €Av €xel ekteBel otov
TIAPAYOVTA O€ CUYKPLON HE €va Atopo Tou dev €xel ekteBel otov mapayovta. H dtadopd kivduvou
bev ouviotatal ouvnBwg yla PETA-avAAUOH, UMOPEL OPWE vVa lval ULa EVNUEPWTLKA EVOAANAKTIKN
AUON TOU CGUYKEVTPWTIKOU ATOTEAECUATOC.

‘Eva. @AAO oTaTLOTIKO pEyeBOoC mou xpnolponolndnke otnv mapovoa HeAETN eival to Hazard Ratio
(HR - Zxetikog Ztypiaiog Kivduvoc  Adyoc Kivduvou). O Ixetikog Ztiypiaiog Kivbuvoc meplypadetl
6ebopéva xpovou £€wg to cupPav (Time to Event), Sedopéva dnAadn mou avadépovral oTto KaTa
OO0 CUMPBALVEL Eva YEYOVOC, TAUTOXPOVO LE TO XPOVO OTOV Onolo autd cupPaivel. MpokumTel
urtohoyilovtog éva HESo 0po, OTABULOUEVO, WE TTPOG ToV aplBd TwV ATopwV — acBevwy mou ival




SlaB€oLpol o KABe xpovikr oTyun Kot ekdpalel Tn oUVOALKA peiwan Kwduvou yla To Stdotnua
TIOU Ta Atopa ektiBevtal otov mapdyovra.

Zuyva, n avaloyia kivduvou (RR) kat o Adyog kivduvou (HR) ouyx€ovtat kat ToAAEC PopEC KATW aTd
OpPLOMEVEC ouVONKeC elval Suvatod va cuvundpyxouv pall otnv dla petda-avaiuvon. H dtadopd toug
elval otL To RR gival éva oTLyULOTUTIO TWV YEYOVOTWY TIOU CUVERNOCAV £VAVTL TOU OUVOAOU, EVW OTO
HR umdpxel emutA£ov to oTolxelo Tou Xpovou. Me dAAa AoyLa, TOAAEC DOpPEG, Kal ELOLKOTEPA OTAV
TPOKELTAL yla KAWVIKA debopéva, Sev apkel va yvwpiloupe Hovo TL oUVEPRN aAAd EmionNg ONUOVTIKO
elval moéoo Kalpo xpeLaotnke va cuPel Eva cupPfav.

TeAk@, TO TOLO UETPO OXEONG XPNOLUOTIOLE(TAL TEAKA OTN HETA-avAAuon €€aptdtal amo Tn
SlaBeopotnta twv dedopévwy oTLg TEAKA CUUTEPIAAUBAVOUEVEG UEAETEG.

2.3.2. Movtéla ZtaBspwv Kat Tuxaiwv Embépdoswv

Elvat onuavtiko va oplotel To povtého enidpaong, BAaoel Tou omolou Sle€ayetal n péta-avaiuaon.
Yniapyxouv 800 povtéla emidpaong.
e To povrédo otabBepwv embpdocwv (fixed effects model). Ito poviéAo autd yivetal n
umoBeon UTIAPENG OUOLOYEVELAC O OAN TNV EKTOON TWV HEAETWYV TTou cuvdualovtal Kal OTL
N €KAOTOTE PeTABANTOTNTA ElvalL TUXOLAL.
e To povtého tuyaiwv emidpdoswyv (random effects model). 1o povtélo autd, AapBdavoupue
urmoPily tnv Umopén etepoyévelag. Kabe pelétn ekppalel €va SlopopeTikd peEyeBOC
enidpaong kot akohouBel StadopeTIKA KATAVOU.

2.3.3. Avixveuon Etepoyévelag

H akpiBela koL n eykupotnTa Hiag LETA-avAAUONG EEQPTWVTAL OO TO OV OL ETILUEPOUG LEAETEG Elval
OPKETA OUOLOYEVELG HETAEL TOUG Kal YU auTO TIOAU CNUAVTLKO yla TNV 0pBn petd-avaiuon gival n
QVIXVEUON TNG ETEPOYEVELX TWV PEAETWY, SNAAdN WC TPOG TIOLEG TTAPAPETPOUC AUTES SladEpouv
HETAEL TOUC. OO TIPEMEL VA UTIAPXEL OMOLoyévela oto HeBodoAoylkd oxedlaoud, oToug
HeEAeTwUEVOUG TMANBuouoUg, oto €idog¢ TNG TMapéuPacng KoL OTOV TPOTO HETPNONG TWV
QTTOTEAECUATWY, £TOL WOTE AUTA VO £XOUV OTATLOTLKN, AAAA KAl KAt €TEKTACN KALVLKA LOXU.

o TNV avixveuon tng TeEpoyEVeLac xpnotpomnoteital to 12 statistic’. To 12 opiletol w¢ To MocooTo TNG
OUVOALKNAG SLakUpavong LETaEl Twv SLadopwv HEAETWYV TTOU ODEIAETAL OTNV ETEPOYEVELQ.

12 = (Q _Qdf) «100%

To kpltrplo stepoyévelag Q, aviupoowrneVel To x2 (chi-squared statistic) kot umoAoyiletat w¢ to
otabulwopévo dbpolopa (Bapog Wi) twv tetpaywvwyv tng Sladopdg petall tng emidpaong tng
empEpoug HeAETng (Vi) kat tng ouVoAKNG emidpaong OAwV Twv HeAETWYV (M).

k
0= z Wi(Yi— M)
i=1

To df avtuumpoownelel toug PBabuoug eleuBeplag (degrees of freedom) yia tov apBud twv
pueAetwv. df = k — 1, omou k o aplOUog Twv peAeTwv.
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2.4. KAwvikég Evvoleg

2.4.1. H Kapdéiakn Avendapkeia

H Kapdiakn Aventdpkela (KA) eival pia moAUTAoKN kapSlayyelakn mabnon mou xapaktnpiletal ano
vnAnR voonpotnta Kat Ovnowotnta MOYKOOWUIWwG. Epdaviletat otav Adyw OSoplkwv Kal
AELTOUPYLKWV KOTOOTACEWY, EMNPEAETAL N LKOVOTNTA TNG KAPSLAG va Aeltoupyel wg avrAia
duaolohoykng kukAodoplag Tou aipatog o 0Ao to ocwpa. Kabwg mapatnpesitat avénon tou
ETUTOAQOHOU (aplBpog KpouopaTwVv/uéyebog MANBuopoU) (ektipdtal petafl 6% kat 10% os dtoua
NAKLOG Avw Twv 65 eTwv) Kuplwg Adyw T ynpavong tou mAnbuopou, n KA xapaktnpilletal wg éva
Heilov mpoPAnua Snuootag vyeiag.

EudaviZovtal duo tumot KA: 1) n ofela KA (de novo i anoppuBuion KA) (AHF), katda tnv omnoia o
a00evng eudavilel €vtova cupmtwpata alpvidiwg, eite xwpLlg va €XeL MPONYOUUEVO LOTOPLKO
KaPSLOKNG AVETIAPKELOG €iTe oTa MAAloLa amoppuBuLong yvwotn g xpoviag KA (CHF). 2) H xpovia KA,
n omola pnopel va mapouactldoetl mpoodeuTiky emdeivwaon anod anoPn cuuntwpatoAoyiag. Zuxva
ol aoBeveic xpelalovtal ULAKPOXPOVIEG VOOnAele¢ mou odnyouv ot akolola emdeivwon Twv
CUMUMTWHATWY KAl TNG KAWVLKAG KATAOTAONG HE amoTéAeopa va eMEABEL 0 BAvaTog og KAmola oo
OLUTEG, YEYOVOG TTOU KaTtadelkvUEL T BapuTnTa tng vooou.

H ofela KA epdavilel upnAdtepo kivbuvo Bavatou amod ot n xpovia KA.

H kapdlohoyikny etatpeia tng Néag Yopkng (NYHA), taflvopel toug aoBevei¢ pe kapdlokn
OVETIAPKELA avOAoyd HE TNV 00BapOTNTA TWV OCUUNMTWHATWY TOUuG Ot 4 KAAOELS, OMWC
nopouctdlovtol mapakdtw?s:

e KAdon |: Zwpatikd dpactnplotnta xwpis meploplopo. H cuvndng duowkn Spaoctnplotnta dev
nipokaAel umtepBoAiki kOmwaon, aiobnon maApwy [ Suonvola

e KAdon lIl: EAadplg meploplopog otn ocwpatiky Spaoctnpotnta. H ouvAbng duoikn
Spaotnplotnta odnyel o kOMwon, atobnon moaApwv kot Suonvola. Almoucia CUUMTWHATWY
O€ Katdotaon npeuLac.

e KAdon |lll: InUOVTIKOG TEPLOPLOUOC OWHATIKAG OSpaotnplotntag. Alyotepn omo 1In
ouvnBlopévn duoikn Spaotnplotnta odnyel os KOMwaon, aicbnon moaApwyv Kat duomvola.
ATOUGLO CUUMTWUATWY O€ KATAOTACN NPEULAG.

e KAdon IV: Aev elval Suvat n owUATIKA Aoknon Xwpig evoxAnon. Mapoatnpouvrol
CUMMTWHOTO KOL Of KOTAotoon npepiag. Me tnv omotwadnmote ¢uaoikr dpaotnplotnta
av&avetal n duodopia.

2.4.2. EpBoAwo lMpinng

O 10¢ T™NG ypImNg MapapéVeL pia amod TIC KUPLOTEPEG LOYEVEIG aoBEveleg pe uPnAr voonpotnTa Kal
Bvnowotnta nmoaykoopiws. NMAnBwpa dedopévwy unootnpilouv tn CUCXETION TOU £UPOALOCHOU
KOTAL TNC YPUNG Ke TNV Helwaon Tou KivdUvou voonAeiag kot Bavatwy mou oxeti{ovtal e KapSLOKES
nadnoelg, eldIKOTEPA KOTA TN SLAPKELA EMOXWV EEapong TNG yplmng. H cuoxX£TLon TG ypLmng Ue TV
KapSLayyeLakn voonpotnTa Kol BvNoLoTnTO CUXVA CUYXEETOL AOYW OPLOUEVWYV TTOPAYOVIWV:
MpwToVv, 0 OVTIKTUTIOG TWV AOLUWEEWY Ao TN ypimn Unopel va MOLKIAAEL avaAoya e TOV TUTIO TOU
oL, tn Slapkela TG KUKAodoplag, Tov EMUTOANCUO TOU LOToPlkol «uPnAol KwwdUvou» Twv
000evVWV, CUUTEPIAAUBAVOUEVWY TWV NALKIWHEVWY Kal 0.00eVWV PHe AANEG CUV-VOCNPOTNTEG EKTOG
amo KapSlakeg madroelg (my. xpovia mveupovonabeia, cakxapwdng dtaBnTng, KapKivog, KATL.).
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AeUTepOV, OL TIEPLOOOTEPOL BAvatol mou oxetilovtal He TN ypimn ocuxva dev avadépovtal, EMELSN
ouxva n ypinn emdelvwvel umokeipeveg acBéveleg, SnAadn kapdlakéc mabnoeLg mou pmopet va
kataypadouv wg kupla aitia Bavatou.

O epPoAlacudg evavria otnv emoxlakn ypimn €xel auénBel tic teAeutaieg SeKaeTieg Kal €Xel
amobelyOel e€ALPETIKA ATTOTEAECUATIKOG WE TILOAVO PUETPO YLa TN PElWON TOU TOCOO0TOU VOoonAeiag
Kal Bvnouotntag oe acBeveic mou €xouv kpLBel wg «uPnAou Kvduvou» og eTdNULKES ekpréeLc. OL
ueyaAutepeg S1eBveic kapSLOAOYIKES eTALPELEG GUVLOTOUV TOV ETACLO EUPOALACUO KATA TNG YPLmng
yla acBeveic pe xpovia KA. AvtiBtwg, dev umapyouv tpéxovta Sedopéva ou va umootnpilouy tnv
TPOANTITIKA edapuoyr Tou UBOALACHOU KATA TNG yPLING yla TNV mpoAnyn tng ofelag kapdlakng
avenapkelag (AHF) i tng avantuéng cupdopnTikng Kapdlakng avenapkelag (CHF) oe aocBeveic pe
AYVWwoTeG KapSLakeG abnoeLg.

12




Kedpahaio 3 - YAIKA KAl MEOOAOI

3.1. ZKOomo¢

IKOTOG TNG €peuvag elval va ekTLUNBel n emidpaon Tou eUBOALACHOU KATA TNG YPLTNG WG TPOG TN
BvnowotnTa Kot TN voonpotnta o€ MANBuouo pe npoinapyouvoa Kapdlakn AvemapKeLa.

