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[1elpaUATIKEC ] TUXAIOTTOINMEVEC
MEAETEC

0 O1 ouvBnkec die€aywync Piac NeEIpapaTikng
LEAETNC EAEYXOVTAl ANO TOUC EPEUVNTEC

d 'Opwg, N KATAVOUN TWV HEAETWHEVWV ATOHWYV
OTIG KATNYOPIEG TOU NMPOgOoIopIoTn (NEIpAPaTikn
N OUYKPITIKN ogaod) Kabopigeral ano TNV Tuxn
Kdl OX! ano TOUG EPEUVNTEG N ANO TOUG
OUUMUETEXOVTEC

d H Tu)xalonoinon NpaypaTonolgiTal anoKAEIOTIKA
LE BAON TO EPEUVNTIKO MPWTOKOAAO




[1EIpAUATIKEC MEAETEC

O

27NV CIITIOYV(DO'TIKI"] spsuva o) ps)\sTcopsvoq nAnBuouoc oTnv
apxn NG HMEAETNC €ival UYII’]C; Kal dlEpPEUVWVTAI ol npooéloplo-rsq
™G su(pawonq TWV VOONNATWV oncoq n.X. N oxeon JETA&u
KanvioTIKNG cuvnBelac kal egppaypaToc

[la Tov AOyo auTov, €ival npakTika aduvaTn n die€aywyn
AITIOYVWOTIKWV NEIPANATIKWV HEAETWV €EaITiac NBIKWV
neplopiopwy, Kabwc eival avnbiko uyin atoua va
TuxaionoinBouv Mn.X. £TGI WOTE VA AVKOUV O0TNV ohada Twv
KanvioTwy

E€aipeon anoTeAsi n die€aywyn NEIPAPATIKWOV HEAETWV OE UVIEIC
NANBUOPOUC YIa TNV EKTIUNON TNC ANOTEAECHATIKOTNTAC TWV
eUBOAiwV. OI HEAETEC auTeC ovoualovTal TUXAIOMOINUEVEC
MEAETEC NpoAnnTIkNC napeppBaonc (randomized studies of
preventive intervention)




KAIVIKEC OOKIMEC

O

Eival yvwoTeC Kal wC TUXAIONOINUEVEC HEAETEC
OepansuTiknG napeppaonc (randomized studies of
therapeutic intervention)

XpnoigonolouvTal oTNV NMPOoYyVWOTIKN EPEUVA, ONOU TA
MEAETWHEVA ATOMA €ival NAOXOVTEC

> UYKPIVOUV TNV anoTeEAEOUATIKOTNTA OUO N NEPICOOTEPWYV
OepaneuTikwV NapePBacewy N HETAEU NnapepBacewy Kal
placebo

O1 napeuBaceic ynopei va €ival papuaka, XEIPOUPYIKEC
enenBaocecic, d1AITNTIKEC AYWYEC K.4.)




KAIVIKEC OOKIUEC

d lMpaypaTonoleiTal NAVTOTE TuXAia KATavoun Twy
NaoxovTwy oTIG O1aPOPEG KATNYOPIEG TOU
npoodIopIoTN

d H peAeTwpevn ekBaon dev ival n eueavion
Hiag nabnong, aAAa n iaon, o 8avaTog, n
egpavion eninAokwy (N.X. HETAOTACEIG), N
gnaveugavion Jdiac nanonc K.d.

d H emdnpioAoyia ENIKEVTPWVETAl OTIG KAIVIKEG
OoKIMEC (paonc III




KAIVIKEC OOKIMEC

O To 90% Twv KAIVIKWV OOKIJWY XpnuaTodoTEITal
ano TIC PAPHAKEUTIKEC ETAIPEIEC

O >800.000.000% kooTiCel N €10AYWYr €VOG VEOU
(papuakou oTnv ayopd

O O1 KAIVIKEG QOKIUEG TWV PAPHAKEUTIKWV
ETAIPEIWV EUPAVICOUV 4 (POPEG CUXVOTEPT
BeTIKA anoTeAeopaTta (UNep Tou PAPUAKOU TNG
ETAIPEIAG MOU XPNHUATODOTEI TN OOKIUN) OF
OXEON HE TIG KAIVIKEG OOKIHEG NouU Ogv
npayparonolouvTal ano TIG PApUAKEUTIKEG
ETAIPEIEC




KAIVIKEC OOKIMEC

2TIC HIMA, 10$ 5IO‘€KCITO|J|JUpIC| ETNCIWC

divovTal ano TIG 9 KOPUPAIEG PAPHAKEUTIKEG
£TAIPEIEC O 1ATPOUC

I'IayKooplcoq, >100% 6IO‘€KCITO|J|JUpICI
sTnolwq 5IVOVTCII yia TNV EPEUVA OTIC
EMIOTNMEC UYEIAC

[1EpPICOOTEPEC ANO TIC PIOEC KAIVIKEC OOKIUEC
nou npaypaTtonoiouvTal, 0gv dnNUOOoIEUOVTdl
O€ ENIOTNUOVIKA NEPIODIKA




KAIVIKEC OOKIMEC

O H npwtn KAIVIKR dOKIUN JIEE rP<e n 7o 1946 ano Tov BpeTavo
enmodnuioAoyo Sir Austin Bradford Hill (1897-1991)

0 107 acBeveic ye nveUPOVIKN QuUUATIiwon

O X>Toug 55 aoBeveig epapuOOTNKE ANAWG avanauor), evw
oTouG 52 aoBeveig xopnynobnke eva veo GpAapuako
(oTpenTopUKIVN)

O E@apuOoOTnNKE TUXAIONOINON PHECW EVOG Mivaka Tuxaiwv
apiBuwv

O H BvnToTnTa O0TOUG aoBeveic Nou AauBavav OTPENTOHUKIVN
gmv 7% TOUG NPWTOUG 6 UNVEG, svoo OTOUC acbBeveic nou
ev AauBavav oTpenTopukivn NTav 27%




DAosIC TWV KAIVIKOV OOKIJWV

O O1 KAIVIKEG OOKIUEG NOU AP 6pouv VEQ
(PAPUAKEUTIKA OKEUAONATA OlaKpivovTal g€ 4
¢paosig (¢paon I, II, III kar IV) kar dilapkouv
aszTa Xpovida

O ZuvnBwg, npiv TNV evapén Twv KAIVIK®OV
dokIdwVv paong I dieEayovTal Npo-KAIVIKEG
HEAETEG MOU APOPOUV MEIPANPATIKEG MEAETEG O€
neipapaTolwa yia TNV apxIikn eKTignon Tng
AnoTEAEONATIKOTNTAG, TNG TOEIKOTNTAG KAl TNG
(PAPHAKOKIVATIKNG CUHMEPIPOPAG TOU VEOU
OKEUAOHATOC




KAIVIKEC doKIUEC paonc I

O AieEayovTtal o€ JIKpO apiBuo atopwyv (ouvndwc AlyoTepa
ano 100) kal xpnoigonoiouvTal yia Tov KaBopiopo TNG
ToEIKOTNTAC KAl TNG MEYIOTNCG AVEKTNC O00NC

O EninAcoy, 6|€p€uvaTa| n KCITCI)\)\I’])\I’] 6000)\oy|a Kai n

(PAPHAKOKIVNTIKN CUUMEPIPOPA TOU VEOU PAPHAKEUTIKOU
OKEUAOWATOC

O 2¢ aszqu I'IEpII'IT(DO'EIC;, ouppsTsxouv UYIEIC ses)\OVqu, ol
onoiol ouxva apeifovTal KioAac. Ynapxouv WOTOCO Kal
nsplnToooslc, KAIVIKQOV 60|<||J(ov ¢paong I oTIc onon-:q
cuppsTsxouv naoxoweq, onwc n.x. o€ nsme(ocslq
KapKIivou 0€ Npoxwpnuevo atadlo, ONOU EXOUV ANOTUXEI
OAEC Ol AAAEC BEPANEUTIKEC napspBaoslq




KAIVIKEC doKIUEC paonc I

O

NMpwWTAPXIKOC OKONOC: £KTIUNON TNC aopaAE&lac,
NpoodIoPIOHOC O0OOAOYIKOU OXNHATOC, NPOOdIOPIOHOC
avenibupunNTwyV EVEPYEIWV

NMANBUOMHOG: uyicic eBeAovTeC (EKTOC ANO TNV MEPINTWON
Kapkivwv kal AIDS)

ApIOPOG CUHHETEXOVTWV: <100

EKTIHATAI: N anoppo®naon, N Katavoun, o NETABOAIGUOC
Kadl N anEKKpIion Tou papuakou (papuakokIivnTIKn)
TeAika onueia: aveniOUUNTEC EVEPYEIEC, HEYIOTN AVEKTN
000N, PApHAKOKIVNTIKEC NAPANETPOI

Awapkela: 1 €1oC

NMNooooTo anoTuyxiag: >30%




KAlvikec dokipec (paonc 11

>uppueTexouv 100-300 naoyxovTec

AlEpeUVATAl N ANOTEAECUATIKOTNTA KAl
N AaoPAAEId TOU VEOU OKEUAONATOC

>TOXOC: €nAoyn Alywv OpacTIKWV
OUOCIWV YIa NEPAITEPW UEANETN OE
dokiun gaonc III




KAlvikec dokipec (paonc 11

O

O O O

NMpwWTAPXIKOC OKONOC: NpoadlopIioUOC TNC
AnoOTEAEOUATIKOTNTAC KAl TNC avTanokpiong otn
doooAoyia, eniBeBaimwon TNC acPpaAelac Kal Twv
(PAPHAKOKIVNTIKOV NAPAPETPWV

NMANBUOoHOG: acbeveic

Ap1OpOG ocuppeTEXOVTWYV: 100-300
EKTIHATAL: KAIVIK avTanokpion oTo ¢pAapuako,
aveniOUPNTEC EVEPYEIEC

TeAika onueia: aveniOUUNTEC EVEPYEIEC, HEYIOTN AVEKTN
000N, PApHAKOKIVNTIKEC NAPANETPOI
Alapkela: 2-3 €Tn

NMNooooTo anoTuyxiag: >30%




KAlvikec dokipec (paonc 111

O

AnoTeAouUV TO TEAEUTAIO BrUa yia Tn OXEJIAOMEVN
a&loA0ynon Tou VEOU (PAPHAKEUTIKOU OKEUAONATOG MPOTOU
EYKPIBEI N KUKAOpOPIa TOU ano Tov appodio KPaTIKo
OpYaVvIoHO

2xedov navTa, ol KAIVIKEG dokIpeG (paong III anoTeAouv
Tuxalonompevsq UEAETEG BepaAneUTIKNG NAPEUPBACTG Ol OMOIEG
ouxVva €ival NOAUKEVTPIKEG KAl OTIG ONOIEG OUPPETEXOUV 300
£WC ApPKETOI xl)\laésq NAOXOVTEC

Enionpaiveral 011 o1 KAIVIKEG doKIPEG (paong III anoTeAouv
OUOIA0TIKA TIG KAIVIKEG DOKIUEG OTIG OMNOIEG €0TIAdETAl TO
evOIaQPEPOV TWV EPEUVNTWV

AlepeuvaTal n anOTEAEOUATIKOTNTA TOU VEOU (PAPHAKEUTIKOU
OKEUAONATOC EVAVTI TOU KABIEPWHEVOU

Ta papuakeuTIKG OKEUAOUATA NOU OAOKANPWVOUV EMITUXWG
TIG KAIVIKEG dOKIPEG paong III AapBavouv eneira Tnv
anapaiTnTn €ykpion KukAogopiac




KAlvikec dokipec (paonc 111

O

O O O

O 0O O

NMpwWTaAPXIKOG OKONOC: CUYKPION TNC vVeac Bepansiac pe
TNV unapyouoa, dlepeuvnon Vewv evoeiEewy, dlEpeuvnoN
TNC OpAoNC TOU PpAPPAKOU O UNO-ouadeC, onwc n.x.
NAIKIOPEVOUC, doBEVEIC UE NNATIKN N VEQPIKN aVENAPKEIQ
K.d.