3.2. Kpttiipra Evtagng ko AntokAetopot MeAetwv (PICOS)

3.2.1. TUMOG ZUMMUETEXOVTWV

Aektol €ywvav povo eviAikol aoBevelg e mpolmapxouoo KAPSLOKA QVETIAPKELD, OVEEUPTHTWE
omoladnmote AAANG cUV-vOoNPOTNTAG I TUTIO TIPOEAELONG KA (LOXALULKNA 1) LN-LOXOLULKE ). MEeAETEG
He MANBuopoUg mou n KA SlayvwoBnke katd tn voonAeia twv acBevwv amoppidbnkav, mapolo
TIou €lval yvwoTo OTL évag aoBevr¢ unopet va maoxel ano KA moAu mplv Stayvwotel enionua. O
Aboyog eival otL 6e Ba Atav duvatov va yvwpilloupe av to eUPOAlo mponyeital i oxL g (Un
Slayvwopévng) évapénc tng KA.

3.2.2. Eido¢ Napeppaocswv

Q¢ mapépPaon Bewpnbnke o avti-yputkog eUPoALOCUOC XOPNyoUUEVOG o€ €tnola doon,
avefaptAtw¢ docoloyiag i Tou TUTIOU TOU KATOOKEULAOTH. XTNV avaluon cuumepleAndOnoav
ETLONG CUUMETEXOVTEG OL OTIOlOL iV TIPONYOUUEVWE 1 TAUTOXPOVA UE TO €UPBOALO TNG ypLlNng,
AdBeL Kal To EUBOALO KATA TOU TIVEULOVIOKOKKOU.

3.2.3. OpLonOG ZUYKPLOEWV

IXETIKA UE TIG MEAETEC KOOPTNC TTOU ouUVAVTNONKAVY, YLO TIC OTIOLEC SEV UTIAPXEL TO KPLTHPLO TNG
ouykplong, Baoel tou PICOS, 6Aol oL cuppEeTéXovTeg Ba Empemne va €xouv AdBel To eUPOAL0 TNG
ypinng. Mo tig peAéteg aoBevwv-pHaptUpwy, €YWVE N OUYKPLON «EUPOALOCUEVOLY KOl «Un
EUBOALACUEVOLY.

3.2.4. TOno¢ MeAetwv

EmAEXOnkav OAeG oL peAETEC avadpouLKAG Kol Tpoomntikig oxediaong mou edapudotnkav o€
avBpwrniivo mANBuopo. Kupilwg, peAéteg mapatipnong Omwe HEAETEC KOOPTNG (MPOOTTIKAG
oxeblaong) kal aoBevwv-paptupwy (Kupiwg avadpoukng oxedlaoncg). Ze nepintwon mou Bpebouv
TUXOLLOTIOLNMEVEG KALVLKEG SOKIUEG Ba e€etaotel av elval epiktd va cupunepiAndBouv cav KoodpTn
XPNOLUOTIOLWVTAC LOVO TO OKEAOG TNG KALVIKA G SOKLUAG oTnVv omoia oL acBeveic EAafav to elPOALO.
Emtiong, 6ev T€OnKe KAVEVOC TEPLOPLOUOG WG TIPOC TN Xpovoloyia dnuoacievuong toucg i tn yA\wooa
oTnV omola lvol YpapHEVEC.

MNa kabe tumo peAETNGg Tou ocuvavtnOnke Ba yivel fexwplotr avaluon Kol €pUNVELD TwWV
OTTOTEAECATWY, YLOL TO AOYO OTL €TELSN) KABE TUTOC PEAETNG £XEL SLAOPETIKA XOPAKTNPLOTIKA KOl
0 oUVOUQOUOG TOUG UIMOPEL VO TIPOKAAECEL ALlyOTEPO aKPLBI amoteA£éopaTal.
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3.3. E§¢etalopeva AnoteAéopata

Ta e€etalopeva anoteAéopata aloAoynOnkav evtog evOg €TOUG LETA ToV ePBoALacuO. To Xpoviko
Slaotnua auto oplotnke oUUPWVO UE TIG KALWVIKEG OUCTAOELG Yl TN SLAPKELA TNG TIPOANTITIKAG
6paong tou guPoliou.

Ta anoteAéopata mpwtapxlkol eviladEpovtog meplypadovtal mopaKaTw:

e Kivduvoc Qvnowdtntag naong duvoewc: O kivéuvog Bavatou kamolou acBevry amod kabe
aftio.

e Kivbuvoc NoonAeiag Adyw Kapdiakng Avemdpketag: O kivbuvog voonAeiag Aoyw ofeiag
KaPSLOKAG AVETAPKELAG (amoppUBULON IPOoNYOUEVNC YVWOTHG — Xpoviag KA).

e Kivbuvoc Kapbiayyelakng Ovnowpdtntag: O kivduvog Bavdtou kamowou acBevr) Adyw
KapSLayyeLaKwY AOywV.

e JUvBeta AmoteAéopoata: Mpokeltal yla UEAETEG TOU avépepav TO CUVOETO TOCOOTO
voonAeiag Adyw ofeiag kapdlaknG AvVEMAPKELOG I} KApSLayyELaKWY AOywV 1} LOAUVONG amo
ypimn eviog evog £Toug amo tov epBoAlacpo.

Ooov adopd Vv £€£TAON TWV CUVOETWY OTMOTEAECUATWY, ATAV Hiol TIEPLOCOTEPO KALVIKN Ttapd
pneBodoloyikn emiloyr], AOyw Tou OTL TOAAEC peAETeG, e€eTAlouV OUVOETA ATIOTEAECUATA LIE OKOTIO
va TPoKUYIouV MEPLOCOTEPA CUUPBAVTA OTNV avAAUoN.

MNa kaBe e€etalOUeEVO OMOTEAECHUO TIOU OUVAVTINONKE OTIC cUMUMEPAAUPBAVOUEVEG OTN MUETA-
ovaAuon LEAETEG €yLve EexwpLoTr avaAuon.

3.4. M£€0060o¢g Avalntnong

H avalntnon twv HeAsTwv mpaypatonoldnke ot Baoelg dedopévwv MEDLINE, EMBASE kat
CENTRAL (Cochrane Control Register of Trials), kaBwc kat otn Baon 6edopévwv KAVIKWV SOKLUWV
(trials.gov), amnod tnv i6puon Toug Kal apxka pExpL T 17 AskepuPBpiov 2019 pe tn BonBela ldikol
BBALoOnkovopou. Ot evtioAég tou Xxpnotponotnonkav otnv MEDLINE mapatiBevtal evOELKTIKA oTNV
Ewkova 1, evw oto Mapaptnua 1 umdpxel avoAUTIKA N OTPATNYLKA €UPEONC yla TNV Kabe Baon
Eexwplota. Emiong diepeuvnOnke kat n BLBAoypadia Twv PeAETWY OV cupnepAndOnKav otn A,
yla TUXOV EVTOTILON AAAWV LEAETWV.

MNpdéodata (30 Auyovotou 2020), €ywve pia akopa avalntnon otnv EMBASE yiwa mo mpoodata
apbpa.

AapBavovtag ta anmoteAéopata TG MapAmavw avalntnong, OAeg oL PEAETEG eAEyxOnKav apxLKA
Bdaon titAou kat mepiAndng kot otn ouvéxela Stafalovtag To TANPEC KEWEVO, €Av MAnpouv
OUYKEKPLUEVEG TtpodLlaypadEC wG TPOC TOV TUTO TNG MEAETNG, TNV €MMAOYH TWV CUUHUETEXOVIWV-
aoBevwy Kol Tn Bepameia mou toug xopnyndnke, yia va BewpnBoulv TeAlkd KATtAAANAEG KoL va
€loaxBouv oTn CUCTNUATLKH AVOOKOTINOT), OTIWE TTOPOUCLACTN KAV TIOPATIAVW.
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Ewova 1: EvtoAéc avalntnong ueAetwy ot Baoeig Sedouévwy

3.5. M£0060o¢ E§aywyn¢ Asdopévwy Kot METpnong Twv ATTOTEAECHATWV

Metd amno tnv Stadikacia Sltaloyng Twv epeuvwy, akoholBnoe n Sladikacia e€aywyng dedopévwy
yla kaBe €pguva mou cuunepAndOnke otn ZA.

Ma kaBe peAétn, ocuANEXBNKav dnuoypadikd dedopéva Kat SeSouéva XapaKTNPLOTLKWY, TO omola
napatiBevtal oto Mapdptnua 2. ZUyKekpLUEva, CUAAEXOnkav Sedopéva OXETIKA HE TN Xwpa
Sle€aywyng tng KaBe €peuvag, Tov aplBpd TWV CUMUPETEXOVIWV-000EVWY, TO XOPAKTNPLOTIKA TWV
OUMMETEXOVIWYV, TOV TUTIO TNG LEAETNC KOl TO €€€TAlOUEVO OTMOTEAEGHAL.

Eniong, ouumAnpwOnke évag mivakag eAéyxou, mou Sivetal ota Mapaptipata 3 kat 4, ylo va
efetaotel €dv oL empEpoug peAEteg mepllapBavouv OAa ta amapaitnta dsdopéva yla va
nepiAndBouv otn ZA.

ITN OUVEXELD, YO TIG UEAETEC TIOU TEAIKA oupmeplA\ndOnkav otn peta-ovaluon e€nxbnoav
OTATLOTIKA Sdedopéva yla KABe €va amo Ta MPWTOYEVH £€ETA{OMEVA AMOTEAECOUATA, OTWG AUTA
nepleypadnkav vwpitepa.

AOyw NG dUONC TWV AMOTEAECUATWYV (BvnolpdtnTa Kot Kivbuvog voonAeiag), o xpovog oTov omoio
oUTA oUVEBNOAV gival onUAVTIKOC. M’ auTO yLa TNV avaAuohn Toug, oav LETPO oxEong avalntnonke
KOTA KUpLo AOYO O OXETLKOC oTLypLaiog kKivduvoc (Hazard Ratio — HR) mou mpoépyxetal amno avaiuon
emBlwonc. Itnv mepimtwon mou autdg dev Slatibeto, £€ywve mpoomabela AvAKTNONG TOU.
EvaAlaktikd, eav ntav StaBEoipo ouAEXBnke 1) umoAoyiotnke, n avaioyio Kwvduvou (risk ratio —
RR) og 95% Slaotnua epmiotoolvnc. MNa toug SUo autoug Tumoug Sedopévwy £ylve Eexwplotn
avaAuon, ylo Toug Adyoug ou €xouv avadepBel mapandavw (KedbdAaio 2.3.1 - ceA.9).

Ma va yivel cwotd o utoAoyLopog tng avaloyiag kivduvou, Ba mpémnel va eival StaBéopa eite OAa
Ta otolxela mou avadépovtal otov Nivaka 2 (Mivakag Zuvadelag - oeA.9) yla To MOCOOTO TWV
aoBevwyv pe KA, elte pePLKA O QUTA KOL TO OVTLOTOLXO UETPO OXEONG, WOTE VA EKTLUNBOOUV Ta
anopaitnta otolyeia yLa tn petd-avaiuon.

OLmtivakeg oto Mapdptnua 5 lvol CUYKEVTPWTLKOL YLl TO GUVOAO TWV OTATLOTIKWY SeSOUEVWYV TTOU
OUAEXONKav ylo tnv KABe peA€tn, ava efetalopevo amotédeopa. Ta Sdedopéva autd Atav
ouyKekpluéva: O aplBpdg twv cupPdaviwv oe dtopa mou €Aafav to eUPOAO TG ypinng
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(events_Vaccinated), oe datopa mou &ev to €Aafav (events Not Vaccinated), to péysbog tou
nmAnBuopou mou €Aafe (Vaccinated) kat v €éAafe (Not_Vaccinated) to avrti-yputiko euBoAio, n
avaloyia kwwduvou (RR), to dtdotnua eumiotoouvng (LCI — UCI) o Sekadikog Aoyaplbuog tou RR
(In(RR)) ko to tumk6 odpdaipa avtou (SE(In(RR)). Na tnv avdiuon emPiwong, kataypdadpnkav
avtiotolya, omwc npoavadEPOKE, 0 OXETIKOG oTypLaiog kivbuvog (HR), To dtaotnua epuniotoouvng
(UCI - LCI), o 6ekadikog AoyaplBuocg tou HR (In(HR)) kat to tumikd opaApa avtou (SE(In(HR)).

3.6. Xelplopog MeAetwv pe EAAunA Asdopéva

OAeg oL oupnepAapBavopeveg HEAETEG EAEyXONKaY eKTEVWG AV elxav eAAT) SeSopéva Kal auto
EKTLUAONKE CUYKEKPLUEVA OTOV ELOIKO TOHEQ Tou ROBINS-I.

3.7. Ektipnon Kwduvou MepoAnyiag (Risk of Bias)

H Umapén pepoAnlog LELWVEL ONUOVTLKA TNV EYKUPOTNTO ULAC META-AVAAUONG KAl ylot To AGyo
QUTOV amaLTE(TAL 0 EVIOTUOMOG TNG. O Kivouvog pepoAniog Twv amoTeEAECUATWY EKTLUNONKE yla
NV KABe emleypévn HeAETn Eexwplotd, cUpdwva pe to epyadeio tng Cochrane, ROBINS-I.
(Mapaptnua 6). Aedopévou otL n Cochrane xpnotponolel eldika epyadeia ya tnv afloAdynon tng
uepoAniog oe kABe SLadpopeTikd £160¢ HEAETWY, TO CUYKEKPLUEVO epyaleio KpiBnke KaTtAAAnAo
yla TNV a€loAOyNnon NG CUYKEKPLUEVNC N TUXOLLOTIOLNUEVNG KOOPTAG UEAETNG TIOU X PNOLUOTOLEL
Bepameutikyy TapépPacn. To epyaleio Xwpilletal O TOUEIG HE AEMTOUEPEIC EPWTNOELG
ONUATO80TNONG KAl ATIOCKOTIEL OUGLACTLKA OTO VA CUYKPIVEL TNV KABE HEAETN MopaATAPNONG UE Ui
LOQAVLKI) TUXQLOTIOLNUEVN UEAETN.

Ta KpLTrpla To omola TEBNKAV yLo TNV EKTINON Tou KWvdUvou ATav:

e MepoAnyia Adyw kAmoLlou cuyxuTtikou tapayovta (Bias due to Confounding)

e  MepoAnyia otnv emloyr TwV CUUUETEXOVTWY oTn HeEAETN (Bias in Selection of participants

into the study)

e MepoAnyia otnv tafvounon tng napéuPaong (Bias in classification of interventions)

e MepoAnyia Aoyw amokAicewv anod tnv npoPAenouevn napéppaon (Bias due to deviations

from intended interventions)

e MepoAnyia otnv emthoyn Tou anoteAéopatog (Bias in selection of the reported result)
OAeg ol peléteg aflohoynOnkav wg mpog KABE KPLTAPLO EEXWPLOTA KOL KATNYOPLOTIORONKAV wg
«xapnAou kwduvou» (low risk), «puétplou kivduvou» (moderate risk), «coBapou kwvdUvou» (serious
risk), «kplowou kwvduvou» (critical risk)  «acadouig kivduvou» (no information).

3.8. Etepoyévela AMOTEAEOCHATWV

Katda kUplo AGyo OTn OUYKEKPLUEVN HUEAETN OVTL YL TUXOLOTIOLNMEVEG KALVIKEC OOKLUEG, €XOUV
xpnowlomownBel UEAETEC TTAPATPNONG OL OTIOLEG OUXVA TIACXOUV ATO ETEPOYEVELA. AOYyW TNG
UTtaPENG ETEPOYEVELAC, XPNOLUOTIOLONKE TO HOVTEAOD TUXALWV embpacewv (random effects model).
Mo tv avixveuon tng stepoyévelag xpnotporowibnke to |2 statistic’ kot tafvourndBnke wg
OTATLOTIKA ONUAVTLKY) ETEPOYEVELA €QV 12> 85%. T KAOe mepimtwon n UMapEn ETEPOYEVELOC OTN
HETA-avAaAuon eAEyxOnke eEOVUXLOTIKA WOTE VO EVIOTILOTOUV oL Sladopeg LeTAEY TwV LEAETWV TTOU
oupunepAndOnkav.
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3.9. Z0vOeon Aebopévwv

H oUvBeon twv debopévwy yla to Adyo kivduvou (HR) éylve xpnowuonowwvtag tn péBodo «inverse
variance», omou n Boaputnta nou amnodibetal oe kAOe peAétn eival ion pe to avtiotpodo NG
StakOpavoic tneg, SnAadn: 1/SD2. MNa k& peAétn i, urtoAoyiotnke to BApoc tng (Wi),

.= m , TO OTIOLO XPNOLUOTIOLELTAL LA TOV UTTIOAOYLOUO TOU GUVOALKOU Adyou kwdlUvou By,
A W8

O = Sw, attou TuTkoU oddpatog (SE), SE{O,,)} =

1

JIw;

MNa tnv avaloyia kwvduvou (RR), xpnowtomnow)Bnke n uéBodog Mantel-Haenszel. MNa kaBe peAétn i,

urmoloyiotnke to PBapog ™G (Wwmm,), WMH,izm, TO Omolo XPNOLUOTIOLELTOL Yld TOV

N;
. . { : _ XWwumn,iRR; .
UTTIOAOYLOMO TNG OUVOALKAG avaAoyiag kwduvou (RRmu), RRyy = W KOL TOU TUTILKOU
MH,i

odpdApartog (SE), SE{In RRyy)} = R% )
N1iN2i(Ai1‘;gi)—AiCiNi LR = ZAiIflei’ S = Z% , ue Ta A,B,C,D,N, dmwe opifovrat amd
i i i

Tov mivaka ocuvadelag (oel.9).

omou P = ),

Ao tn otyun mou &ev oupmepA\ndOnKav uTAPXouv KALWVIKEG SOKLUEC (elbikdtepa cluster,
SLaOTAUPWTLKA TElpApata (cross over) kot multi arm) kat emavalapuBavVOEVEG LETPROELS, OE OAEG
TLG HEAETEG, N Hovada avaAuong ival 0 CUUETEXOV — AoBEVAC.

To povtélo mou xpnotuormnotBnke Atav to DerSimonian and Laird random effects (RE) model,
OTWG cuvNOLlETAL OE LEAETEC TTAPATPNONG OTIOU UTAPXEL AVOEVOUEVN LeBoSoAoyLKN
ETEPOYEVELA HUETAEL TWV UEAETWV. ZUUPWVA HE TO POVTEAD aUTO, N emidpacn TnG mapéuPaong
elval dtadpopetikry otov MAnBuouo KABE pPeAETNG.

3.10. AvaAvon EvawoOnoiag kot AvaAluon o€ YTOOUASEG

Ma tnv anoduyn LTAPENC ETEPOYEVELOG OTNV avaAuaon, £ylve avaAluon svalobnaoiag kal avaluon
O€ UTIOOUASEC.

Oplopéveg UeAETeG €€eTAlOUV TOUC OUMUETEXOVIEC aoBevel¢ Toug ot SLAdOPETIKA XPOVIKA
Staotipata. Mo TI¢ LEAETEG QUTEG, OTO TEAOG TNG avaAuong, €ylve avaluon svawobnaoiag ya va
e€etaotel mMOoo ennpealouv To TEAKO AMOTEAECHO. TETOLO AVAAUGN, XPELAOTNKE val YIVEL yla TN
ueAétn Blaya-Novakova 2016, n omola gixe oav xpovo nmapakoAolBnong Twv a.oBevwv Ta TEcoepa
XPOVLO QVTL yla TOV £va XpOVO OTOV OTIOL0 0ploTNKOV TA AMOTEAECUATA VIO TV TTApoUCa EPEUVA.
Emopévwg, €nmpemne va efetootel kata moco, auty n Siadopd oTOV TMOPAYOvVIA TOU XPOVOU
TtapakoAoUONoNCg eMNPeAlEL TO TEAIKO CUYKEVTPWTLKO QTIOTEAECHAL.

Emiong, kamole¢ omo T oupmnepAapBavopeveg HeAETeg, £6lvav  amoteAéopaTa OO
TIPOCAPUOCHUEVN aVAAUGCH, EAEYXOVTOG TO ATTOTEAECHO LETA TNV EMISpaON OPLOPEVWY UETABANTWY
(adjusted), 6ebopéva tou TPOKUTITAV ATO TNV 1N IPOocapUoouéVn avaAuon (unadjusted) i TTOAAEG
dopécg kat ta dUo pali. NMpokelévou va UMopEDEL va Yivel ocUYKpLon Aoumov w¢ Tpog TtV EKPBaocn
TWV QmnmoTteAEoUATWY, €AV OUTA €eival ekteBelpéva o€ €va oUVOAO petafAntwv 1 oOxL
xpnowuornowtnkav U0 uTtoopAdEC.
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Kedpahawo 4 - ANOTEAEZMATA KAI ZYMNEPAZMATA

4.1. AnoteAéopata Avalitnong

Itnv Elkéva 2 avanapiotatal to Staypappa pong twy peAetwy (PRISMA — Preferred Reporting Items

for Systematic Reviews and Meta-Analyses).

Identification ]

[

)

Screening

Eligibility

Included

PRISMA 2009 Flow Diagram

Records identified through
database searching
(n = 654)

Additional records identified
through other sources

(n=1)

Records after duplicates removed

(n = 653)

\ 4

Records screened
(n=653)

A\ 4

A 4

Full-text articles assessed
for eligibility
(n=55)

A 4

Records excluded
(n=598)

\ 4

Studies included in
gualitative synthesis
(n=29)

A 4

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

Full-text articles excluded,
with reasons
(n=25)

Ewkova 2: Awaypouua Porc (PRISMA) yia tnv emiAoyn twv HEAETWYV

18




To OXETIKA AMOTEAEOMATO TNC OPXIKAG avalntnong otic Baocelg deSopévwyv ntav 654. Ao TIg
HUEAETEG QUTEG, oL 653 SlaléxBnkav Baoel cuvodng. OL 598 amd autég amoppidOnkav, wG EKTOC
B£paToC Kal yLa TIG AAAEG 55 €yLlve EAEYXOG TOU TIANPEC KELUEVOU yLa va KaBoploTel edv mAnpouv ta
Kpltnpla ewoaywyng otn ZA. AmoO autég ol 25 amoppidpBnkav kal o aplBuog twv TEAKA
ocuunepapBavopuévwy otn ZA ntav 29 peAéteg. OL Adyol yla Toug omoioug anoppidpOnkav ot 25
QUTEG peAETeg mapatiBevtal mapakdtw otov Mivaka 4 (ogA. 21). Ot peAETeg OV cupmePARdONnKa
oTn PeTa-avaiuon ntav 8, adou ot urtodouneg 21 dev cupmnepAndOnkav Adyw EAAelNGg EMapKwV
6ebopévwy yla TN oTaTIOTIKA avaAuon.

ITO AP OTTAVW, CUMTTEPANOUBAVETAL Ka pia akopa £peuva (Singh 2015°) ou rAnpot ta kpLtipla
yla évtagn, n omnoia Bpebnke Enetta anod avalntnon otn BiBAoypadia aAAwv apbpwv. H peAétn
autn 8ev BpEBnkKe pe TNV apxLlki oTpatnykn avalntnong ylati acyxoAeital pe acBeveic mou ixav
euputéPuo kapdlopetatponéa amwvidbwtry (EKA 3 ICD device), oL omoiol Opwg eival kota
mAsloPnoia acbeveic pe kapdlakn aveMApKeLQ.

Mw npoéodarta, (otig 30 Auyouotou 2020) o pia o mpoxeLpn avalitnon ylo o npoocdata apbpa,
BpéBnke akoupa pia £peuva (Gotsman 202019).

Mo tnv mapanavw Sladoyrn Twv PeEAETWV Xpnolpomnotidnke to epyaleio Covidence.

4.2. Neprypadn Meletwv

4.2.1. Zupneplhappavopeveg Meléteg

OAeg oL dnpootevoelg eAéyxdBnkav wote va dtaodpaliobel otL dev xpnoomnoleital to (6lo cuvoAo
6ebopévwy e TG AAAEG ocupmeplAapBavopeves peAétes. OL SnUooleVOELS TToU avadEpovTay OE
TIEPLOCOTEPEG ATO Ml KOOPTEG MeAETEC, e€€etdotnkav pall kal e€nxBnoav mAnpodopieg kal
b6ebopéva amnod tnv opadomnoinon touc. Oocov adopd ™ BLBALOYpadIki Toug avadopd, ETUAEXONKE
w¢ KupLa, Kotd mepintwon, n 1o npocdatn dnuocievon r auth oOU POCEDEPE TA TIEPLOCOTEPA
Oebopéva. OL PEAETEG QUTEC BPEBNKAV UETA ATTO TTAPATHPNCN KOLWVWVY OVOUATWY CUyypadEwWVY Kal
oUYKPLON TwV MANBUCUWY TWV EMUEPOUC peAeTwY. H Sladikacia autr ATav onUavTIKO va Yivel
KaBwg uTtpXE 0 Kivbuvog eloaywyng cuotnuatikol AdBoug otnv avadAuon eav xpnotdomnololTay o
16lo¢ mMAnBuopog o A mepLocotepeg dopeG otny (dla peTd-avaiuon.

TeAkd, BpEBnKav TECOEPLC OUASOTIOLOELG TwV HEAETWY: o) Baxter 2010 kat Fireman 2009%2, B)
Blaya-Novakova 2016*3 kat Prado-Galbarro 2019%, y) Kaya 2016a*>, b, c'” kat 6) Vamos 20148 kat
Vamos 2016%°. ITIC MEPLOCOTEPEC TIEPUTTWOELS, OL TAAALOTEPEG SNUOOLEVOELC adopolV TIG
OUVOELS TWV Kupilwv apBpwv mou mapoucldotnkav oe ouveédpla. Itnv mepinmtwon twv Blaya-
Novakova 2016%3 and Prado-Galbarro 20194, 0 mAnBUOMOC CUUMIMTEL KAl QUTA N Tapatipnon
emBeBawbdnke peta anod (email) emkowvwvia pe tov Dr. Prado-Galbarro.

‘Etol, ta apBpa mou cupmeplhapBavovtal gival 29 alAd ol PEALTEC HE TOUG e€eTAlOUEVOUC
mANBuaopoUc eival 24. 1o €€n¢ «ueAetn» Bewpeital o kaBe povadikoc mAnbuoudc.