NMANBuUoHOG: acbeveic

ApIOpOC CUNHETEXOVTWYV: >500

EKTIHATAI: ANOTEAECUATIKOTNTA, TOEIKOTNTA, €NIBiwon,
noloTnTa (wNnc K.d.

TeAika onpeia: 6avaToc, dsikTnc noiotTnTac (wnc K.a.
Alapkela: 2-5 €tn

NMNooooTo anoTuyxiag: >30%




KAlvikec dokipyec qpaonc IV

O AIEECIYOVTCII o€ JEYAAO apibuo naoxovm)v LETA ano v

=

EyKpion KUK)\ocpoplaq TWV (|)CIp|JCIK€UTIK(1)V GKEUGGUGT(DV
WE OKOMO TN 6|£psuvn0n TUXOV napsvspyawv r]
avsnleupnToov svepyslwv nou OV I’]TCIV duvaTov va
eAeyxBouv Pe TIC KAIVIKEC dokipec paonc I, IT kai I1I

Me TIC K)\IVIKEC; OOKIMEC (pacnq IV a&loAoyouvTal Td
uaKponpoesopa CIFIOTE)\EO'|JCITCI TWV (|)CIp|JCIK€UTIK(1)V
0K€UCIO'|JCIT(1)V kai anokaAunTovTal onaviec aAAa coBapec
aveniBUUNTEC EVEPYEIEC

Ta anoTeAeopata Twv KAIVIKOV doKipwv ¢aonc IV eival
duvaTov va oényncouv aKoun Kai oTn 6|cu<or|n ™NC
KUKAOQOPIAaC eVOC (pPAPHAKEUTIKOU OKEUAONATOC




MaoxovTeg

Me TNV €papuoyn Tuxaionoinong

dapuako Placebo

©avarol EmlwvTeg ©avarol EmlwvTeg




KAIVIKEC OOKIUEC

O

[penel va exouv Ta €ENG XAPAKTNPIOTIKA:
>apwc Kaboplouevec EKBAOEIC

EK TwVv NpoTEPWV KAIVIKA KAl OTATIOTIKA KPITHpPIa EniTuxiac n
anoTuxiac Tnc¢ veac BepaneuTiknG napepBaonc

Ek TwV NpOTEPWYV UMNOAOYIOHO TOU peyEBouc deiypaToc
(eAaxiOoTOU avaykaiou apiBpou aoBevwyv) Kal TS avTioToixng
OTATIOTIKNG 10XUOC

Ek TwV NpoTEpwV NANPN NEPIYPAPn ToU OXEDIAOUOU KAl TNG
eEKTEAEONC TNC OOKIUNCG, HE TN ONMIoUpYia TOU AvTiOTOIXOU
NPWTOKOAAOU




KAIVIKEC OOKIMEC

O

O1 peAeTwpeveg NApePPACEIG dev gival NPWTOYEVN
I'IpO)\I’]I'ITIKCI |.|€Tpc1 Kabwc dev )(pI’]O'I|JOI'IOIOUVTCII yia Tnv

npo)\r]Lpn ™NC sucpawor]q MIac naencnq, aAAa yia Tnv
npoANYWN TwV avenibuunTwy CUVEREIOV PIac naénonc

Mia dialTa PHeETa ano sucppaypa TOU |Ju0|<ap6|ou LUnopEi va
)\slToupynosl npo)\nnTlKa yla TNV EYPAvion evog
OEUTEPOU EUPPAYHATOC

Ta xnueloBepaneuTIKa PpApHAKaA AEITOUPYOUV MPOANMTIKA
OTNV ENAVEPPAVION EVOC KApPKivou




KAIVIKEC OOKIMEC

O

=

Meow TnG Tuxalonoinong (randomization) eniTuyxaverai o
NEPIOPIOHUOC TNC OUYXUONC OTOV HIKpOTEPO duvaTo Badbuo

ANOTEAOUV TNV KAAUTEPN KAl aOPAAECTEPN HEBODO
EKTIMNONG TWV NAEOVEKTANATWV KAl TWV HEIOVEKTANATWYV
TwWV BEPANEUTIKWY NapePBAcewy

ANAG «TUQAN» PHEAETN: N KATAvoun TNG BEPANEUTIKNG
napeuBaonc €ival ayvwoTrn JOVO 0TOUC NACXOVTEG

AINAG «TUQPAN» PEAETN: N KATAVOUN TNG BEPANEUTIKNG
napepfaong eivar ayvworn T000 0TOUG NAOYXOVTEG 000 Kal
OTOUC BEPANOVTEC IATPOUC




«2Uyxuaon Aoyw evoOoeiEnc»

O Xwpig Tn die€aywyn H1ag KAIVIKNG OOKIUNG,
OnoOTE Kal epappoleral n pebodog TNG
TUXAIONOINONG, €ival NPAKTIKA AVEPIKTOG O
OXe0IA0UOG HIAG HEAETNG NOU va EMITPENEI TNV
EYKUPN OUYKPION TNG ANOTEAECHATIKOTNTAG
|J€TCI%)\U BepaneuTiKWV Napeupacewy. To
npoBAnua guvioTaTal KUpiwg aTn «ouyxuon
AOYw eVOEIENC»

O Ekeivol nou Aapfavouv pia BepaneuTikn aywyn
YEVIKA dIapEPOUV AroO EKEIVOUG Moy Aaupfavouv
Hia GAAn cUPP®VA PE TNV 1aTPIKN EVOEIEN YIa
TNV onoia ol BEPANEUTIKEC AYWYEC
epappolovTal




«Zuyxuon Aoyw evOeiEnc»

0 >TIC un Tu)alonolnUevec OOKIUEC, aKOUN Kal
OTav N NAnpogopia yia ToOuC CUYXUTEC €ival
enapknc, Oev €ival duvaTtov va €EoUudeTEPWOEI
NANPWC N «ouyxuon Aoyw evOsiEnc»

0 MNa Tov Aoyo auTov, anaiteital n dle€aywyn
KAIVIKWV OOKIJWV OTIC OMOIEC N TuXaia
KATAVOMUN TWV HEAETWUEVWV ATOUWYV EXEI WC
anoTeAegpa va €EilowvovTal ol NPOYVWOTIKOI
napayovTec (OUYXUTEC) METAEU TwV opadwv
nou AappBavouv dIapOpPETIKEC BEPANEUTIKEC
AyYWYEC




2uyxuon Aoyw evOEeI&ng

BapuTtnTa ndébnong
(evdelEn)

< AVTIBIOTIKO \ _< ©davarog ano )
J HNVIYYITIOQ

Néo: KaBiepwuevo:
nio Bapid NAoXovTeg AlYOTEPO Bapid NACXOVTEG




2uyxuon Aoyw evOEeI&ng

H)\IKIG aoesvouq
(evdelEn)

/\

OEPAnEUTIKN
nap&upBaon

®avaTtog

dapuaka:
MEYAAUTEPNG NAIKIAG NAOXOVTEG

Xeipoupyeio:
MIKPOTEPNC NAIKIAG NAOXOVTEG




>uUyxuon Aoyw evOoEIENc

H e€oudeTepwan TNC OTIC KAIVIKEC OOKIUEC
EMNITUYXAVETAl HEOW TNC EPAPHOYNC TNC
ueEBOOOU TNC TUXAIONOINONC

Me Tnv TUXAlonoinon, N Kartavoun kabe
naoxovTa o€ Jia ano TIC ®UO OUAdEC PE TN
OIaQOPETIKN BepaneuTikn napepBaon €ivai
aveéapTnTn ano TOUC UNMOAOINOUC NACGXOVTEC
Kal eninAgov dgv ennpeadleTal ano TIC
NPOTIMNOEIC TOU IATPOU 1N TOU NACYXOVTA




Tuyxalionoinon

Piwn gvog vopiopaTog oTnv NePinTwaon nou
0 ApIBUOC TWV CUPUETEXOVTWV E€ival PHIKPOC

'OTav o apiBuoc Twv ouupsTsxovnov eival
LEYAAOC )(pI‘]GILIOI'IOIEITCII Hia 6|C|cpopsT|Kr],
un (PUGIKI’] pseoéoq Tuxdalonoinonc nou &ivai
0 Nivakac Tuxaiwv C|p|9|J0L)V (random
numbers table). O1 geipec Twv TUXAIWV
aplBuwyv €ival 01aBedIPeC O€ NMivaKec N
unopouv va dnuioupynbouv ue Tn Bonbeia
NAEKTPOVIKWV UMOAOYIOTWYV
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HBika {nTRHATA

O Kapia BepaneuTikn napepBacn Oev Npenel va
EI)\\/)(\:II AlYOTEPO ANOTEAECUATIKN €vAVTI UIAC
AAANG

O H xpnon avevepyng ouaoiag (placebo),
npogavwg, dev gival NBIKA anodeKTr OTAv
unapxel kabiepwpevn BepaneuTikn napeuBaon

O O1 QUPMETEXOVTEG OEV MPENEI va EKTIBevVTAl O€
NPOOBETO KiVOUVO EUPAVIONG Kanoiag
avem@uunTng ekBaong (n.x. Bavartou, coBapng
Kal Joviunc avannpiac K.d.