ATto TG 24 pelétec, n pia eiva uttd e€€AEN (Loeb 20192°) evw yia 10 akopa pelétec (Chan-Carusone
2007%, Chang 201222, Christenson 200823, De Diego 2009%*, Liu 20122%°, Nichol 19982%°, Seo 20137,
Seo 2014%8, Vamos 20148-2016%°, Wu 2019%°) xpetdlovtol mepattépw SLEUKPVACELS O TOUG
ouyypadeic kabwc, evw Ppalvopevika MANPoLV Ta KpLtrpLa vtaéng Sev pmopolv mpog To apov va
oupnepAndBOolv oAokANpwTIKA otnv 2A. MeplocoTepeC AeEMTOUEPELEG Yia auToO Ba 060UV otnv
napaypado 4.2.4.
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O mapakatw Tmivakag (Mivakag 3) elval €vag CUYKEVIPWTLKOC THVAKOG OAWV TWV UEAETWV TOU
ocuunepleAndOnoav otn ZA. Itov mivaka autov paivetal kal n Katnyoplonoinon tng kabe peAétng,
KOOwG KOl WG TIPOC TTOLEG LETAPANTEG EKTIUNONKE TO ATOTEAECUAL.

Author

Comments

Analysis Status

Adjustment

Ajani 20053°

No data for MA

Baxter 2010 Fireman

Same dataset, so combined as

No data for MA

20092 one.
Adjusted f lot of
Bhatt 2018% Adjusted HR Included in MA djusted fora lot o
variables
Blaya-Novakova 2016*3 Partially and never (ser:;(t::\tjifez:\r;ll\ii for Age — sex but used
Prado-Galbarro 2019 vaccinated in one group ¥ ¥ unadjusted HR
the 4yrs)
Chan-Carusone 2007% No Data for MA
Chang 2012% Awaiting Assessment
Christenson 20082 Awaiting Assessment
de Diego 2009%* Awaiting Assessment

Gotsman 2020°

Adjusted and unadjusted HR

Included in MA

Adjusted for a lot of
variables but also used the
unadjusted HR

Kalyagin 201232

No numerical result but it
reports no difference in
mortality in 1yr follow up time

No data for MA

No Information

Kaya 2016a%°, b*®, ¢’

Calculated

Included in MA

No Information

Kopel 201433

Data from the HFSIS

Included in MA

Age, gender, having acute
concomitant respiratory
infection.

. Adjusted for a lot of
g 25
Liu 2012 Awaiting Assessment s (e )
Loeb 2019%° Ongoing
2 subgroups (unadjusted and .
. . Adjusted f lot of
Modin 20193* adjusted) and data for each Included in MA Justedtoraloto

year separately

variables.

Mohseni 20163*

No data for MA

Adjusted age-sex

Nichol 19982%¢

Awaiting Assessment

No information

Seo 2013% Awaiting Assessment Age
Seo 2014% Awaiting Assessment Age
Singh 2015° ICD patients No data for MA
Vamos 2016*°, 20148 Awaiting Assessment No Information
Vardeny 20163¢ Unadjusted HR Included in MA Propensity Adjusted
Wu 2014%7 RR calculated Included in MA Adjusted for age, sex, race
Wu 2019%°

Awaiting Assessment

000

Ongoing

Included in meta-analysis
Not Included in meta-analysis
Awaiting Assessment

20




Mivakag 3: Katataén MeAetwv SuunepilauBavousévwy otn SA

4.2.2. MANOUGHOG KOl ZUMUETEXOVTES

MapaTnEWVTOC TOUG TIVAKEG XAPAKTNPLOTLKWY TWV MEAETWYV TIOU TEAIKA cupmepAdpOnkav otn A,
SLOTOTWVOUHE OTL OL CUUUETEXOVTEG O KABOe UEAETN elval amd 80 oTn ULKPOTEPN MEAETN, WG
136924 otn peyalutepn, eival cuvnBwg nAlkiwpévol. Olol, Ba €mpene va eival Eekabapo OtL
naoyxouv amno KA. O xpovog mapakoAouBnong Toug Atav cuviBwg o évag Xpovog, umnpéav OUWS
HEAETEC IOV TtapakoAouBnaoav acBeveic oe Babog 4, 5 n kat 13 xpovia.

H yewypadikr katavourn tTwv acBevwyv dev ATV OUOLOMOPdN, UE TIG TEPLOCOTEPEG UEAETEG VA
AapBavouv xwpa otig Hvwpéveg MoAteieg, Tov Kavada kal eupwmnaikeg xwpes (lomavia, Aavia,
Jounbia). Ypxav Opweg Kot HEAETEC TOU EAaBOV XWPA OE AVATOALKEG XWPES OTwG N Toupkia, N
Kopéa, to TalBav kat to lopanA. 2to cUVOAS TOUG OL TEPLOCOTEPEC ATIO TG CUMTMEPIAAUPBAVOLEVES
HEAETEG NTAV LEAETEG KOOPTNC.

4.2.3. MeAéteg nou AnoppidpOnkav

Itov Mivaka 4, cuvoyilovtatl ol 25 UEAELTEC oL omoieg eAéyxOnkav €Aav TANPoOUV Ta KpLTApla
gloaywyng otn A kat kpiBnkav akatdAAnAeg, pall pe to Adyo yla tov omoio anoppidOnkav. Ot 2
OO AUTEC NTAV YPAULO OTO CUVTAKTN TEPLOSIKOU yLa KPLTIKA 0€ KAmolol AAAN peA€Tn. OL 12 amo Tig
gixav SladopeTikd TUMO PEAETNG ATTO AUTOUG TTOU cuTEpAGBape otn A, evw dnAadn eixe yivel
euBoAlacpdg ntav deutepelouvoa mAnpodopia yla tnv €psuva. (wrong study design) , oL 6 amno
auteg adopoloav Stadopetikd MANBUoUO (wrong patient population). Ot urtoAouteg peAETeg Sev
TANpoUoaV Ta KPLTAPLa l0aywyng AOyw Tou OTL TtepLEypadav T VOOOKOMELaKA TtepiBaAn Twv
acBevwy e KA pe tpomoug ou &g Ba punopovoav va cupuneplAndBouv otnv mapovoa €pguva.

Ovopa Mehétng N6yog Artoppuding
Shaw 200938 Letter to the editor
AymanSoliman 20143 Wrong indication Evaluation of quality of care
Beton 20144 Wrong indication Social perspectives of HF through an
example of dataset
Celik 2016* Letter to the editor
Chen 2013% Wrong patient population
Christiansen 2019 Wrong patient population
Fang 2016* Wrong patient population
Hedlund 2003% Wrong patient population
Liu 20114 Wrong patient population
Stewart 2002%7: 48 Wrong patient population
Jacobsen 2008% Wrong setting Strategies to improve care in the
community
vanLieshout 2010>° Wrong setting Program of |mprove.me.nt of primary
care vaccination
Laborat based lorati f
Vardeny 2009! Wrong setting aboratory based exploration o
antibodies
Isotani 2000°2 Wrong study design
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Johnson 2005% Wrong study design Matched cohori;';?:r:/] of care support
Kapoor 201153 Wrong study design
Kyaw 201634 Wrong study design
Ludwig 2015 Wrong study design
Martins 20096 Wrong study design
Martins 2010°’ Wrong study design
McMurray 2013 Wrong study design
Prado-Galbarro 2019 Wrong study design
Shibata 2005° Wrong study design
VanErmen 20134 Wrong study design
Yap 2004°° Wrong study design

Mivakac 4:Mivakac MeAetwv mou Arnoppipdnkov

4.2.4. Mehéteg « Yo A§LloAdynon»

OL mapakatw HEAETEG OV avadEpovtal otov Mivaka 4, xapaktnplotnkav wg «umo afloAdynon»
KaBw¢ evw GALVOUEVIKA TTANPOUV Ta KPLTAPLO ELCAYWYNAG CUUPWVA HE TO SNUOCLEUUEVO KELUEVO,
Xpelalovtol MeEPALTEPW amooadnVLon. ZUYKEKPLUEVA, ouVaVTNONKAV TOANEG TIEPUTTWOELG OTOU
otav o mMANBuouog NG peAétng dev adopoloe aplyws aobeveic pe KA, ta empuépoug mooootd
autwyv dev ATav avta Stabéoiua, KoL wg EK ToUTOU Sev eixape OAa Ta anapaitnTa oTolela yLa Tn
Ole€aywyn Heta-avaAluong, OMwe oautd meplypddovtal mapanmavw otnv evotnta «MéBodog
E€aywyng Asdopévwyv kat MEtpnong twv AmoteAeopatwv» (ogl. 15), pe amotéAeopa va KpiveTal n
OKEPOLOTNTA TWV SLATIOEUEVWV OTOTIOTLKWY OTLG LEAETEC QLUTEG.

Mpokelpévou va amoocadnviotel To MPOPANUA aUTO, €yLVE TIPOOTIAOEL ETUKOWVWVIAC UE TOUG
ouyypadeic al\d éwg Twpa dev unnpée avtamokplon. Xto PEAAOV, TIPOPBAEMETOL ETLKALPOTIOLNON
NG mapouoag XA UE EVNUEPWUEVN avalnTnon VEWV HeAeTwy. TOTE, MPOKELTAL va emavaingdBolv
OUTEG OL TIPOOTIAOELEG ETUKOLVWVIAC UE TOUG ouyypadelg, wote va cupmneptAndBolv gav sival
duvatod otnv €peuval.

‘Ovopa MeAétng Noyog Katdraéng otnv Katnyopio

Chang 2012% HF population included is a subset of sample
Christenson 20082
De Diego 2009

HF population is not clear

HF population is not clear

Liu 2012% Not separate HF population
Nichol 19982 Not HF specific
Seo 20137 HF population is not clear
Seo 2014% Missing information about the HF only events
Vamos 2014, 2016*° Missing Data for the HF population alone

Wu 2019% Missing Data for HF population

Mivakag 5: MeAgteg "Yno AétoAdynon”
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4.2.5. MeAéteg YN EEEALEN

stnv avalitnon Bpednke pia pelétn, Loeb 2019%° n omoia sival akdpo umd e€EMEN. Exel
Odnuooteutel 0 OKOMOG Kal 0 OXESLAOUOG TNG KAWVIKAG SOKLUAG Ttou adopd mepimou 5000 aobeveig,
otnv omola yivetal cuykplon avilyputkol guBoliou kat elkovikoU dapuakou (placebo) yia tn
Slayvwon aoBevwv pe KA. ZUpudwva pe 1o Trials.gov, (Lototomog eyypadng KAWIKWY SOKLUWY,
https://clinicaltrials.gov/ct2/show/NCT02762851) eKTLLWUEVN NUEPOUNVIA OAOKANPWONG TNG EXEL
oplotel o AskéuBplog 2020, apa MPOG TO MAPOV SV UTIAPXOUV SNUOCLEVUEVA QTIOTEAECUATAL.
JUVETWG, AUTH N LeAETN Ba cuumeplAndBel oe peANOVTLKN ETUKALpOTIOiNGN TNG ZA.

4.2.6. Kivéuvog MepoAnyiag

Amo6 T0 0UVOAO TWV 8 HEAETWV YLO TIG OTIOLEG £YLVE EKTiUNON TOU KlvdUvou pepoAnyiag, ot 3 amod
OUTEG XOpaKTNPloTNKOV WG «UETplou Kwwduvou» (moderate risk), 2 w¢ «ooPfapou kKwwduvou»
(serious risk), 2 w¢ «kploou kwvduvou» (critical risk), 1 w¢ «acadoug kivduvou» (no information)
Kall Lovo 1 wg «xapnAol kwvduvou» (low risk). Ztov Mivaka 6 mapatiBetal pia xpwpatikn mepiAngn
TOU OUYKEVIPWTLKOU amOTeAEopOTOC Uotepa amd afloAoynong tng pepoAnyiag oto epyaleio
ROBINS-I.

ROBINS-I
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T o » c n 2 © = +
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o “n wn % 2 © .= o © }_), Q5 -
o ) o - (&} 5 [T [}
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(4] = o + +~ QO Q (@] o (o)
=) v o £ o O =) = S o
© © i ) > 5 © — o =
%)
o @ -5 & S 5 o © gl
e j o v C o o—_— o
o © o = o o
o 1)
Bhatt 20183*

Blaya-Novakova 20163
Gotsman 2020
Kaya 2016*°
Kopel 201433
Modin 20193
Vardeny 201636
Wu 2014%

Low
Moderate
Serious

. Critical

No information

Mivakac 6: Mivakag AétoAoynonc MepoAnyiag
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https://clinicaltrials.gov/ct2/show/NCT02762851

4.3. E¢etalopeva AntoteAéopata

MNapakdtw Sivovtal Ta dlaypdppata «dAcog» mou mpoékuPav anod Tn HETA-avAaAuon, ylo Kabe
TUMO amnoteAecpdtwy. H avaAuon mpoékuPe amod TV elcoywyn Twv S€80UEVWV OTO AOYLOULKO
Review Manager.

4.3.1. Kivéuvog Ovnoudtntag naong ¢puoswg

O «ivbuvog Bvnowotntag maong ¢voswg daivetal va ATav to TO ouvnBeg efetalopevo
amotéAeopa ot PeAETeg ou SlepeuvnOnkav, dedopévou OtL amd tig 8 cupnep\apPavoueveg
HUEAETEG OTN HeTA-avaAuan, ol 7 to dlepeuvoloay (6 pe popdn HR kat 1 pe popodn RR).

Ooov adopd tnv emiBiwon, £Yve avAAUOHN O UTIOOUASEC LIE TNV TPWTN UTIOOUASa va tepAapBAavel
TLG LEAETEC TTOU £6WOAV AMOTEAECUO OO N TIPOCAPUOCUEVN avaAuaon Katl Tn SeUTepn UTIOOUASA,
TG MEAETEG TOU £6WOAV OMOTEAECHA TIOU TPOEKUPE QMO TPOCAPHOCHEVN, WG TPOG TANBwpa
HETABANTWY avaAuon.

MNapatnpeite oto Alaypappa 1 6tL n mpwtn umoopdada gudavilel undaulv €TepoyEvela ota
anoteAéopata, evw Sivel Adyo kivdUvou Tou uttootnpilel epdavwe TNV AMOTEAECUATIKOTNTA TOU
guBoAiou (HR = 0.83 (95% Cl: 0.77-0.89)).

Ol peléteg mou €AaBav PEPOG OTNV aAvVAAUGH XOPOKTNPLOTNKAV QVAKOV O OAEC TIG KATNYOPLEG WG
Tpog tn pepoAnyia Touc.

2tn 6eltepn umoopada , mapatnpeital LeyaAUtepn EUPAVION ETEPOYEVELOG TWV ATIOTEAECUATWV.
To ouykevtpwtiko anotédeopa (HR = (0.82 95% Cl: 0.78,0.86)) daivetal va emnpediet dlaitepa n
pehétn Bhatt 201832, n onoia pdAiota kpibnke wg «coBapol KvSUvou» 6oov adopd tn pepoAnyia
¢, l8kotepa katd tn Swodikaoia emAoyN¢ TWV OUPUETEXOVIWV KOl TOV OPLOHO TwV
OTOTEAECUATWY, AOYW Tou OTL anéppldav Toug a.oBeveis ou MEBavav PECA OTO VOGOKOWELO KATA
Vv nepiBaAPn touc. MapatnEWVTAC TA AMOTEAECUATA TWV HEAETWV ylo TNV UTIoopAada auth
daivetal OTL MPOKELTOL KUPLWG Ylol UKPOTEPEG MEAETEG TOU Sivouv apPKETA peyalo Saotnua
gumotoouvne.

Ooov adopd T cUYKPLON TWV SU0 UTIOOUASWV OUWCE PALVETOL VO UTIAPXEL LNOEVLKN ETEPOYEVELQ,
YEYOVOC TIOU pag UTtoSELKVUEL pikpr dltadopad otnv enidpacn HETOBANTWVY WG TTPOG TO ATIOTEAECHA
g Bvnowudtnrac.

TéAoc, (Adypappa 2) urtipée pia pedétn Wu 20142, tou édwoe Siyotoukd Sedopéva ya avaluon,
otnv omola daivetal to euPoAio va pnv €xel kapia emidpacn wg mpog TNV £KPacn Tou
QTMOTEAECUATOC TNG TAoNG GUOEWC BvnouotnTag. AeSopEVou OTL TTPOKELTAL OPWCE YLa pia LEAETN
HULKPOU LEYEDOUC O€ OXEDN HE TLG UTIOAOLTTEG OUUTTEPNAUPBAVOUEVEC, UE 2516 CULLUETEXOVTEC KOlL OTL
bev umdpyouv AAAa otatloTikd dedopéva TETOoU TUTIOU yla avaAuon, dev eival duvatov va
YVWPL{OU E TN OTOTLOTLKN LOXU TOU CUYKEKPLUEVOU ATIOTEAECUATOC.
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Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CIl
5.1.1 Unadjusted

Blaya-Movakova 2016 -0.2357 00841 223% 079 [067, 0.83)

Gotsman 2020 -01165 00739 287% 089077, 1.03) r

Kopel 2014 -0.2107 01045 144% 0.81 [0.66, 0.89)

Yardeny 2016 -0.2107 00672 3MT% 081071, 0,82

Subtotal (95% CI) 100.0% 0.83 [0.77, 0.89]

Heterogeneity, Tau®= 0.00; Chi®=1.42, df= 3 (F=0.70); F= 0%
Testfor overall effect: £=4.78 (F = 0.000013

5.1.2 Adjusted

P
+
_._
<>
Bhatt 2018 -0.0408 0.0386 9.8% 0.96 [0.89, 1.04] T
Gotsman 2020 -0.2485 00852 S1% 0.78 [0.66, 0.92] -
Modin 2003-2004 -0.3711 01065 38% 0.69[0.56, 0.85] -
Modin 2004-2005 -0.2744 0072 B2% 0.76 [0.66, 0.28] -
Modin 2005-2006 -0.1863 0.0655 63% 0.821[0.73, 0.94] -
Modin 2006-2007 -0.2107 00745 GO0% 0.81[0.70, 0.94] -
Modin 2007-2008 -01278 006815 T.2% 0.881[0.78, 0.99] I
Modin 2008-2009 -01744 00578 TE% 0.84[0.75, 0.94] —_—
Modin 2009-2010 -0.2231 00609 T3% 0.80[0.71, 0.90] -
Modin 2010-2011 -0.2357 0.0691 6.59% 0.79[0.69, 0.90] -
Modin 2011-2012 -0.2877 006852 68% 0.75[0.66, 0.85] -
Modin 2012-2013 -0.2231 00809 T3% 0.80[0.71, 0.90] -
Modin 2013-2014 -0.3425 0.0692 65% 0.71[0.62, 0.81] -
Modin 2014-2015 -0.1393 00623 T1% 087 [0.77, 0.98] I
Modin 2015-2016 -01278 00748 GO0% 0.881[0.76,1.02] ]
Subtotal (95% CI) 100.0% 0.82 [0.78, 0.86] &

Heterogeneity. Tau®=0.00; Chi®= 30,23, df=14 (P = 0.007), F=54%
Testfor overall effect £= 814 (F = 0.00001)

0.5 0.7 15 2
Favours [experimental] Favours [control]

Testfar subdgroup differences: Chi=0.08, df =1 {F=077) F=0%

Awaypauua 1: Hazard Mortality at 1yr

Risk Ratio Risk Ratio
Study or Subgroup log[Risk Ratio] SE IV, Random, 95% Cl IV, Random, 95% Cl
Wi 2014 0.0021 0.0813 1.00[0.85,1.18]
085 0.9 11 1.2

Favours [experimental] Favours [control]

Awaypauua 2: All-cause Mortality at 1yr (Vacc. vs Not Vacc.)

4.3.2. Kivéuvog NoonAeiag Adyw KA

AVOo amod TG oupmnepAapBavopeveg HeAETEG e€€Tacav TO AMOTEAECUA TNG voonAsiag Adyw KA
(Adypappa 3). H pio and tg peréteg autéc, Blaya-Novakova 201613 e€€taoe to anotéheopa ot
BaBoc 4 eTwv Kot 0xL 1, N LEAETN OUWC PaiveTaL VA EXEL LKPOTEPN BapUTNTA O OXEON UE TN LEAETN
Kaya 2016%%, n omoila OpwG €XEL XOPOAKTNPLOTEL WC «KPloWou Kvduvou» Aoyw pepoAnyioc otnv
gMAOYl TOU amoteAéopatoC. To oamotéAsopa  TiBetat TOAU  eudavwg  UTEP NG
amoteAsopatikotnTag Tou gpfBoAiov (RR = 0.52 (95% Cl: 0.37-0.74)) kal ¢paivetal va mapouaotalel
HETPLO ETEPOYEVELQL.
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Vaccinated Non-Vaccinated Risk Ratio Risk Ratio

Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% CI|
Blaya-Movakowva 2016 23 1016 7a 2213 321% 067 [0.42,1.08] —

kaya 2016 113 ZEBA 358 381 BTY 9% 0.47 [0.40,0.84] L |

Total {95% Cl) 1281 2604 100.0% 0.52 [0.37, 0.74] .

Total ewents 136 433

Heterogeneity: Tau®=0.04;, Chi®=2.30,df=1(P=013); F=487% M0z 05 3 L e

Testfor overall effect 2= 3.72 (P =0.0002) Favours [experimental] Favours [control]

Ataypauua 3: HF Hospitalization at 1yr (Vacc. vs Not-Vacc.)

4.3.3. Kivéuvog Kapsiayyelakng Ovnotpotntog

To ouyKekpLuévo amotédeopa Atav Stabéoo povo otn peAétn Modin 201934, n onoia e€étaoe
aoBeveig og BAaBog 13 xpovwy, Sivovtog OPWG EEXWPLOTA AMOTEAECUOTA TNG AVAAUGCNG ELBLWONG
yla TNV KaBe xpovid yia to SladopeTtikd mAnBuouo. Ta anoteAéopata (Alaypapua 4), paivetal va
napouaotalouv UNSEVLIKN ETEPOYEVELA KL VA UTIOOTNPI{OUV TNV OMOTEAECUATIKOTNTA TOU EUBoAiou
otov mAnBuoud (HR = 0.80 (95% Cl: 0.77-0.84)).

Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Weight IV, Random, 95% Cl IV, Random, 95% Cl
5.3.2 Adjusted
Modin 2003-2004 -0.4308 01238 34% 0.65[0.81, 0.83]
Maodin 2004-2005 -0.2744 0.0798 81% 0.76 [0.65, 0.85] —
Maodin 2005-2006 -0.1393 0.0757 9.0% 0.87[0.74,1.01] —
Modin 2008-2007 -0.2744 00877 B.7% 0.76 [0.64, 0.90] e
Modin 2007-2008 -0.1278 00748 9.3% 0.88[0.76, 1.02] -7
Modin 2008-2008 -0.1863 00725 9.9% 0.83[0.72, 0.96] —_—
Modin 2009-2010 -0.2485 00776 86% 0.78[0.67, 0.91] —_—
Maodin 2010-2011 -0.2231 00829 T5% 0.80[0.68, 0.94] —
Modin 2011-2012 -0.2231 00829 T5% 0.80[0.68, 0.94] I
Modin 2012-2013 -0.3147 00752 9.1% 0.73[0.63, 0.85] —
Modin 2013-2014 -0.2744 00798 81% 0.76 [0.65, 0.89] —
Modin 2014-2015 -0.1393 00757 9.0% 0.87[0.75,1.01] —
Maodin 20145-2016 -0.0943 011945 36% 0.91[0.72,1.148] I E—
Subtotal (95% CI) 100.0% 0.80 [0.77, 0.84] &
Heterogeneity: Tau*=0.00; Chif=11.08, dfi=12 (P=0482); F=0%
Test for overall effect Z= 9.68 (P = 0.00001)

0.5 0.7 15 2

Favours [experimental] Favours [contraol]

Awaypauua 4: CVD Mortality at 1yr

Yrnipée eniong pia peAétn (Adypappa 5) yia tnv omoia umoAoyiotnke to RR, £xovtacg wg dedopéva
TO OUVOALKO TIOCOOTO TwV €UPOALACUEVWY Kal Un Kal Tov aplBud atdépwv mou méBavav Adyw
KapSlayyelakwy mpoBAnuatwy otnv Kabe avtiotolya. Asdopévou OTL Kapia AAAN pelétn Sev eixe
(dla otatiotikd dedopéva TEToloU TUTIOU yla va Yivel petd-avaluon kat dev eival duvatdv va
YVWPL{OUE TN OTATLOTIKN LOYXU TOU GUYKEKPLUEVOU QIMOTEAECHATOC, TTAPOAO ToU emiong daivetal
pio pkpn umepoxn tou euPoliovu.

26




Vaccinated Non-Vaccinated Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Random, 95% CI M-H, Random, 95% CI

Kaya 2016 41 265 72 391 0.84 [0.59,1.19] —+r

0.01 01 10 100
Favours [experimental] Favours [control]

Awaypauuoa 5: CVD Mortality at 1yr (Vac vs Not-Vacc)

4.3.4. 20vBsta AnoteAéopata

Agdopévou OTL pia povo pelétn (Vardeny 2016) €dwoe oUVOETO AMOTEAECUO KAPSLAYYELAKNAG
BvnowotnTtag N kwdlvou voonAeiag Aoyw KA, Sev umopece va yivel PETA-avAAUCH ylO TO
anotéAeopa autd. MNapola autd, onwe dailvetal oto Aldypappa 6 Sivel pia €vOelEn UTEP TNG
QIMOTEAECHATIKOTNTAC TOU AVTLYPLUTIKOU €UBoAiou otov mAnBuouo.