HBIka {nTnuaTa

0 O1 NAoYXOVTEC MPEMElI VA EVNHEPWVOVTAl UE OAPNVEIC
Kal OAOKANPWHEVA YIa Ta NAEOVEKTNUATA KAl Td
LUEIOVEKTNHATA TWV BEPANEUTIK®V NAPEUBACEWY, TNV
Tuyxaionoinon, kKabwc kai Tov okono Kai Tov Tpono
die€aywyng Tnc TKA. Anaiteital N nAnpoYopnHEvVN
guvaiveon (informed consent) Twv NAacxovTwyv Nou
unodnAwVvel Nwc eneAe€av eAeUBepa va CUPPETAOXOUV
oTNV KAIVIKN OOKIMN

[0 To NepIEXOUEVO TOU NMPWTOKOAAOU Kal N EKTEAECN TNC
UEAETNC npenel va eEaocpalilel TNV apeon Kai
AnoOTEAEOUATIKN AVTIMETWNION KABe npoBANUATOC,
aKOMa Kal o€ NEPINTWOEIC OINAG «TUPANG» PNEAETNC




HBIka {nTnuaTa

H anavTnan gTo eNIOTNHOVIKO EPWTNHA HIAG

KAIVIKNC 60K|ur|q NpENEl va Boneasl oTnVv
CII'IOTE)\EO'UCITIKOTEDI’] AVTIMETWNION TWV
HEAAOVTIKWV NAGXOVTWV

Mpiv TNV evap&n Tng KAIVIKNG OOKIUNG, Ol

EpEUVNTEC Ba npenel va yvwpidouv av
HNOPOUV VA OUYKEVTPWOOUV TOV ANAITOUHEVO
aplOuoO NAacXovTwV O EUAOYO XPOVIKO
d1aoTnua yia Tnv avadei&n yiac oTaTioTIKA

ONUAVTIKNG OXEONC




HBIka {nTnuaTa

O H Aiaknpu&n Tou Helsinki avayvwpiletal d1eBvwc we n
Baon via Ta nbika {nTnpaTa, Ta onoia NPoKUNTOUV KATa
TN d1E€aywyn HEAETWYV o€ avBpwnivouc NANBUouoUC

O H AlaKnpuEn auTn CII'ICIITEI nv unapén svoq EPEUVNTIKOU
nprOKo)\)\ou TO OMoIo npsnsl vda nsplypacpsl TOUC
nelKouq npoB)\npaTlopouq nou EUNAEKOVTAl oTn HEAETN,
Kabwc sruor]q Kal av €ival cGUPJPWVOo HE TIC APXEC NMou
neplypagovTal otn Alaknpuén

0 EnminA€ov, To NnpwTOKOAAO Ba npsnsl £(POO0OV EXEI
O)\OK)\I’]p(JL)GEI va doBei npog EKTI|JI’]OT], oxo)\lacpo
kabodnynon Kai, onou €ival anapaiTnTo, EyKpion o€ Hia
€101Ka op@opsvn eniTponn dlac@paAionc Twv NOIKWV
npodiaypapwyv




HBIka {nTnuaTa

www.VADLO.com




HBIka {nTnuaTa

www.VADLO.com

“We received him from a lab in U.S.”




KZUHHOPPWON» OUUUETEXOVTWV

O A@opa Tn ANwn TwV PAPUAKEUTIKOV OKEUAOHATWYV Kal
eival e§aIpeTIKAG onpaciag, Kabwe pnopei va PEIWUEI
OoNUAavTIKA TNV EYKUPOTNTA HIAC KAIVIKNG OOKIUNC

O OI CUPNETEXOVTEG HMOPOUV VA anooupBouv o€
OroladnnoTe paon TNG HEAETNG XWPIG va ugioTavral
OUVENEIEC

O AITiECé.l «OUMPOPPWOoNG»: n AavBaouevn karavonon
TwV 00NYIWV, N OUOKOAIQ CUHUMETOXNG, Ol NAPEVEPYEIEG
TNC espGHEUTquq aywyng, N anoyonTeuon ano Tn un
EMPAVION BETIKWY ANOTEAEOUATWV KAl N NPOTINNON O€
aAAn BepaneuTikn aywyn




«TupAn» pebBodoc

O H O|JOIOTF|TCI TWV OUYKPIVOUEVWOV ouaéwv (rnou
EI‘IITUYXCIVETCII HE TNV TU)(CIIOFIOII‘]OT]) gival duvaTov va
avanansl av ol NaoXOVTEC NOU avnNKouV OTIC OPAdEC
AUTEC N Ol 1aTpoi Nou a&ioAoyouv Ta AnoTEAEOUATA TWV
OUYKPIVOUEVWY BEPANEUTIKWY NAPEPPATEWY
6|acpopon0|ouv guveidnNTa n unocuvaénm ™
ouunepIpopa Touc (ol NACXOVTEC) N TNV KpIO'I’] Touc (ol
ICITpOI) avaAoya JPe Tnv opada oTnv onoia avnkouv ol
NAOXOVTEC

O Ta va ar|0(p£uxeouv ol ouvsnslsq ano TIC
UI'IOK€I|..I£VIKEC npOKaTa)\anslq N avTiOpACEIC TWV
NaoxovTwyv N Twv |0Tp(ov ol K)\IVIKEC; OOKIMEG
dle€ayovTal KaTta Kkavova Pe Tpono «O0INAa TUPAO»

‘double-blind study’



«TupAn» PEBODOC

O

Eival n yeBodoc kata Tnv onoia N KATavoun TnS BepaneuTiknG
napepBaonc ivar ayvworn

AnAd <<Tucp)\r]>> HMEAETN: N KATAvoun TS BepaneuTikNG napepBaonc €ival
ayvwaoTn JHOVO OTOUC NACXOVTEC

AinAa <<Tucp)\n>> MEAETN: N KCITCIVO|JI‘] TNG BEpaneuTIKNG napspBaonq gival
ayvwaoTn TOOO OTOUC NAOXOVTEC 000 KAl 0TOUG BEpAnNOVTEC 1aTPOUC

TpInAG «TUPAN» PEAETN: N KATAVOMPN TNC BepaneuTikNG napeuBaong
gival ayvwaoTn 0ToUC NAOXOVTEC, OTOUC BEPANOVTEC 1TPOUC KAl OTOUC
EPEUVNTEC NOU EKTIJOUV TNV ekBaon

TeTpanAn «TUQAN» PEAETN: N KATAVOPN TNC BEpaneuTiknG napePBaonc
gival AyvwaoTn OToUC NAOXOVTEC, OTOUC BEPAMOVTEC 1TPOUC, OTOUC
EPEUVNTEC NOU EKTIMOUV TNV €KBACN KAl OTOUC AVAAUTEC TWV
0OONEVWV




«TupAn» peBodOC

0 IdiaiTepa €av TO KATAANKTIKO ONMEio €ival
UMOKEIPJEVIKO ONWC n.X. N nototnta {wn¢, n evraon
TOU NOVOU, Ol NHEPEC JE QUTOKTOVIKO 10€a0HO K.d.,
TOTE eVOEXETAI Ol MACXOVTEC va TPONomnoiouv TN
oUUNEPIPOPA ToUuC yYvwpilovTac Tn BepaneuTikn
ouada oTnv onoia avnkouv

O TNa napadeiypa, €av ol Naoxovrec yvwpilouv OTI
AauBavouv Tn vea BepaneuTikn aywyn nou
NIOTEVUETAl OTI €ival KAAUTEPN, TOTE NNOPEI va
ONAWVOUV NEPIOTOTEPO XAPOUUEVOI HOAOVOTI OEV
gival, va OnAwvouv AlYOTEPO MOVO EVW O NOVOC O&V

- gxel perapAnBel kok



«TupAn» PEBODOC

[0 AKOMN Kal €va AVTIKEIJEVIKO KATAANKTIKO
onMeio onwc N.X. N apTnplakn nieon unopesi va
ENNPEACTEI €QV Ol NACXOVTEC yvwpilouv TN
BepaneuTikn ouada oTnv onoia avnkouv

O TNa napadeiyua, eav ol acBbeveic yvwpilouv OTI
AauBavouv Tn vea BepaneuTikn aywyn nou
NIOTEUETAl OTI €ival KAAUTEPN, TOTE UNOPEI va
alo@avovTal NEPICTOTEPO NPEUOI KAl ATPAAEIC
KAl N apTnpiakn Touc Niecn va €ival JEIWPEVN




«TupAn» peBodOC

Eav o1 BepanovTec 1aTpoi yvwpilouv TNV
opada oTnv onoia avnkouv ol aoBeveic, TOTE
LUOOPEI UNOCUVEIONTA N AKOPN Kal ouveIidNTaA
va ennpealouv TNV avtiAnyn Tov acbevwyv
OXETIKA UE TA KATAANKTIKA ONUEId

Ol EPEUVNTEC MOU PETPOUV TA KATAANKTIKA
onueia ynopei va ennpeadovral €av
yvwpifouv Tnv ogada oTnv onoia avnkouv
Ol A0BEVEIC




KaTaAnKTIKO ONUEIO

H peTaBAnTn nou 6a ouykpiBei HeTA&U
TwV OUO KATNYOPI®WV TOU NPoadlopioTn
(n.x. OUO PAPUAKEUTIKEC AYWYEC), ETOI
WOTE VA OUYKPIOEI N anoTEAECUATIKOTNTA
TwV OUO KATNYOPIWV

[penel va €ival nANpwWC cuuBaTo PE TOV
oKOono, Tov aXedIaouo Kal Tn OTaTIoTIKN
neBodoAoyia TNC KAIVIKNG HEAETNC




KaTaAnKTIkKa onueia

H eniAoyn Twv KAaTAAANAwV
KATAANKTIKWV onPeiwv au&avel Tnv
EYKUPOTNTA TWV KAIVIKWOV HEAETWV

H AavBaopevn niAoyn PNopei va
oONYNOElI OTNV UN AVEUPEON HIAC
OXEONC, N onoia OJwc OTNV
NpayuaTikoTNTAa uPioTaTal




KaTaAnKTIkKa onueia

Idavika, npener:

> Na perpwvTal ue Tov id10 TPONO OTIC
dUO ONAdEC NAOXOVTWV

> Na peTpwvTal ge 000 10 dUVATOV MIo
«KTUQPAO» TPOMO




KaTaAnKTIkKa onueia

O 'OTav n JEAETN NEPIAAUPBAVEI KAl VA CUYKEKPILEVO XPOVIKO
d1aoTNUa napakoAouBnonc yia eva KaTaAnkTIKO onueEio, TOTE TO
d1A0TNUA AUTO NPEMEI va €ival ENApKEC Kal yia TiIC dUO OPAdEC
Yla TNV EKTIUNON TOOO TWV OPEAWYV 000 Kal TWV KIVOUVWYV

O Ta napdadeiypa, O€ Yia HEAETN CUYKPIVETAl PIA «ENIOETIKN>»
BepansuTikn NapeuBacn ONWG N HETANOOXEUON HUEAOU TWV
0O0TWV HE PIa AIYOTEPO «ENIBETIKN» ONWC N PAPHAKEUTIKN
aywyn

O Eav To KAaTaAnkTiko onueio €ival o BavaTtoc peoa oTic npwTec 30
NUEPEC, TOTE N PAPHUAKEUTIKN aywyn niBavotata Ba Bpebei nio
ANOTEAECUATIKN O€ OXEON UE TNV PETAPOOXEUON. H YETPNON TOU
BavaTtou oe 3 €T B6a odnyoUoe G ANOTEAECUATA HE HIKPOTEPO
o@aipua




KaTaAnKTIkKa onueia

O

HuepoAoylakda, TO OUYKEKPIPEVO XPOVIKO diaoTnua napakoAoubnong yia
£VA KATAANKTIKO onueio npéenel va eival 1o idio yia Ti¢ dUo OPAdEC

MNa napadeiypa, eav n Bepancia A apxilel aUECWC PETA TNV
Tuxalonoinon, evw n Bepanecia B apxilel yeTa ano evav pnva, ToTe
HUNopei va elI0EABel opAaAua oTnv HEAETN, KABwG n Bepaneia A ekTigATal
oTouc pNvec 0 ewc kal 12, evw n Bepaneia B ekTipaTal otoug pnvec 1
Ewc kar 13

Eav o1 duo Bepanciec €ival To id10 ANOTEAECOUATIKEC OTNV
NpaypaTikoTnNTa, TOTE EOPAAPEVA:

H Bepanecia B 6a Bpebei kaAuTepn €av n BvNTOTNTA €ival JEYAAUTEPN
oTNV apxn Kal enNeITa JEIWVETAl

H Bepaneia A 6a Bpebei kaAuTepn €av n BvnTOTNTA QUEAVETAI NE TNV

Mapo00 TOU XpOVOU



KaTaAnKTIkKa onueia

0 'Eva KataAnKTIKO ONUEIO NNOPEI va EUPAVIOTE
NEPIOCCOTEPEC ANO HIa POPEC OTOUC aoBeveic Kal ENINAEOV
HNopel o€ KABe sugavion Tou va AauBaver kal pia
avTtioToixn BabuoAoyia

O [penel va opIoTEi Eva ca@peC KaTaAnKTIKO ONUEIo, £TOI
WOTE vVa anoPeUYETAl N oUyXuon Kai ol NapePUNVEIEC

O M.x., otnv eniAnyia €ival duvatov va PJerpnbei T000 o
apiOpoC TwV ENIANATIKWV KPIoCEWY 000 KAl N EvTaon Touc.
'Eva oapec kaTaAnkTikO onueio Ba pnopouoe va €ivai n

NpwWTN ENPAvIon piac ocoBapnc eNIANATIKNG KPIoNC




NMpwTtevovTa
(primary) oTa onoia
ENIKEVTPWVETAI KATA

KUpIo AOYO TO
EVOIAPEPOV TOV
EPEUVNTWV KalI
UNAapyXouvV NAavrToTE

KaTtaAnkTtikad
onMEia n
EKBAOCEIC

(endpoints,

outcomes)

AsguTepevovTa
(secondary), Ta
onoia sivai
UNOJEECTEPNCG
onMaociac kail dev
UNAapxouvV NAvroTE

\




[TpWTEUOV KATAANKTIKO ONMEIO

H nAgov kaBopioTikn HeETaBANTN Nou
Ba anoTeA£oel TO oNUEIO avapopac
Via TN ouykpion Ouo BEPAnEUTIKWY
aywywv

[la Tov AOYyOo auTov, n €niAoyrn Tou
€ival kaBopIoTIKNG ONUAaciac OTIC
KAIVIKEC HEAETEC




[TpWTEUOV KATAANKTIKO ONMEIO

MeAeTec e AavBaopeva NpwTeUOVTA
KATAANKTIKaG onueia Ynopel va
oONYyNOoOoUV O€ AUPIAEYOUEVA N AKOUN
Kal o€ Aavbaopeva cupdnepacpaTda

H eniAoyrn Tou npenel va €xel vonua
Y1a TOUC a0oBeVEIC, TOUC BEPANOVTEC
IaTPOUC KAl TOUC EPEUVNTEC




[TpWTEUOV KATAANKTIKO ONMEIO

O [Mpenel navtoTe va kabopileTal 0To NPWTOKOAAO HIAC MEAETNC, NPIV
onAadn anod Tnv evapén Tng, Kabwc Pe Tov TPOMNO AUTOV Ol EPEUVNTEC:

> Mnopouv va kabopicouv To eAaxIOTO PeyeBoc dsiypaToc (sample size)
nou analTeiTal yia va avadeixbei Jia ouykekpipevn kAIvikn diagopd
HMETAEU TwV dUO BEPAMEUTIKWV AYWYWV, HE HIA OUYKEKPIYEVN OTATIOTIKN
IoXU (statistical power) nou ocuvnBwc €ivai 80% 1 90%

> Mnopouv va kabopiogouv TIC OTATIOTIKEC OOKIMACIEC Yia TNV avaAuon
TwV 0EO0HEVWV TNC HEAETNC

> Aev ynopouv va eniAEEOUV TO NPWTEUOV KATAANKTIKO ONMEIO NOU TOUC
OIEUKOAUVEI NEPIOTOTEPO YIA TNV €UPECN MIAC KAIVIKA ONPAVTIKNAG
OXEONC META TO TEAOC TNC MEAETNC, YVvwpilovTac dnAadn Ta dedopeva
TNG MEAETNG




[TpWTEUOV KATAANKTIKO ONMEIO

OO0 lpenel va €xel Ta €ENC xapakTnNPIOTIKA:

> Na €ival eukoAo oTn diayvwon N oTnv
napatnpnon

> '0Oc0 TO dUVATOV UIKPOTEPO OQMAAUA OTNV
UETPNON TOU

> H perpnon Tou va unv ennpeadlsral ano TIC
OEPANEUTIKEC AYWYEC




[TpWTEUOV KATAANKTIKO ONMEIO

[1pENEl va €xel Ta €ENC XApaAKTNPIOTIKA:

> Na €ival KAIvIkG onpavTiko
> Na epunveusTal eUKoAa

> Na eniAeyeTal npiv ano Tnv evapén tng
HEAETNC




>UVvOETaA KATAANKTIKA ONUEIa

O EniAgyovTal 0TAv 0l EpEUVNTEC Bewpouv OTI N napeuBaon Oa
exel enidpaon o€ >1 onueia, oNwc n.x.:

O O kaAUTEPOC YAUKAIMIKOC EAgyX0OC o€ diaBnTikouc Tunou II
anoBAENeEl oTNV HEIWON TOOO TWV EYKEPAAIKWY 000 KAl TWV
KapdlakwV NpooBoAwv

O H peTapooxeuon HUEAOU TWV 00TWV O AOBEVEIC E
okAnpodepuia anoBAenel oTn BeEATiwoN TNC AvanveuoTIKNC Kal
VEPPIKNC AgIToupyiac kal oTn Peiwon TNES BvnoiuoTnTac

O Mia vea pappakeuTikn aywyn o HIV acBeveic anoBAEnel oTnv
LEIWON TWV EUKAIPIAKWV AOIHWEEWY




>UVvOETaA KATAANKTIKA ONUEIa

OO0 >Ta nponyoupeva napadsiyparda, cuvnbwc enIAEYETAl Eva
OUVOETO KATAANKTIKO ONUEIO ONWC N.X. O XpOVOC
EUPavionc TnC NpwTNG EkBaonc, UE TNV ekBaon auTn va
neptAapBavel >1 cupBavra onwc:

> Eykepalika eneicodia kal kapdlakeC NpooBOAEC OTOUC
d1apnTIKoUC

> BeATiwon avanveuoTIKNC Kal VEQPIKNC AEIToupyiac Kal
EUgAvion BavaTtou OoToUC HETAPOOXEUBEVTEC UE
okAnpodepuia

> Onoiadnnote eukaipiakn Aoipw&n otouc HIV aoBeveig




>UVvOETaA KATAANKTIKA ONUEIa

To oUvBOeTO KATAANKTIKO ONUEIO NPENEI
va nepihaupaver >1 ocupypBavra nou:

> Eival napopolac KAIVIKNG onuaaciac
avagpopika Pe Tnv nasnon

> Ek@palouv eva koivo BIoAOYIKO povonaTi
N, AAAIWG, EXOUV €va KOIVO BIOAOYIKO
unofabpo




>UVvOETaA KATAANKTIKA ONUEIa

O  >& pia HEAETN PUE OUPMPETEXOVTEC UE UNoWia epPppayuaToc,
0 NPoodIoPIOTNC €ival N OTPENTOKIVAon Kal To placebo,
KaBwc NIOTEVETAl OTI N OTPENTOKIVAON NpoAapBavel To

EHPPAyHa

O EvTouToIC, eVOEXETAl N OTPENTOKIVAON VA MPOKAAEI
EYKEPAAIKO €MNEICODIO

d >Tnv nepinTwon auTn, €ival AoyIiKO ToO OUVOETO
KATaANKTIKO Onpeio va nepiAapfavel Tov 6avaro ano
onoladnNnoTe aiTid, TO EYKEPAAIKO €NEICOdI0 KAl TO
ENppaypa, kabwce 6a NTav eopaipevo va Bewpnbei 1o
ENPPAYHA WC TO HOovadIkKO KATAANKTIKO ONHEIO




>UVvOETaA KATAANKTIKA ONUEIa

Eav To oUVvBETO KATAANKTIKO ONUEIO
nepiAapyBavel cupfavra nou dNAwvouv
ApPKETA OIAPOPETIKN KAIVIKN onuaocia
(n.x. 8Bavaroc, voonAe&ia kai noioTnNTda
(wNCc), TOTE N EpUNVEIA TWV
ANOTEAECNATWY UNOPEI VA €ival ApKeTA
OUOKOAN €wC aduvaTn Kal va NMPOKAAE
ouyXuon Kal NapeEPUNVEIEC