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE W, Fixed, 95% Cl IV, Fixed, 95% CI
Yardeny 2016 -0.0943 0.0594  0.91 [0.81,1.02] +
0.01 0.1 10 100

Favours [experimental] Favours [control]

Awaypouuoc 6: Composite Hazard at 1yr

4.4. Jupnepdaopato

AapBavovtag to anoteAEoUATA TNG LETA-AVAAUONG TTOpATNPOUE OTL TTapouatalouy opolopopodlia,
TIAPA TO YEYOVOC OTL GUVOUAOTNKAV TIOAU HEYAAEC KAl LKPOTEPEC LEAETEC, evw gpdavilouv KUPLWG
UNGEVIKN 1 EAAXLOTN ETEPOYEVELA. ZUUPWVA AOUTOV LE TA OTOLXELA A0 TN HETA-AVAAUCH, O £TNOLOG
gUBoALaopOC KaTA TNG yplnmng dailvetal va eival éva amoTeEAECUATIKO HETPO yLa TN BeATiwon e
emBiwong kat tnv mpoAnn, oe kamotwo Pabuo, enelcodiwv ofeiag KA.
Ol neplocdtepeg peAéteg, xopoaktnpilovralt wg «uPnAol» r «kpiolou» KwdUvVou Kuplwe Ooov
0adopa TO KOPUATL TNG avaPOoPAG TWV OMOTEAECUATWYV 1 TNG UTIAPENC CUYXTUTIKWY TTOPAYOVTWV.
Ta amoteAéopata ano TNV avaAuoh UTTIOOUAS WV yLa TN oUYKpLlon Se80UEVwV TTOU TTPOEKU YAV Ao
TIPOCOPUOCHEVN KOL QUTWV TIoU TIPoEKuPav amd HUn MPOCAPUOCHEVN avaAuon. Mapola auta
evtomiotnke Hikpn Stadopd ota amoteAéopata. Q¢ mMPog TNV eTepoyEveld, BpEOnke undevikn ota
LN TTPOCOPUOCUEVA KOl LETPLO OTO TIPOCAPHOCHEVQ, TIPAYHO AOYIKO adoU OL TIEPLOGOTEPEC ATIO TLC
HUEAETEG IOV €KOVOV TIPOCAPUOCHEVN AVAAUCTH, TNV EKAVOV WG TIPOG LEYAAO aplOuo petafAntwy
Kol OL LETABANTEG AUTEC SEV CUUTILTTAV TTAVTA 0TO GUVOAO TOUG HETAEL TwV PeAeTwy. Emiong, ailel
va ONUELWOEL OTL UTIAPXOUV KATIOLEG WIKPEC UEAETEC OL OTOLEG €XOuV UIKPO Adyo 1 avaloyia
KlvOUvou aAAd peydAo Slaotnua epmotoouvng. Auto Opwe 6e onuaivel OtL To guPOoAlo Sev €xel
TIPOOTATEUTIKA eTidpacn yla toug aoBeveic alld emeldn o MANBUOUOG Sev gival apKETA HEYAAOC,
Sev umapyxouv apketda dedopéva yla va emaAnBbeloouv TNV mapandavw unobeon. AAMWOTE, OMwG
avadépel koL To pnto tou KapA Zaykav, n amoucia tng anodetng dev amnoteAel anoddeln tng
amnouvoliag.
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KedadaAawo 5 - ZYZHTHZH KAI NEPIOPIZMOI

5.1. ZuiAtnon

H anoteAeopatikdtnta tou epBoliou eival eupewg amodedelyévn yLa acBeveic Le KAPSLAYYELAKES
nobnoelg, Onwg avadépel kat mpoéodatn cuvotnuatiky avaokérnnon®. H avookonnon
nepAapBavel AANEG avooKOTHOELS e TUDAEG - TuxaomoLlnéves Sokuég (randomised controlled
trials) oL meploodtepeg amd TIG omoieg avadEpouv MANPodOpleg yla AMOTEAECUATA HETA TOV
eUBoALaopSd aANG 0 epPoAlacpog Sev eival o okomog tng SoKLUAG. OL TTEPLOCOTEPEC EPEUVEG TIOU
avadépovtal otnv avaokonnon amneubuvovial o acBevel¢ pe TPONYOUUEVEG KAPSLOYYELAKES
naBnoelg aAAd OXL CUYKEKPLUEVA KOPSLAKA QVETIAPKELAL.

MapOAo MoOU TO AVTLYPUTIKO €UPOALO €xel SLAPKELA €VOC £TOUC, UTIAPXOUV UEAETEC TIOU E£XOUV
Sladopég oto xpovo mapakoAolBNoNg Twv acBevwy, dlvovtag AMOTEAECUATA YLo TIEPLOCOTEPO
Xpovo. lNa 1o Adyo autod €ylve avaAuon svalodnoiog. Eival moAU onuavTiKe OpwWE, OTL yLa OCEC
UEAETEG €YLVE UETA-OVAAUGH, TA QMOTEAECHOTA EUPAVIOAV UNEEVIKN 1) LETPLO ETEPOYEVELQ, ME TA
QMOTEAECUOTA VA UTIOOTNPL(OUV TNV QTMOTEAECUATIKOTNTA TOU €UPOALACHOU KATA TNG ypimng,
YEYOVOC TTOU UTTOSELKVUEL TIOLOTNTA TWV OTOTEAECUATWV.

Kata tv avalntnon, PBp&bnkav Tpelg akopa mpoodata OnNHOCLEUPEVEG OCUOCTNUATIKEG
OVOOKOTINOELG OL omoleg e€etalouv TNV emnibpaon tou avilyputikoU euPoriov os TMANBUCUO peE
kapSlakr) ovendpkela Poudel 2019%4, Fukuta 2019%°,. Mapola autd, n mapoloa E£peuva
ouunepléAoPe 8 PEAETEG OTN HETA-AVAAUCH ETELTA ATTO EEOVUXLOTIKY SLEPEUVNON VLA TO AV OVTWC
OUTEG MANPOUV TA KPLTNPL ELCOYWYNC.

MNapatnpnbnke, OTL OPLOPEVEC OO TIG LEAETEC TTOU £XOUV CUMMEPIANGOEL 0T HETA-aVAAUON TWV
aMwv ZA, yla tnv mapouoa £peuva KpiBnkav umo afloAdynon Aoyw avaykng amocadnviong otl
TIPOKELTAL YL TO 0WOoTO MANBuopO. Eniong, otnv mapouoa €psuva cupmnepAndOnKe Kot pia PeAETN
npoodata dnupooteupévn (Gotsman 202019, n omoia eivat onpavtikig Baputntag kot Sivet
QIOTEAECHA TIOU UTIOOTNPLLEL TNV SlepeuVWUEVN UTIOBEON.

Ta anoteAéopata Twv Rodrigues 2020a%, ¢aivetal nwg og avtiBeon pe autd tng mapoloag
€peuvag epdavilouv peyallTepPn ETEPOYEVELA, VW PaLvETAL OTL AOYW QUTAG TNG ETEPOYEVELAG TWV
QIOTEAECUATWYV va PN prnopel va AndBel tedikd amodaon unép tng unoBeong ya ta eetalopeva
QTMOTEAECHOTA TOU «Kapdlayyelakn Bvnoluotnto» Kal «maong pUoEWS voonpoTnTa».

KAeivovtag, cUpdwva PE TIG LoOYUOUOEG OUOTACEL, 0 EUPOALACUOC KATA TNG yplmng TPEMEL va
evBappuvetal oe acBeveic pe KA. Ta amoteAéopata auTr TNG €peuvag mBavov va KLvnTomoLoouV
Kal va. odnynoouv otV EVOWHATWON TOU QVTLYpUTlkoU €UBOALACUOU OTO MAQICLO TIPWTOYEVOUC
npoAndng n tumonolnuévng dtadikaciag ppovtidag acBevwyv pe KA.

5.2. Neploplopot

Aebopévou OtL 0 aplOPOg twv Snuoocleloswv dev elval peyahog, Aappdvovtal umoPLv Kat
OpLOUEVEC ouVOUELS oL omoieg mpoodépouv dedopéva. Onwg Ouwg ouvnBiletal, ol cuvoelg Sev
npoodépouv Aemrtopepny debopéva. Mepimou ywa to AUIOU Twv ocuvopewv dev dalvetal va
akoAouBnoe kamola mARPNG dnuoacicuon HETA TN SNUOCLEVEVN cUVOYN, TTOPA TO OTL OE OPLOUEVEG
TIEPUTTWOELC £XOUV TIEPACEL TIEPLOCOTEPA QMO 5 XpOVI OO TNV nUEPopnvia dnpoacieuong tng
ouvoyng.
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Ye TIOAEG amo TG HEAETEC Tou PBpeBnkav umrnpxav SUOKOAIEGC TOu TUTIOU OTL O QAVTLYPUTLKOG
eUPBOALACUOC Sev NTav KUPLO onueio otn UEAETN 1} 0 TMANBUOUOC PE KOPSLOKN QVETAPKELX HTOV
aocadnc. MNa to Adyo autd ATAV ApKETA PEYAAOG O aplOUOG HEAETWY TTOU Ba umopoloayv Vo €X0UV
ouvelodépeL mepLoootepa SeSopEva yLa TNV avaAucon aAAd kpiBnkav wg «uTd afloAdynaon», LEXPL
va Slaocadnviotouv oL eKKPEUOTNTEC aUTEG. Emiong, moAAég peléteg Sev SlabBétouv dedopéva
KATAAANAQ yLO LETA-AVAAUGH, TIAPOAO TIOU O€ TIOAAEG TTEPLITTWOELG EYLVE AVAKTNON Se80UEVWYV OO
aAM\a SlaBéopa Sedopéva

Mia akopa oAU peydAn pehétn mou Bpébnke (Loeb 2019%°) kat Ba pnmopoloe va cuVelohEPEL
anoteAéopata UPNARG onUavtikotnTag, Se60uévou OTL EETATLEL CUUETEXOVTECG, BplokeTal akoua
UTIO €EEALEN.
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ZYNTOMOIPADIEZ

KA Kap&lakn Avendpkela

ROBINS-I | Risk Of Bias In Non-Randomized Studies of Interventions
AHF Acute Heart Failure (Ofsia KA)

CHF Congestive Heart Failure (Zupdopntikn KA)

A Juotnuatikr Avackonnon

MA Meta-Avaiuon

AMNOAOzH OPQN

Awotoptkd (Avadikd) AsSopéva

Ayotopka Sedopéva eival auta mou amoteAouvtal anod SUo
OTOTLOTIKEG OUAOEC. KaBe 6e50UEVO £XEL TO XAPAKTNPLOTLKO TIOU
poG evlladEpeL | OxL.

ErunoAaopog (Prevalence)

H ouyvotnta epdaviong evog GaLvopEVoU oTo YeVIKO TANBuouo

o€ plo oplopEVN XPOVIKN OTLyUN t 1 KaTtd Tt SLdpKeLa evog pLkpoU

XPOVLKOU SLacTAATOC.

AplOuds mEPIMTOTEWY 0TOV TANOVOUS TNV t
M¢éyeBog mAnBuouod v t

Opiletal amnod to kKAaopa:

To oUvolo Twv Bavatwv (B) amod pla acBévela os Eva
OUYKEKPLUEVO MANBUGUO (TT) KAl plol CUYKEKPLUEVN XPOVLKN

Ovnowotnta , , 6 , , .
oot neplodo. OpileTal wg - 10V , 6mou to 10V kaBopilel avd moca
atopa eivol autot ot Bdvartol.
, To oUVOAO TwV ATOUWY Tou MANBUGHOU TToU VOoOoUV amo [ia
Noonpotnta

0aoBévela og pia CUYKEKPLUEVN XPOVLKN TIEPLodoO.

Tuvexn Aebopéva

Ta ouveyn dedopéva sival moootTikd Sedopéva Ta omoia pmopouv
va AdBouv omoLadnmoTe aplOUNTLKI TLUA OE KATIOLO OPLOUEVO
Sdaotnua.

MeAétn Mapatipnong
(Observational Study)

H peAétn mou ouAA€yel dedopéva amo pia uTtapyxouvoa KOTAoTAoH.

ZUYXUTLKOG TIOPAYOVTOG
(confounder/confounding variable)

Mia petapAntr n omola e omoLodnmote TPOmo SlaoTtpePAWVEL TN
oxéon HeTal TNG vOoOU Kal evog mapayovta Kwvdivou.

MeAétn Avadpoutkig Zxedlaong

Mia peAETn oTNV OToL0 ATOHA TTOU £XOUV £VAL CUYKEKPLUEVO
XOPAKTNPLOTIKO I KATAANKTIKO onpeio mpoadlopilovral kat
HeAeTwvTOL.

MeAétn Mpoortikng Xxedioong

Mia peAétn otnv onola pia opada avBpwnwv mapakoAlouBeitot
WG MPOC TNV eRdavion f un eUPAVION CUYKEKPLUEVWV
KOTAANKTIKWY CNUELWVY 1] EVEEXOUEVWY I LETPNCEWV.

MeAétn Kooptng

Mia peAétn mou amoteAeltal amd pia opdda avBpwnwy pe cadwg
OPLOPEVEC LBLOTNTEC KoL PO UTIOOECELC CUMETOXNC OTNY Opada
outh.