AMOUCEC TIUEC

Idavika, Ta KATaAnKTIKa onuEia npenel
va JHETPWVTAl OE OAOUC TOUC NAOXOVTEC

[la Tov AOYyO auToV, OTOV OXEQIAONO MIAC
UEAETNC npenel va AapBaveral cofapa
unowyn TO YEYOVOC OTI UNOPEI va
UNAapxouVv anouoeC TIMEC yIaA TA
KATAANKTIKG onueia Kai 101aiTepa yia 1o

NPWTEUOV KATAANKTIKO ONMUEIo Nou gival
Kdl TO NA£EoV KABopIOTIKO




MeyeBoc delypaToc

Mia KAIVIKN OOKIUN UE MEPIOCOOTEPA
aToua ano Tov avaykaio apiouo
napapialel Ta aTodika OIKaIWUaTa TWV
acBevwyv

Mia KAIVIKN) OOKIUN UE AlYOTEPA ATONA
ano Tov avaykaio apiBuo napapialel
Ta JIKAIWUATA TWV aobevwy OoTNV
KOIVOTNTd




MeyeBoc delypaToc

Eival To eAayxioTo d€iyua nou
analTeiTal yia va avaodeixbei uia
KAIVIKG onuavTikn d1agopa wc
OTATIOTIKGA CNUAvTIKN

>UMBAAAel oTnv auénon TNC
a&ionioTiac TNC KAIVIKNC OOKIHUNC




AvaAuon 0edOUEVWV

O H avaAuon otnpideral oTnv apxn nou &ival yvwoTthn wg
«availuon Tn¢ npoBeonc via Bepaneia» (intention to
treat analysis

O Zupewva Pe TNV apxn autn, JETA Tnv Tuxaionoinon,
OAa Ta ATopa Nou KATavepnbnkav oTtn PAacikn
BepaneuTikn opada npenel va BewpnOel OTI
urnoBANBnkav oTn BEPAneUTIKN AuTn aywyr, E0TW Kal av
OpIoHEVA TNV EQApHOcav NANHPEA®C f Kal Kaeo)\ou N
anoxwpnoav réneeavav npiv Tn xopnyno %
eEeTalopevnG BepAneUTIKNG aywyng n akoAoubnoav Tn
BepaneuTIKn aywyn TNC CUYKPITIKNG opadac eAeyxou

O To idlo akpIPwG IOXUEI KAl yid Ta AToud Mnou
KATavePunonkav Tuxaia orn CUYKPITIKN ouada EAEyxouU




AvaAuon 0edONEVWV

[0 'OTav o1 yeAeTwPevVol NANBUOPOI €ival KAEIOTOI
unoAoyifovTal o1 ENINTWOEIC-NOCO0TA

OO0 'Otav ol HeAETWHEVOI NANBUCHOI €ival avoIxToi
unoAoyilovTal o1 ENINTWOEIC-NUKVOTNTEC

OO0 'Otav n HEAETWHEVN KBaon €ival NoooTIKN
UETABANTN Kal OxI NOIOTIKN, TOTE YiveTal
oUYKpPION TOV JECWYV TINWV N TWV OIAUECWYV




AvaAuacon 0ed0ONEVWV

>uvnBwc, unoAoyifovTal KAl Ta NoCoo0TdA
enifiwonc, onoTe kataokeuadlovTal Kai ol
AVTIOTOIXEC KAUNUAEC eniiwonc

EninAeov, kataokeuadlovTail Kai ol
aVTIOTOIXEC KAUNUAEC BvnNTOTNTAC N
BvnoiyoTnNTac




AvaAuaon 0edONEVWV

OepaneuTiKn aywyn

> TPEMNTOKIVAON

EvepyonoinTnc Tou
I0TIKOU Npodpopou
TNC NAQOUIVNC

©avarol 10 5
ApIBUOC NAoXOVTWV 135 135
OvnTtoTnTa 0 30 NUEPEC 10/135 5/135

Aoyoc Bvnrotntwv = 2




>ZUyKpIon TNC AnoTEAEOUATIKOTNTAC TNC OTPENTOKIVAONC £VAVTI TOU EVEPYONOINTN
TOU 10TIKOU NpodpOouou TNG NAaopivneG o€ epppaypaTiec ye Baon Tnv apxn nou
gival yvwoTn w¢ «avaiuon tn¢ npobeonc yia Bepansia»

~
Epgpayparicg

~
Toyoonoinon

[Evspyon‘on]rﬂg TOV LGTIKOV TPOSPOLOV T1|G nkaouivng] { YIpenToKIVaoN )
n Myn GAN Mn Mjyn GAM
{An\un aAdng Osp(msmg) { Bsgz:smg e ] [ ARy 6Adng (-)spansmg] [ ﬂsgr:swg ns ]

\/ .

[Hococ‘ro TPOTOETOVG smﬁlmc’qg [Hococ‘ro’ TPOTOETOVG eMPimong

W’




O Aoyoc Twv BvnToTNTWV (=2) 0 EUPPAyPATIiEC NOU xopnynodnke
OTPENTOKIVAON O OXEON UE EPPPAYHATIEC MOU XOpNYNOBNKE EvEPYONOINTNC
TOU I0TIKOU NpodpOopou TNC NAAopivng Kal To avTioToixo 95% diaocTnua
euniotoouvne (= 0,7 Ewg 5,7)
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MocooTé empiwong (survival rate)

KapnuAec enifiwonc Je TN Xpnon TwV nocooTwv £niiwong

H kapnuAn nou BpiokeTal no navw de&Id avTioToIXE
OoTO PAPUAKO PE TNV YEYAAUTEPN €MIBiwon
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Ava@opikd pe TNV eEaywyn

fapHarko OUPNEPAOPATW®Y, €ivar To 13avikod
—gdpuaro A 0evapIo, KaBWE Kal OTIC 48 NUEPEC, TO
pdppiaKo B p1o, G G NHEPEG,

PApHAKo A EXEI HEYAAUTEPO MOCOOTO

—t— gpdpuako A-censored ! ! .
eniBiwong o oxEon We To gpappako B

= papparo B-censored

— [E, ®50% éneiTa and 48 nuepeg

MEg #30% é£neiTa and 48 NUEPEC

Méon di1apkeia enifioong A
Méeon diapkeia enifioong B
Ty p =0,013

= 39,8 npépeg
= 26,

5 nuEpeg




KapnuAec eniBimonc JE TN XpNon Twv BvnNToTNTWV
BvnTtoTnTa = 1 — N00OOTO €NIRBiWoNC

H kaunuAn nou BpiokeTal Nio NAvVw aplioTeEPAa avTIOTOIXEI
OTO (PAPHAKO PE TNV MEYAAUTEPN BvNTOTNTA

10— PpdpuaKo
' —ipdpparo &
Mpdpuako B
= pdpuare A-censored
= pdpuako B-censored
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MNocooTd emiwong

KapnuAec enifimonc HE TN Xpnon TwV nNocooTwv £niRioonc

1,0

0,5
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2TIC NPWTEG 27 nNUEPEG, A>B
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—ipdpuaro A
Mipdpuako B

— papuaro A-censored

—— pappako B-censored

Ava@opika pe Tnv e€aywyn
OUPNEPAONATWY, €ival TO XEIPOTEPO
oevapio, Kabwc ol duo KaunUAEG
eMpBiwonc TEQvoOvVTAl, JHE ANOTEAECHA va
eEayovTar dIaQOoPETIKA OUHNEPACHATA
avaloya Pe To Xpoviko didoTnua.

Méon di1apkela enifinong A = 34,3 nHEPEG
Méon diapkeia eniBioong B = 34,5 nUEpPEG
Ty p =0,14

Tnv TeAeuTaia nuépa, A>B, kabwg pe To B
Exouv anoBiwaoel 0AoI oI aoBeveig




AvaAuon 0eOOUEVWYV

20 aoBeveic Oev ohokAnpwoav
TV napéupaon
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napeppaon : yia Bepaneia»
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Avaykaioc apibuoc acBevwyv via
Bepaneia

O

Ek@palel Tov apiBuo Twv acbevwyv nou Ba npenel va unoBAnbouv oe
Bepancia, €701 WOTE va anopeuxBei pia avenBupnTn €kBaocn o€ eva
OUYKEKPIMEVO XPOVIKO d1A0TNHA

EninAcov, ekppalel Tnv mBavoTnTa va w@PeAnNOEei Evac OUYKEKPIPEVOC
aoBevnc ano Tn Bepancia o€ eva OUYKEKPIPEVO XPOVIKO diaoTnua

MNa napadeiypa, €av 0€ Pia KAIVIKR dOKIMA, 0 avaykaioc aplopoc
aoBevwv yia Bepaneia iocouTal Pe 20, TOTE TO PpAPUAKO Ba npenel va
xopnynOei oe 20 acBeveic, £€TOI WOTE va anopeuxBei pia avenibuunTn
ekBaon o evav acBbevr) 0To XPoVIKO d1A0TNUA NoU apopd n MEAETN

EninAgov, kGBe aoBevnc nou AauBavel To papuako £xel niBavoTnTa 5%
(=1+20) va w@eAnbei ano 1o pApPAKO OTO XPOoVIKO d1aoTNUA nou
agopd n HEAETN




Ovtotnta oe ac0eveig Tov

Aoppavoov To gappoko

OvwtotnTo o€ 0.60gveig TOV

Lappavovv to placebo

Avaykaiog apOpog

aoc0evav Yo Oepaneio

Eppnveia

AnoteleopoTIKOTNTO

TOV QUPRAKOV

0

0,1

0,9

1

1,25

‘O)ot ot acBeveic mov Aapfdavovy To EAPHLOKO
emProvovv kot A0t ot acBeveic Tov dev Aapfdavovy

10 QAPUOKO amoBihvouy

Térero

>tovug 10 aoBeveic mov Aapfdavovy To eappaKo, ot
oYTd EMPLOVOLY AOY® TOV QOPLLAKOV, 0 Evog B
anoPiwve gite AapPave to péppokxo ite Oyt Kot o