MeA€tn AcBevwv-MapTtipwv

Mia peA€éTn otnv omoilo CUMETEXOUV OAX TA ATOLLOL TIOU
QTITOTEAOUV MEPUTTWOELG Liag A0BEVELOG KaL TA OTIOLAl LKAVOTIOLOUY
OpLOPEVO KPLTAPLO KoL GAAQ ATOMA ooV Opada eAEyXOU yLa TN
oUYKpLOT) TOUG 600V adopd OPLOUEVA XOPAKTNPLOTIKA.
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1. Ztpatnywn Avalntnong

1.1. MEDLINE

# Searches Results
A

1 exp Heart Failure/ 113636
2 ((heart or cardiac) adj5 failure).ti,ab. 162486
3 cardiomyopath*.ti,ab. 64794
4 (chf or hf).ti,ab. 49336
5 lor2or3or4 265945
6 Influenza Vaccines/ 22474
7 ((influenza or flu) adj10 (vaccin* or immuni?ation? or immuni?e? or inoculat*)).ti,ab. 27082
8 ((influenza or flu) and (vaccin* or immuni?ation? or immuni?e? or inoculat*)).ti. 17456
9 Influenza, Human/ 49455
10 exp influenzavirus a/ or exp influenzavirus b/ 46566
11 9or10 72459
12 Vaccines/ 20762
13 immunization/ or vaccination/ or mass vaccination/ 130023
14 12o0r13 143280
15 1land14 8775
16 6or7o0r8ori15 33287
17 5and16 139
1.2. EMBASE

#  Searches Results
A

1  heart failure/ or acute heart failure/ or exp congestive heart failure/ 285800
2 ((heart or cardiac) adj5 failure).ti,ab. 226205
3  cardiomyopath*.ti,ab. 86547
4  (chf or hf).ti,ab. 73618
5 1lor2or3or4 406788
6 influenza vaccine/ 32353
7 influenza vaccination/ 14606
8 ((influenza or flu) adj10 (vaccin* or immuni?ation? or immuni?e? or inoculat*)).ti,ab. 28476
9 ((influenza or flu) and (vaccin* or immuni?ation? or immuni?e? or inoculat*)).ti. 17654
10 influenza/ or seasonal influenza/ 66275
11 exp influenzavirus a/ or exp influenzavirus b/ 6794
12 10or11 70930
13 vaccination/ 140613
14 immunization/ or mass immunization/ 104098
15 13o0r14 221375
16 12and 15 15722
17 6or7o0r8o0r9orl6 44618
18 5and17 520
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1.3. CENTRAL

ID Search

#1 MeSH descriptor: [Heart Failure] explode all trees

#2 ((heart or cardiac) near failure):ti,ab,kw (Word variations have been searched)

#3 cardiomyopath*:ti,ab,kw (Word variations have been searched)

#a chf or hf:ti,ab,kw (Word variations have been searched)

#5 #lor#2or#3 or#4

#6 MeSH descriptor: [Influenza Vaccines] explode all trees

#7 ((influenza or flu) near (vaccin®* or immuni?ation? or immuni?e? or inoculat*)):ti,ab,kw (Word
variations have been searched)

#8 ((influenza or flu) and (vaccin* or immuni?ation? or immuni?e? or inoculat*)):ti (Word variations
have been searched)

#9 MeSH descriptor: [Influenza, Human] explode all trees

#10 MeSH descriptor: [Influenzavirus A] explode all trees

#11 MeSH descriptor: [Influenzavirus B] explode all trees

#12 #9 or #10 or #11

#13 MeSH descriptor: [Vaccines] this term only

#14 MeSH descriptor: [Immunization] this term only

#15 MeSH descriptor: [Vaccination] explode all trees

#16 #13 or #14 or #15

#17 #12 and #16

#18 #6 or #7 or #8 or #17

#19 #5 and #18
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2. Mivakag XapaKtneLlotikwv ZupnepltAappavopévwv MeAetwv

Author

Country or
Region

Number of
patients

Type of Study

Sample Description

Outcomes

Cohort from

Ajani 2005 USA 31044 CVD patients aged 18+ -
survey data
. Vaccinati ffect
Baxter 2010 USA All members Retrospective, Patients aged 50+ l?:):(s:”;:allizzt?o:scfoorn
Fireman 200912 of KPNC population based g P . .
pneumonia and influenza
Bhatt 20183! USA 136924 Cohort HF patients All-cause mortality
Blaya-Novakova .
201613/ Spain 3229 cohort HF patients A”-c;g:eigﬁzr;::::’ HF
Prado-Galbarro 20194 P
Nested cohort Patients with LRI and
Chan- Carusone 200721 Canada 353 pneumonia from nursing Hospitalization, mortality
study from RCT
home
. Ret ti . All- tality,
Chang 201222 Taiwan 46421 elrospective Patients aged 75+ caus.e ”."°r.a Y
cohort study hospitalization
Christenson 20082 Sweden 41059 Prospective Patients aged 65+ Hospitalizat'!on for cardiac
(Upsala) cohort failure
. . Prospective . .
de Diego 200924 Spain 1340 coiortw CHD patients aged 65+ All-cause mortality
Persons vaccinated were
Gotsman 202010 Israel 6435 Cohort older with more All-cause mortality
comorbidities
. . CHF with back d of .
Kalyagin 201232 Russia 80 Observational R\IIIVII) (agaei:l irzcigz) © Mortality
Prospective . CVD mortality, HF
K 2016a?5, b6, c17 Turk HF !
aya 2016a®, b*, c urkey 656 Cohort patients hospitalization
Prospective
33 H - H
Kopel 2014 Israel 1964 population based acute HF patients All-cause mortality
cohort
. Patients with IHD, ischemic .
Liu 2012% Taiwan 5048 Retrospective heart failure and coronary All-cause rno.rtaI!ty, cvb
cohort . hospitalization
artery disease
1 i . . . .
(Aosi(;oﬂit;deli Ongoing HF patients aged 18+ from Composite of CVD mortality,
Loeb 20192 Ea;t and 5000 randomized countries where influenza non-fatal Ml, non-fatal stroke
Africa) control trial vaccination is not common and hospitalization for HF
. . . All- tality, CVD
Modin 201934 Denmark 134048 Cohort 18+ patients with HF cause mor .a e
mortality
Cardiovascular, respitatory
. Self-controlled . .
Mohseni 20173 UK 59202 ett-con r.o N Chronic HF patients and all-causes related
case series o
hospitalization
Nichol 199826 USA 147551 Observational Heart or Il..mg disease CHF hospltallzatlf)n, all-cause
Cohort study patients mortality
Case control Pizljrr:z:iieirisn*-cr\:i?i? All-cause hospitalization,
Seo 2013%7 Korea 1112 retrospective P R ! hospitalization due to new
cohort bronchiolitis, asthma, COPD, onset or exacerbation of CHF
IHD and CHF
Retrospective Patients aged 65+
case-control hospitalized due to acute
Seo 201428 Korea 1656 Case control exacerbation of asthma, Hospitalization by age

retrospective
cohort

COPD, IHD and congestive
HF
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Author

Country or
Region

Number of
patients

Type of Study

Sample Description

Outcomes

Exploratory

Increasement or reduction of

Singh 2015° Canada 229 retrospective Patients with ICD .
ICD therapies
study
Vamos 2016%, Retrospective . . T
Vamos 201418 UK 124503 cohort study Type 2 diabetes patients CVD, HF hospitalization
ﬁ?h;:air::: All-cause mortality,
Vardeny 201636 /:\sia gN 8399 Randomized trial HF patients composite (CVD death or HF
America hospitalization)
Wu 201437 USA 107045 Retr:)tsupde;tlve HF patients All-cause mortality
. . . All-cause mortality, acute Ml
Wu 20192 Taiwan 4350 Retrospective Elderly (65+), patients with

cohort

acute MlI

or CVD mortality, HF
hospitalization

= CCPD= Chronic Cardiopulmonary disease
= CVD = Cardiovascular Disease

= LRD= Low Respiratory Infection

=  CHD= Chronic Heart Disease

= HF=Heart Failure
= |HD= Ischaemic Heart Disease

=  RHD= Rheumatic Heart Disease
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3. Mivakag EAgyxou ZuuneplAapfavopévwv MeAetwv

Study

Ajani 200430

Baxter 201013,
Fireman 200912

Bhatt 20183!

Blaya-Novakova
20163 Prado-
Galbarro?’

Gotsman 2020%°
Kalyagin 201232
Kaya 2016a?3,b'7, c16
Kopel 201433
Modin 201934
Mohseni 201735
Singh 2015°
Vardeny 201636

Wu 201437

StudyDesign
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4. NMivakag EAéyxou MeAetwv « Yo A§loAdynon»

StudyDesign Outcomes
&
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Chan- Carusone
v v v
200721 X X X
Chang 201222 v v v X X X
Christenson 200823 v v X X X X
de Diego 200924 v v 4 v X X
Liu 20122 v Yy
Nichol 199826 v v
Seo 2013%7 v v X X X X
Seo 201428 v v X X X X
19
Vamos 2016%°, v v v
Vamos 201418
Wu 2019%° v 4 v X v X

uonezijejydsoy 1eah 1

uonezijeydsoy jeuoseas

awo31no aysodwod JA T

4H

o]

Analysis

0

']
» a
5|8
5 3

a
v X
v X
v X
v v
4 X

X

X
v X
X X
X X

VIAl U1 Sunguiuo)

elep Suissin

AN

41




5. Mivakeg E§axOévtwv AeSopévwv

® = ) .a -
- -
g 2 P z c 3 3 = ® =
> (=] o | S (4 ] o c I T
I ZI 2 = (i1} [T I T = 0 ©
© @ I [ = = I = [ 2 c
° = © o I o 0 o T w >
= ] ° Ll o ) = = & 0
g F S = £
Bhatt
201851 121317 15607 136924 096 089 103 -0.04 003
Blaya- 079 067 094 - 008
Novakova 1016 2213 3229 0.24
2016
Gotsman 089 077 102 - 007
001 4440 1995 6435 078 066 092 -025 008 o1
Kaya
2016a%
ZK(;’I‘:Z'S 501 1463 1964 081 066 099 -021 0.1
Modi 128 126 1 25 0.
20‘;‘;'3': 41299 78379 55660 134048 41299 08 081 084 -02 0006 8 126 13 02 0006
Vardeny 081 071 092 - 006
20105 1769 6630 8399 01
Wu2014 624 2087 128 429 2516 752 1 085 118 0002 0.08

Mivakac 7: All-cause mortality
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Totall_All
Total_Events

Total_NotVac
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SE(logRR)

0.42 1 -0.4 0.2

logHR adJ.
SE(log(HR) adj.
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SE(logHR) unad;j
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Mivakag 8: HF hospitalization
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201613

Gotsman
202010
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059 119 -017 0.17

2016at®
Kopel

20143

Modin 24340 78379 55669

134048

0.82
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0.84
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Vardeny
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Mivakag 9: CVD mortality
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Total_Events
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SE(logHR)
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201613
Gotsman

2020
Kaya

2016a®
Kopel
201433

Modin
201934

0.91

0.81

1.01

0.05

Vardeny
201636

6630

8399

0.09

Wu 201437
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6. Epyaleio Ektipnong MepoAnyiag ROBINS-I (The Risk of Bias In Non-randomized Studies —
of Interventions)

The Risk Of Bias In Non-randomized Studies — of Interventions (ROBINS-I)
assessment tool

(version for cohort-type studies)
Version 19 September 2016

This work is licensed under a Creative Commons Attribution-NonCommercial-NoDerivatives 4.0
International License.

ROBINS-I tool (Stage I): At protocol stage

Specify the review question
Participants
Experimental
intervention
Comparator
Outcomes

List the confounding domains relevant to all or most studies

List co-interventions that could be different between intervention groups and that
could impact on outcomes
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ROBINS-I tool (Stage I1): For each study
Specify a target randomized trial specific to the study
Design Individually randomized / Cluster randomized / Matched (e.g. cross-over)

Participants

Experimental
intervention

Comparator

Is your aim for this study...?
L] to assess the effect of assignment to intervention

L] to assess the effect of starting and adhering to intervention

Specify the outcome

Specify which outcome is being assessed for risk of bias (typically from among those earmarked for
the Summary of Findings table). Specify whether this is a proposed benefit or harm of intervention.

Specify the numerical result being assessed

In case of multiple alternative analyses being presented, specify the numeric result (e.g. RR = 1.52
(95% Cl1 0.83 to 2.77) and/or a reference (e.g. to a table, figure or paragraph) that uniquely defines
the result being assessed.
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Preliminary consideration of confounders
Complete a row for each important confounding domain (i) listed in the review protocol; and (ii)
relevant to the setting of this particular study, or which the study authors identified as potentially

important.

“Important” confounding domains are those for which, in the context of this study, adjustment is
expected to lead to a clinically important change in the estimated effect of the intervention.
“Validity” refers to whether the confounding variable or variables fully measure the domain, while
“reliability” refers to the precision of the measurement (more measurement error means less

reliability).
(i) Confounding domains listed in the review protocol
Confounding Measured Is there evidence |Is the OPTIONAL: Is
domain variable(s) that controlling confounding failure to adjust for
for this variable  |domain measured |this variable
was validly and (alone) expected to
unnecessary?* reliably by this favour the

variable (or these

experimental

variables)? intervention or the
comparator?
Favour

Yes/No/No experimental /

information Favour comparator

/ No information

which the study a

(if) Additional confounding domains relevant to the setting of this particular study, or
uthors identified as important

Confounding Measured Is there evidence |Is the OPTIONAL: Is
domain variable(s) that controlling confounding failure to adjust for
for this variable  |domain measured |this variable
was validly and (alone) expected to
unnecessary?* reliably by this favour the

experimental
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variable (or these |intervention or the

/ No information

variables)? comparator?
Favour

Yes/No/No experimental /

information Favour comparator

In the context of a particular study, variables can be demonstrated not to be confounders and so not included in the analysis: (a) if they are not
predictive of the outcome; (b) if they are not predictive of intervention; or (c) because adjustment makes no or minimal difference to the estimated
effect of the primary parameter. Note that “no statistically significant association” is not the same as “not predictive”.