évag Ba emPiove eite AMapPove to eappoaxo gite oyt

[ToAb koAn

0,3

0,8

>tovug 10 aoBeveic mov Aapfdavovv to eappaKo, ot
TEVTE EMPUOVOLY AOY® TOL PUPLLAKOV, Ol TPELS Ba
amofiovay gite Adppavav 1o @appako gite Oyt Kot ot

dvo Ba emPiovav gite Adppavov To PaproKo gite OxL

Ikovomomrtikn

0,3

0,4

10

>tovg 10 acBeveic mov Aapfdavovy To eAapLaKo, o
évag emProvel AOym Tov Qaprdkov, ot Tpelg Ba
amofiovay gite Adppavav 1o eappako gite Oyt Kot ot

€€ Bo emPiovay gite AMapPovav to edppako gite Oyt

Mupn

0,8

0,9

10

>tovug 10 aobeveic Tov Aapfdvovy to eappaKo, o
évag emProvel A0y Tov QapLdKkov, ot oxTd o

anofiovay gite Adupavoy 1o ApROKO EiTe OYL KOt O

Muepny

évag Ba emPiove eite AMapPove to eappoKo gite Oyt




KAIVIKEC OOKIUEC

NMAgovekTRHaTA MeiovekTnparda
O AuvaTtoTnTa d HBikoi neplopiopol
eEOUOETEPWONC TWV
OUYXUTWV (YVWOTWV 0 MeyaAog apiBuog
Kal ayvwoTwV) OUMMETEXOVTWV

d EAaxioTonoinon Twv ' YynAo koaTog

OPAANATWV
0 MeyaAn xpovikn

— : 0
4 Idaviko €100G HEAETNG EPeE




[1010TNTA KAIVIKWV OOKINWV

O >xedlaopoc
B [1pwTOKOAAO
B Dopuec ouAAoync OedONEVWYV

O Aie€aywyn
B 'EAeyxoc noioTnTac
B [lapakoAoubnon (monitoring)
B EEwTepikn 1aTpikn a&loAoynon

O AEioAoynon kai avagopa anoTeAEOUATWY
B AvaAuon
B EEaipeosic

B AnUOOIEUOEIC



Consolidated Standards of
Reporting Trials: CONSORT

O TitAog

O MNepiAnwn
O Eicaywyn
0 MebBodol

B [pwTOKOAAO
B Tuxalonoinon
B Me£Bodol anokpuywncg BepaneuTiknG opadac

AnoTeAEouaTa
B Por) OUPHETEXOVTWYV OTN MEAETN KAl napakoAoubnon

B AvdaAuon dedopEVV

>ulNTNON/OXOAId




CONSORT

[IANpoPoOpIeC yia TNV KAIVIKN OOKIUN
avagopika We:

Tov oxedlaouo
Tn die€aywyn
nv avaAuaon 0edopevwy

n duvaToTNTA YEVIKEUONC TWV
ANOTEAECUATWYV




CONSORT

0 TitAoc
B Avayvwpion TNC MEAETNC WC TUXAIONOINMEVNC
eAEYXOHEVNC OOKIUNC N, AAAIWC, WC KAIVIKNG
OOKIUNC

O MepiAnyn
m Xpnon dopnuEVNG NEPIANYNG

O Eicaywyn
B KaBoplopyoc okonou Kal EpEUVNTIKWYV UNOBECEWY




CONSORT

[pWTOKOAAO
O MeAeTwpevoC NANBUoPOC cUNPWVa Pe Tov oxediaopo, AappavovTac
unown Kai Ta KpITnpia Evragnc Kalr anokAEIoPoU

O MpoypappaTiopoc napePBacewy Kal xpovodiaypappa

O MpwTtapxikec ekpaoceic (primary outcomes) kail deuTEPEUOUOEC EKPACEIC
(secondary outcomes)

O MalnuaTtikoc TpOnoc UNOAOYIOHOU PeyEBOUC OEiyHaToC
O Mepiypapn Twv neBOdwWY OTATIOTIKNC avaAuoncg

O Mepiypapn kavovwy d1akonnc Tne OOKIKNNC Nou Xouv NpokabopioTei
KaTta Tov oxediaouo




CONSORT

Tuyalonoinon

O Meprypapn povadac Tuxalonoinonc (atouo, ocuppon
aToOUWV, YEWYpPAPIKN povada)

O MeBodoAoyia Tuxalonoinong

O MeBodoAoyia anokpuync Tou PunNXaviopgou Tuxaionoinong
Kal Tou XpOvou Tuxalonoinong

[0 MeBodoAoyia diaxwpliophou PETAEU TWV EPEUVNTWYV MOU
dnuIoupyouVv TNV Tuxalonoinon kKal autTwy Nou Tnv
EKTEAOUV




CONSORT

MeEBodol anokpuwnc BepaneuTikneG opadac (blinding)
O Mepiypa®n pnxaviopou (n.X. KAWOUAEC, diokia K.d.)

O [Meprypa®n opgolioTNTAC OTA XAPAKTNPIOTIKA TOU (PAPHAKEUTIKOU
okeuaopaTtoc (n.x. egeavion, yeuon K.a.)

O [eprypagpn Tou EAEYXOU TNC anoKpuwywnc Tou gnxaviopou
Tuxailonoinonc (diatnpnon Kpugou KaTta Tn dIApKela TNC
HMEAETNC KAl N XPOVIKN OTIYHN nou £yive O1aBE0IHOC)

O [Meprypapn anodsi&ewy yia TNV ENITuXN anokpuyn HETAEU TwV
aoBevwy, TWV aTOJWV NOU KAvouv Tnv napePpacn, Twv
a&loAoyNTwWV TWV TEAIKOV EKBACEWV KAl TWV AVAAUTOV TOV
OEOONEVWV




CONSORT

Por) OUUUETEXOVTWY OTN MEAETN
Kal napakoAoubnon

0 Mapouoiacn TNC ponc TwV acBevwyv OoTn PEAETN, TWV
apiBuwv otn diadikaoia Tnc Tuxaionoinong, Twv
napeuBacewyv Kal Twv HETPNOEWV Yia kKabe opada

O AvaAuon cupgwva PJE TNV npoBeon yia Bepaneia:
avaAuon ocupgpwva PJe TNV TuXalonoinon kai oxl
oUuPwva PJe Tn BepansuTikn napePBaocn nou eAapav
TEAIKA JE MANPN CUPUOPPWON Ol aoBevVEiC




AlaBeoipyol acbeveic

/ Aegv Tuxalonomdnkav (n=...)
; Aoyol (n=...)

Tuxalonoinon

'EAaBav Tn Bepaneia A (n=...) 'EAaBav Tn Bepaneia B (n=...)
Aev e\aBav Tn Bepaneia A (n=...) Aev €e\aBav Tn Bepaneia B (n=...)
MNapakoAouBnBnkav (n=...) MapakoAouBnBnkav (n=...)
Xpovoc npwTapXIkng ekBaoncg (n=...) XpOvoc npwTapXIknG ekBaong (n=...)
Anocupbnkav (n=...) Anocupbnkav (n=...)
AnoTuxia Bepaneiag (n=...) AnoTuxia Bepaneiag (n=...)
AnwAegiec napakoAoubnong (n=...) AnwAegiec napakoAouBnong (n=...)

OAokAnpwaoav Tn JMEAETN (n=...) OAokAnpwaoav Tn HeAETN (n=...)



Randomly assigned (n = 4390)

ITT population (n = 489)

Assessed for eligibility
(n=511)

Excluded

l Not meeting
| inclusion criteria (n = 20)
Lost to follow-up (n=1)

(n=21)

GCP violation (n = 1)*

Allocated to gefitinib 250 mg (n = 245)
Received gefitinib (n = 244)'
Gefitinib teatment not started (n=1)
Discontinued gefitinib (n =232)
Objective disease progression (n=172)
Symptom deterioration (n=13)
Adverse event (n=231)
Informed consent withdrawn (n=12)
Other (n=4)

Continuing study treatment at DCO (n = 12)

Assessable for response (n =200)
Assessable for safety (n = 244)
Assessable for QoL (n = 185)
Assessable for LCS {n =225)

|
1
Allocated to docetaxel 60 mg/m?  (n = 244)
Received docetaxel {(n =239)"
Docetaxel teatment not started (n=5)
Discontinued docetaxel (n = 236)
Objective disease progression  (n = 129)
Symptom deterioration (n=9)
Adverse event (n = 40)
Informed consent withdrawn {n =42)
Other (n=16)
Continuing study treatment at DCO  (n = 3)
Assessable for response {n =187)
Assessable for safety {n = 239)
Assessable for QoL {n=173)
Assessable for LCS {n=211)

Riichiroh Maruyama et al, Phase III Study, V-15-32, of Gefitinib Versus Docetaxel in Previously Treated Japanese Patients

With Non—Small-Cell Lung Cancer




CONSORT

AvaAuon 0€O0NEVWV

O Meprypa®ika PETPA

O [Napouociaon anoTeEAECPATWY KAl O€ ANOAUTOUC aplOpouc oTav
eival duvartov (n.x., 10/20 kai ox1 povo 50%)

O MeETpa oxeonc kal Ta avTioToixa d1aoTAPaTa EYNIoToouvVnG

O E@appoyn noAupeTaBAnTAC avaAuonc onou €ival anapaitnTo
Yia TNV €E0UDETEPWON TWV CUYXUTWYV

O Meprypapn anokAicewv and To NPpwWTOKOAAO TNG KAIVIKAC

xf\lfll ||»!\ﬁ
OOKIHTC



CONSORT

>ulnTnon/oxoAla

0 Eppnveia Twv anoteAeopatwy, Aapfavovrtac unoyn To
TUXaio Kal TO OUCTNUATIKO OPaApa

O [levikOTEPN EPUNVEIA TWV ANOTEAECHATWV AauBavovTtac
unoyn TNV unapyouoa evoEl&n

0 Aoylka eniXElpnNuaTa, CUPNEPAONATA KAl CUVENEIEC

0 TMAeovekTrniuaTa kal aduvapieg




Consolidated Standards of Reporting Trials:
CONSORT

Section/Topic Item No Checklist item
I Itle and abstract la Identification as a randomised trial in the title
1b Structured summary of trial design, methods, results, and conclusions

(for specific guidance see CONSORT for abstracts)

Introduction

Background and objectives 2a Scientific background and explanation of rationale

2b Specific objectives or hypotheses




Section/Topic Item No Checklist item

Methods

Trial desi — : : —— : :
rial design 3a  Description of trial design (such as parallel, factorial) including allocation

ratio

|
3b Important changes to methods after trial commencement (such as

eligibility criteria), with reasons

Participants 4a Eligibility criteria for participants

4b Settings and locations where the data were collected
Int ti . . . o .
MCTVENHons 5 The interventions for each group with sufficient details to allow

replication, including how and when they were actually administered

Outcomes 6a  Completely defined pre-specified primary and secondary outcome
measures, including how and when they were assessed
6b  Any changes to trial outcomes after the trial commenced, with reasons
Sample size

7a  How sample size was determined

7b  When applicable, explanation of any interim analyses and stopping

guidelines



Section/Topic Item No Checklist item
Methods
Randomisation
Sequence generation 8a Method used to generate the random allocation sequence

S —ese Tandomisation; detalls of any Testriction (such as

Allocation concealment mechanism 9
Implementation 10
Blinding 11a
11b
Statistical methods 122

blocking and block size)

Mechanism used to implement the random allocation sequence
(such as sequentially numbered containers), describing any
steps taken to conceal the sequence until interventions were

assigned

Who generated the random allocation sequence, who enrolled

participants, and who assigned participants to interventions

If done, who was blinded after assignment to interventions (for
example, participants, care providers, those assessing
outcomes) and how

If relevant, description of the similarity of interventions

Statistical methods used to compare groups for primary and

secondary outcomes

- 12b——  m™iethods for additionalanalyses, such as subgroup analyses

and adjusted analyses



Section/Topic Item No Checklist item

Results

Participant flow 13a For each group, the numbers of participants who were randomly

(a diagram is strongly recommended) assigned, received intended treatment, and were analysed for the primary
outcome

I S e ErO o s se s and exclusions after randomisation, together with

reasons

Recruitment 1l4a Dates defining the periods of recruitment and follow-up

14b Why the trial ended or was stopped

Baseline data 15 A table showing baseline demographic and clinical characteristics for each
group

Numbers analysed 16 For each group, number of participants (denominator) included in each

analysis and whether the analysis was by original assigned groups

Outcomes and estimation 17a For each primary and secondary outcome, results for each group, and the

estimated effect size and its precision (such as 95% confidence interval)

17b For binary outcomes, presentation of both absolute and relative effect
sizes is recommended
Ancillary analyses 18 Results of any other analyses performed, including subgroup analyses

and adjusted analyses, distinguishing pre-specified from exploratory

guidance see CONSORT for harms)



Section/Topic

Item No Checklist item

Discussion

Limitations

Generalisability

Interpretation

Other information

Registration

Protocol

Funding

20

21

22

23

24

25

Trial limitations, addressing sources of potential bias, imprecision, and, if relevant,

multiplicity of analyses

Generalisability (external validity, applicability) of the trial findings

Interpretation consistent with results, balancing benefits and harms, and

considering other relevant evidence

Registration number and name of trial registry

Where the full trial protocol can be accessed, if available

Sources of funding and other support (such as supply of drugs), role of funders




MepiAnyn: cuvonTIKA Napougiaon

Prophylactic antibiotics after acute stroke for reducing
pneumonia in patients with dysphagia (STROKE-INF):
a prospective, cluster-randomised, open-label, masked
endpoint, controlled clinical trial

Lalit Kalra, Saddif Irshad, John Hodsoll, Matthew Simpson, Martin Gulliford, David Smithard, Anita Patel, Irene Rebollo-Mesa, on behalf of the
STROKE-INF Investigators™®

TWV ONUAVTIKOTEPWV ONUEI®V TNG =———— symmary

HsAéTHﬁ

Eicaywyn: ouvonTikn napouaciaon
TNG unapxouoag PIAIOYPAPIAG  —>

Background Post-stroke pneumonia is associated with increased mortality and poor functional outcomes. This
study assessed the effectiveness of antibiotic prophylaxis for reducing pneumeonia in patients with dysphagia after
acute stroke.

Methods We did a prospective, multicentre, cluster-randomised, open-label controlled trial with masked endpoint
assessment of patients older than 18 years with dysphagia after new stroke recruited from 48 stroke units in the UK,
accredited and included in the UK National Stroke Audit. We excluded patients with contraindications to antibiotics,
pre-existing dysphagia, or known infections, or who were not expected to survive beyond 14 days. We randomly
assigned the units (1:1) by computer to give either prophylactic antibiotics for 7 days plus standard stroke unit care or
standard stroke unit care only to patients clustered in the units within 48 h of stroke onset. We did the randomisation
with minimisation to stratify for number of admissions and access to specialist care. Patient and staff who did the
assessments and analyses were masked to stroke unit allocation. The primary outcome was post-stroke pneumonia in
the first 14 days, assessed with both a criteria-based, hierarchical algorithm and by physician diagnosis in the
intention-to-treat population. Safety was also analysed by intention to treat. This trial is closed to new participants and
is registered with isrctn.com, number ISRCTN37118456.

Findings Between April 21, 2008, and May 17, 2014, we randomly assigned 48 stroke units (and 1224 patients clustered
within the units) to the two treatment groups: 24 to antibiotics and 24 to standard care alone (control). 11 units and
seven patients withdrew after randomisation before 14 days, leaving 1217 patients in 37 units for the intention-to-treat
analysis (615 patients in the antibiotics group, 602 in control). Prophylactic antibiotics did not affect the incidence of
algorithm-defined post-stroke pneumonia (71 [13%] of 564 patients in antibiotics group vs 52 [10%] of 524 in control
group; marginal adjusted odds ratio [OR] 1-21 [95% CI 0-71-2-08], p=0-489, intraclass correlation coefficient [ICC]
0-06 [95% CI 0-02—0-17]. Algorithm-defined post-stroke pneumonia could not be established in 129 (10%) patients
because of missing data. Additionally, we noted no differences in physician-diagnosed post-stroke pneumonia between
groups (101 [16%] of 615 patients vs 91 [15%] of 602, adjusted OR 1-01[95% CI 0-61-1-68], p=0-957, ICC 0-08 [95% CI
0-03-0-21]). The most common adverse events were infections unrelated to post-stroke pneumonia (mainly urinary
tract infections), which were less frequent in the antibiotics group (22 [496] of 615 vs 45 [796] 0f 602; OR 0-55[0-32-0-92],
p=0-02). Diarrhoea positive for Clostridium difficile occurred in two patients (<1%) in the antibiotics group and four
(<1%) in the control group, and meticillin-resistant Staphylococcus aureus colonisation occurred in 11 patients (2%) in
the antibiotics group and 14 (2%) in the control group.

Interpretation Antibiotic prophylaxis cannot be recommended for prevention of post-stroke pneumonia in patients
with dysphagia after stroke managed in stroke units.

Funding UK National Institute for Health Research.

Introduction

Post-stroke pneumonia occurs in 10% of patients after
an acute stroke, and is associated with a trebled increase
in mortality.” Dysphagia, which occurs in 50-55% of
patients after a stroke, is an important risk factor for
post-stroke pneumonia; the prevalence of post-stroke
pneumonia in patients with dysphagia is 16-19%,
compared with 2-8% prevalence in those without
dysphagia.* Prophylactic antibiotics might decrease the

risk of post-stroke penumonia,” mortality, and disability
in such patients but could also increase antibiotic-
related infections.®

Pooled data from 506 stroke patients® showed a 14%
reduction in all infections with prophylactic antibiotics
but their effectiveness in reducing post-stroke
pneumonia, mortality, and disability was equivocal.
Findings from the Preventive Antibiotics in Stroke Study
(PASS) showed a significant reduction in infections with

wowew thelancet.com  Published online September 4, 2015 http://dx.doi.org/10.1016/50140-6736(15)00126-9
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[TpoANnTIKN Xopnynon avTiBIOTIKWV O agBeVEIC PE
EYKEPAAIKO €NeI0c00I0 Kal duopayia yia Tnv
anoguyn €Jgavionc TnS NVeupoviag

|

O KAvikn 00KIun, KaBwc 0 HEAETWHEVOC NANBUCHOC
neptAauBavel NAoOXOVTEC HE EYKEPAAIKO EMNEICOOIO
kal duopayia kal OIEpEUVATAl N ANOTEAEOUATIKOTNTA
TNG NPOANATIKNG XOpNynong avTiBIoTIKWV yia ThV
anopuyn egeavionc Tnc Nveupoviac

O MpoadiopioTnc: NpoAnnTIKA | OXI Xopnynon
avTIBIOTIKWV

O MpwTeUoV KATAANKTIKO ONUEiO: EUPpAvIon
NVEUNOVIac




Research in context

Evidence before this study
We searched PubMed, Embase, ClinicalTrials.gov, and ISRCTN.

> € nep1odika uPnAng

nol OTnTG C, orq for trials of any design of prophylactic or preventive
L antibiotics in patients with acute stroke (any setting). We
Hd p ouala CETG'I IJ Ia identified one observational study, and two completed
OuUVvOonTIKN randomised clinical trials and three in progress, which showed

that first, post-stroke pneumnonia was common and associated
with high mortality, and second, effectiveness of prophylactic
antibiotics was equivocal. Our updated search of the scientific
literature in October, 2014, showed five completed trials
pooled in a Cochrane meta-analysis (published in 2012), which
showed that preventive antibiotics reduced infections (relative
risk [RR] 0-58, 95% Cl 0-43-0-79) but had little effect on
mortality (0-85, 0-47-1-51) and dependence (0-67, 0-32-1-43).
Since the review, the Preventive Antibiotics in Stroke Study
(PASS) in 2538 patients showed that intravenous ceftriaxone
given for 4 days reduced infections but did not improve
functional outcomes at 3 months (published in 2015). In
addition to the study reported in this paper, a trial is in
progress (STRAWINSKI [NCT01264549]), comparing
procalcitonin-guided antibiotic treatment with standard care
in 230 patients. This study has completed recruitment but the
findings have not yet been reported.

oUOTNHATIKA
BiBAloypagikn
avaokonnon
I

MapouoialeTal n
npooTiBePevn a&ia
TNC napouoag
MEAETNC

Added value of this study
Published studies include 30-40% of patients with mild
strokes and no dysphagia, for whom the risk of aspiration and

the benefit of prevention are low. Many studies did not control
either for the quality of stroke unit care (known to reduce

>TnV TeAeuTaia
napaypago Tne
Eicaywyng
napouacialeral o
OKOMOG TNG HEAETNG

ceftriaxone but no effect on functional outcome scores.
ese studies were heterogeneous in size; some included
paNgnts with mild strokes and low risk of post-stroke

(which is known to reduce post-stroke
pneumonia®)Ngnd only PASS has assessed the incidence
of Clostridium MNicile toxin (CDT)-positive diarrhoea.
Existing guidelines not lend support to the use of
prophylactic antibiotic®in patients who have had a
stroke.” Therefore, the aim of our study was to assess the
effectiveness of prophylactic antibiotics for reducing
incidence of post-stroke pneumonia, mortality, and
admissions to hospital, and improving functional
outcome in patients after acute stroke with dysphagia.