49




Preliminary consideration of co-interventions
Complete a row for each important co-intervention (i) listed in the review protocol; and (ii) relevant
to the setting of this particular study, or which the study authors identified as important.
“Important” co-interventions are those for which, in the context of this study, adjustment is
expected to lead to a clinically important change in the estimated effect of the intervention.

(i) Co-interventions listed in the review protocol

Co-intervention

Is there evidence that controlling
for this co-intervention was
unnecessary (e.g. because it was
not administered)?

Is presence of this co-
intervention likely to favour
outcomes in the experimental
intervention or the
comparator

Favour experimental / Favour
comparator / No information

Favour experimental / Favour
comparator / No information

Favour experimental / Favour
comparator / No information

Favour experimental / Favour
comparator / No information

(i1) Additional co-interventions relevant to the setting of this particular study, or which the
study authors identified as important

Co-intervention

Is there evidence that controlling
for this co-intervention was
unnecessary (e.g. because it was
not administered)?

Is presence of this co-
intervention likely to favour
outcomes in the experimental
intervention or the
comparator

Favour experimental / Favour
comparator / No information

Favour experimental / Favour
comparator / No information

Favour experimental / Favour
comparator / No information

Favour experimental / Favour
comparator / No information
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Risk of bias assessment

Responses underlined in green are potential markers for low risk of bias, and responses in red are
potential markers for a risk of bias. Where questions relate only to sign posts to other questions, no
formatting is used.

Signalling questions | Description | Response options
Bias due to confounding
1.1 Is there potential for Y/PY/PN/N

confounding of the effect of
intervention in this study?

If N/PN to 1.1: the study can be
considered to be at low risk of
bias due to confounding and no
further signalling questions need
be considered

If Y/PY to 1.1: determine
whether there is a need to assess
time-varying confounding:

1.2. Was the analysis based on NA/Y/PY/PN/
splitting participants’ follow up N/ NI

time according to intervention

received?

If N/PN, answer questions
relating to baseline confounding

(1.4t01.6)

If Y/PY, go to question 1.3.

1.3. Were intervention NA/Y/PY/PN/
discontinuations or switches N / NI

likely to be related to factors that
are prognostic for the outcome?
If N/PN, answer questions
relating to baseline confounding
(1.4t01.6)

If Y/PY, answer questions
relating to both baseline and
time-varying confounding (1.7

and 1.8)

Quiestions relating to baseline confounding only

1.4. Did the authors use an NA/Y /PY PN/
appropriate analysis method that N/ NI

controlled for all the important
confounding domains?

1.5. If Y/PY to 1.4: Were NA/Y /PY PN/
confounding domains that were N/ NI

controlled for measured validly
and reliably by the variables
available in this study?

1.6. Did the authors control for NA/Y /PY PN/
any post-intervention variables N /NI

that could have been affected by
the intervention?

51




Questions relating to baseline and time-varying confounding

1.7. Did the authors use an
appropriate analysis method that
controlled for all the important
confounding domains and for
time-varying confounding?

1.8. If Y/PY to 1.7: Were
confounding domains that were
controlled for measured validly
and reliably by the variables
available in this study?

Risk of bias judgement

Optional: What is the predicted
direction of bias due to
confounding?

NA/Y /PY PN/
N /NI

NA/Y /PY PN/
N /NI

Low / Moderate /
Serious / Critical /
NI

Favours
experimental /
Favours
comparator /
Unpredictable

Bias in selection of participants into the study

2.1. Was selection of
participants into the study (or
into the analysis) based on
participant characteristics
observed after the start of
intervention?

If N/PN to 2.1: goto 2.4

2.2. If Y/PY to 2.1: Were the
post-intervention variables that
influenced selection likely to be
associated with intervention?
2.3 If Y/PY to 2.2: Were the
post-intervention variables that
influenced selection likely to be
influenced by the outcome or a
cause of the outcome?

2.4. Do start of follow-up and
start of intervention coincide for
most participants?

25. If Y/PY to2.2and 2.3, or
N/PN to 2.4: Were adjustment
techniques used that are likely to
correct for the presence of
selection biases?

Risk of bias judgement

Y/PY/PN/N/
NI

NA/Y /PY PN/
N /NI

NA/Y /PY PN/
N /NI

Y/PY/PN/N/
NI

NA/Y /PY PN/
N/ NI

Low / Moderate /
Serious / Critical /
NI
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| Optional: What is the predicted

direction of bias due to selection
of participants into the study?

Favours
experimental /
Favours
comparator /
Towards null
/Away from null /
Unpredictable

Bias in classification of interventions

3.1 Were intervention groups
clearly defined?

3.2 Was the information used
to define intervention groups
recorded at the start of the
intervention?

3.3 Could classification of
intervention status have been
affected by knowledge of the
outcome or risk of the
outcome?

Risk of bias judgement

Optional: What is the
predicted direction of bias due
to classification of
interventions?

Y/PY/PN/N/
NI
Y/PY/PN/N/
NI

Y/PY/PN/N/
NI

Low / Moderate /
Serious / Critical /
NI

Favours
experimental /
Favours
comparator /
Towards null
/Away from null /
Unpredictable

Bias due to deviations from intended interventions

If your aim for this study is to assess the effect of assignment to
intervention, answer questions 4.1 and 4.2

4.1. Were there deviations Y/PY/PN/N/
from the intended intervention NI

beyond what would be
expected in usual practice?
4.2. If Y/PY to 4.1: Were NA/Y /PY /PN /
these deviations from intended N /NI

intervention unbalanced
between groups and likely to
have affected the outcome?
If your aim for this study is to assess the effect of starting and adhering
to intervention, answer questions 4.3 to 4.6

4.3. Were important co- Y/PY/PN/N/
interventions balanced across NI

intervention groups?

4.4. Was the intervention Y/PY/PN/N/
implemented successfully for NI

most participants?
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4.5. Did study participants
adhere to the assigned
intervention regimen?

4.6. If N/PNto4.3,4.40r4.5:
Was an appropriate analysis
used to estimate the effect of
starting and adhering to the
intervention?

Risk of bias judgement

Optional: What is the
predicted direction of bias due
to deviations from the intended
interventions?

Y/PY/PN/N/
NI

NA/Y /PY PN/
N /NI

Low / Moderate /
Serious / Critical /
NI

Favours
experimental /
Favours
comparator /
Towards null
/Away from null /
Unpredictable

Bias due to missing data

5.1 Were outcome data
available for all, or nearly all,
participants?

5.2 Were participants excluded
due to missing data on
intervention status?

5.3 Were participants excluded
due to missing data on other
variables needed for the
analysis?

5.4 If PN/N to 5.1, or Y/PY to
5.2 or 5.3: Are the proportion
of participants and reasons for
missing data similar across
interventions?

55I1f PN/N to 5.1, or Y/PY to
5.2 or 5.3: Is there evidence
that results were robust to the
presence of missing data?

Risk of bias judgement

Optional: What is the predicted
direction of bias due to missing
data?

Y/PY/PN/N/
NI

Y/PY/PN/N/
NI

Y/PY/PN/N/
NI

NA/Y /PYIPN/
N/ NI

NA/Y /PY PN/
N /NI

Low / Moderate /
Serious / Critical /
NI

Favours
experimental /
Favours
comparator /
Towards null
/Away from null /
Unpredictable

| Bias in measurement of outcomes
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6.1 Could the outcome
measure have been influenced
by knowledge of the
intervention received?

6.2 Were outcome assessors
aware of the intervention
received by study participants?
6.3 Were the methods of
outcome assessment
comparable across intervention
groups?

6.4 Were any systematic errors
in measurement of the
outcome related to intervention
received?

Risk of bias judgement

Optional: What is the predicted
direction of bias due to
measurement of outcomes?

Y/PY/PN/N/
NI

Y/PY/PN/N/
NI

Y/PY/PN/N/
NI

Y/PY/PN/N/
NI

Low / Moderate /
Serious / Critical /
NI
Favours
experimental /
Favours
comparator /
Towards null
/Away from null /
Unpredictable

Bias in selection of the reported result

Is the reported effect estimate
likely to be selected, on the
basis of the results, from...
7.1. ... multiple outcome
measurements within the
outcome domain?

7.2 ... multiple analyses of the
intervention-outcome
relationship?

7.3 ... different subgroups?

Risk of bias judgement

Optional: What is the predicted
direction of bias due to
selection of the reported
result?

Y /PY/PN/
N /NI

Y /PY/PN/
N /NI

Y /PY/PN/
N /NI
Low /

Moderate /
Serious /
Critical / NI
Favours
experimental /
Favours
comparator /

Towards null

/Away from
null /

Unpredictable
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Overall bias

Risk of bias judgement

Optional: What is the overall
predicted direction of bias for
this outcome?

Low /
Moderate /
Serious /
Critical / NI
Favours
experimental /
Favours
comparator /
Towards null
/Away from
null /
Unpredictable

This work is licensed under a Creative Commons Attribution-NonCommercial-NoDerivatives 4.0

International License.
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7. Aiota EAéyxou PRISMA

PRISMA 2009 Checklist

Reported

Section/topic Checklist item on page

#

TITLE

Title 1 | Identify the report as a systematic review, meta-analysis, or both. 0

ABSTRACT

Structured summary 2 | Provide a structured summary including, as applicable: background; 1
objectives; data sources; study eligibility criteria, 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 in the context of what is already 3
known.

Objectives 4 | Provide an explicit statement of questions being addressed with 3
reference to participants, interventions, comparisons, outcomes, and
study design (PICOS).

METHODS

Protocol and 5 | Indicate if a review protocol exists, if and where it can be accessed

registration (e.g., Web address), and, if available, provide registration information
including registration number.

Eligibility criteria 6 | Specify study characteristics (e.g., PICOS, length of follow-up) and 13
report characteristics (e.g., years considered, language, publication
status) used as criteria for eligibility, giving rationale.

Information sources 7 | Describe all information sources (e.g., databases with dates of 14
coverage, contact with study authors to identify additional studies) in
the search and date last searched.

Search 8 | Present full electronic search strategy for at least one database, 14,15
including any limits used, such that it could be repeated.

Study selection 9 | State the process for selecting studies (i.e., screening, eligibility, 14
included in systematic review, and, if applicable, included in the meta-
analysis).

Data collection process | 10 | Describe method of data extraction from reports (e.g., piloted forms, 15
independently, in duplicate) and any processes for obtaining 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 12 | Describe methods used for assessing risk of bias of individual studies 16

individual studies (including specification of whether this was done at the study or
outcome level), and how this information is to be used in any data
synthesis.

Summary measures 13 | State the principal summary measures (e.g., risk ratio, difference in 15
means).

Synthesis of results 14 | Describe the methods of handling data and combining results of 17

studies, if done, including measures of consistency (e.g., 13 for each
meta-analysis.
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Section/topic

Checklist item

Reported

on
#

page

Risk of bias 15 | Specify any assessment of risk of bias that may affect the cumulative evidence

across studies (e.g., publication bias, selective reporting within studies).

Additional 16 | Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, 17

analyses meta-regression), if done, indicating which were pre-specified.

RESULTS

Study selection | 17 | Give numbers of studies screened, assessed for eligibility, and included in the 18
review, with reasons for exclusions at each stage, ideally with a flow diagram.

Study 18 | For each study, present characteristics for which data were extracted (e.g., study | 19

characteristics size, PICOS, follow-up period) and provide the citations.

Risk of bias 19 | Present data on risk of bias of each study and, if available, any outcome level 23

within studies assessment (see item 12).

Results of 20 | For all outcomes considered (benefits or harms), present, for each study: (a) 24

individual simple summary data for each intervention group (b) effect estimates and

studies confidence intervals, ideally with a forest plot.

Synthesis of 21 | Present results of each meta-analysis done, including confidence intervals and 24

results measures of consistency.

Risk of bias 22 | Present results of any assessment of risk of bias across studies (see Item 15). 24

across studies

Additional 23 | Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, | 24

analysis meta-regression [see Item 16]).

DISCUSSION

Summary of 24 | Summarize the main findings including the strength of evidence for each main 27

evidence outcome; consider their relevance to key groups (e.g., healthcare providers,
users, and policy makers).

Limitations 25 | Discuss limitations at study and outcome level (e.g., risk of bias), and at review- 28
level (e.g., incomplete retrieval of identified research, reporting bias).

Conclusions 26 | Provide a general interpretation of the results in the context of other evidence, 28
and implications for future research.

FUNDING

Funding 27 | Describe sources of funding for the systematic review and other support (e.g., NA

supply of data); role of funders for the systematic review.
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