>Tn MeBodoAoyia
napouoialeral
avaAuTika o
oxedIaouog TNG
MEAETNG, €TOI WOTE
va Jnopei va
enavaianeBei ano
: : Methods
CI)\)\OUC EPEUVNTEG Study design and participants
In this prospective, multicentre, cluster-randomised,
open-label controlled trial with masked endpoint
assessment (STROKE-INF), we randomly assigned 48 UK
stroke units (L:1) to give patients either prophylactic
2 antibiotics for 7 days plus standard stroke unit care or

standard stroke unit care only. We invited stroke units to
complete the Expression of Interest forms through the

Tuyxalonoinon

post-stroke pneumonia) or allow for the variations in local
antibiotic policies (which determine choice of agent in clinical
settings). Only PASS assessed the incidence of

Clostridium difficile diarrhoea, an important issue in antibiotic
stewardship. Detection bias in previous studies was minimised
by masked adjudication to reduced false-positive diagnoses of
post-stroke pneurmnonia. This method does not adjust for
false-negative disease missed on initial assessment. Finally,
the confounding effect of higher mortality on length-of-stay
comparisons was not adjusted in previous studies. This study
included only patients at high risk of aspiration managed on
specialist stroke units. It allowed for local antibiotic policies to
be followed rather than prescribe a specific antimicrobial.

A criteria-driven algorithm for diagnosis of post-stroke
prneumenia applied to the whole dataset masked to allocation
thus minimising both false-positive and false-negative
diagnoses. Comparisons of admissions to hospital were
undertaken with death as a competing risk. The study
that prophylactic antibiotics do not reduce post-strg)

length of hospital stay and poor outcomes in
acute stroke with dysphagia who are manag
stroke units.

Implications of all the available evidence
Evidence is against the routine use of antibiotics for prophylaxis
against post-stroke pneumonia and suggests judicious use in
stroke patients managed on stroke units, even if at high
aspiration risk.

National Institute for Health Research (NIHR) Stroke
Research Network (SRN) trials office. Patients in selected
units or their next of kin were approached by SRN
research coordinators to check their eligibility and provide
patient information sheets before consent. Units were
eligible if they were accredited and included in the UK
National Stroke Audit* We purposely chose a clug

setting. Patients were eligible if they were aged older than
18 years, had a confirmed diagnosis of new stroke
(ischaemic or haemorrhagic) with onset of symptoms
within 48 h at recruitment, and were unsafe to swallow
because of impaired consciousness, failed bedside
swallow test, or presence of a nasogastric tube. We
excluded those with contraindications to antibiotics, pre-
existing dysphagia, pyrexia, known infection atadmission,
use of antibiotics within the past 7 days, pregnancy, or

those who were not expected to survive beyond 14 days. —/
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Randomisation and masking
We did the randomisation using a minimisation
algorithm " stratifying centres for number of stroke

\m.mis sions per year and proportion admitted directly to

pecialist care. Randomisation was computer generated
and done away from the trial office.

Patients, research staff obtaining data, and statis-
ticians undertaking analyses of the outcome data were
unaware of stroke unit allocation. Baseline data were
obtained by Clinical Research Network staff who were
not involved in patient care. Detection bias for the
primary outcome between groups was minimised by a

]
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rocedures
All patients received recommended care for dysphagia.®
Antibiotic choice at intervention centres conformed to
local antibiotic policy, but amoxicillin or co-amoxiclav,
together with clarithromycin for 7 days were
recommended if no restrictions applied.” Antibiotics
were initiated within 48 h of symptom onset at a dose
and by a route according to local guidelines. Physicians
were allowed to treat suspected infections with additional
antibiotics.

Patient characteristics were recorded on enrolment. We
assessed stroke severity with the National Institutes of
Health Stroke Scale (NIHSS), scores ranging from 0 (no
neurological deficit or stroke) to 42 (severe deficit), at
baseline and 14 days or discharge. Dysphagia-trained
nursing staff assessed swallowing using the standard
bedside swallowing assessment test consisting of
measuring levels of consciousness, oromotor function,
and consumption of water or food.” Respiratory rate,
temperature, chest symptoms and signs, white blood cell
counts, and C-reactive protein were recorded at baseline,
2, 4,7, 10, and 14 days by the treating clinician. Local
guidelines for investigations were adhered to for

suspected post-siroke pneumeonia. Weassessed mortality
functionality, and quality of life on day 90, and physician-
diagnosed new pneumonia from day 15 to day 90. Stroke
severity was measured at baseline, day 7, and day 14 (or at
diSchargEieaiENMERIMAYE)] We measured liver and
renal enzymes (and did other laboratory tests) at baseline,
2,7,10, and 14 days.

Patients in hospitals in the UK are routinely screened
for meticillin-resistant Staphylococcus aureus (MRSA) and
CDT if they develop diarrhoea. We defined C difficile
infection as diarrhoea in combination with a positive CDT
test and ascertained the diagnosis with hospital infection
surveillance records for 1 month after intervention. We

defined MRSA colonisation as new positive isolates
between hospital admission and discharge.

OutcomesG=

The primary outcome was post-stroke pneumonia,
determined by a statistician masked to allocation, using a
criteria-based hierarchical algorithm. Additionally, a
diagnosis of pneumonia made by the local treating
physician was also recorded as a co-primary outcome.
from the Centres for Disease Control and Prevention*
that assess eight clinical or laboratory findings at
six timepoints (baseline, 2, 7, 10, and 14 days) for (1)
patient’s temperature of at least 37-5°C or higher on two
consecutive measurements or one measurement of

KaTaAnkTika onueia n
€KBAOCEIC

AguTepevuovTa

38:0°Ciox igher and (2) d respiratory rateor20 beaths — KU TUAT]KTIRU ONUEia

per min or more, or cough and breathlessness, or
purulent sputum, and (3) a white blood cell count that is
higher than 11.0x10%/L, or chest infiltrates
radiograph, or positive sputum culture 2

or positive blood culture.

e aTEiGEERAPeE included NIHSS score at
14 days, death at 14 and 90 days, functional outcome at
90 days defined by the modified Rankin Scale (mRS)
which ranges from 0 (no symptoms) to 6 (death),
CDT-positive diarrhoea, MRSA colonisation, health-related
quality of life measured at 90 days with the five domains of
the European Quality of Life (EuroQol) scale, physician-
diagnosed new pneumonia at baseline, 2, 7, 10, and 14 days,
length of stay in hospital, and time to death.

As well as being outcomes, physician-diagnosed
poststroke pneumonia, CDT diarrhoea, and MRSA
colonisation were serious adverse events that requi
obligatory reporting to the trial office. We als
stroke extension, gastrointestinal blee i
increased liver or renal enzymes, ansfer to intensive
care as serious adverse ev

Statistical analysis
In a pooled analysis of 881 patients,’ post-stroke pneumonia
occurred in 87 (2296) of 400 patients with dysphagia and in
29 (6%) of 491 without dysphagia. We calculated that ten
clusters of 40 patients each would give 809 power to detect
an absolute difference between 22% and 10%, with an
intraclass correlation coefficdent (ICC) of 0-05.* We
recalculated the sample size to decrease cluster size, and
increase the number of centres because of slow
recruitment. We set a recruitment target of 1450 to allow
an attrition rate of 25%; the actual attrition rate was 3%,
which needed 1200 participants. Results from a post-hoc
power analysis suggest that, taking into account the actual
missing rate, reported ICC, and average cluster size, this
study would have been powered to detect an absolute
difference between control and treatment groups
10-5%, with 80% power and a two-sided 5% type I

Primary and safety analyses were intention to treat. We
used a generalised mixed model with post-stroke
prneumonia as the primary outcome to account for
patients nested within centres; details for the calculation
of post-stroke pneumeonia are provided in the appendix. A

ZTATIOTIKA avaAuon

YNoAoyIopOG
eEAAXIOTOU PEYEBOUC
dciypaToc (power
analysis)

Intention to treat
analysis




H mBavotnTa e€6dou anod To
VOOOKOWEio gival pHIKpOTEPN
katd 0,82 popég (N kaTa 18%)
OTOUG NMACYXOVTEG NMou eAaBav
avTIBIOTIKA OE OXEON ME TOUG
naocyovTeg nou dev eAapav

H mBéavoTnTa €£0dou oToUG
nAacyoVvTeG nou 0ev eAapav
avTiBIoTIKA (DIAKEKOUHEVN
YPAMMN) ATAV HEYAAUTEPN OE
Ox€0n Y€ TOUG NAOYOVTEG NOU
€haBav (ouvexng ypappn)

H BvnoipgdTnTa 0TOUG NACYOVTEG
nou éAaBav avTiBloTika
(ouvexng ypappn) nrav

MEYAAUTEPN OE OXEON WE TOUG  Figure 2: Cumulative incidence
HR=hazard ratio.

naoyovTeg nou dev ehapav
(B1aKkeKkoppEVN YPappn)

O kivduvog BavaTou €ival
HeyaAUTepOG kaTa 1,33 QopéEg
(1 kaTa 33%) OTOUG NACGXOVTEG

nou eAaBav avTiBioTika o€
OXEOQN HE TOUG NAOXOVTEG MOU

dev éAapav
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ime to hospital discharge and time to death

for differential statistical dependencies for patients
within centres versus between centres.

We did subgroup analyses for the primary outcome as
specified in the protocol. These included assessment of the
effectiveness of antibiotic prophylaxis according to age
(<80 years vs =80 years), baseline stroke severity on the
NIHSS scale (0-5, 6-15, 16-25, 26—42), thrombolysis, pre-
morbid stroke mRS (0-2 vs 3-5) and gcentre ranking
(higher or lower than the national median). We did
sensitivity analyses using more liberal thresholds for
temperature, and also using physician-defined post-stroke
pneumonia, which takes into account subjective patient
assessment. We analysed antibiotic use in both groups to
assess crossover of intervention and analysed outcomes in
patients receiving 1, 3, or more than 3 days of antibiotics in
both groups. Baseline characteristics and outcomes were
summarised by treatment group. Analyses were done with
R version 3.0™ of Stata software (StataCorp 2009. Stata
Statistical Software Release 11. College Station, TX, USA).
Trial data were verified against source data by a monitor
from the King's Healthcare Partners Clinical Trials Office.
This trial is registered with isrcm.com, number
ISRCTN37118456.

Role of the funding source

The funder of the study had no role in study design, data
collection, data analysis, data interpretation, or writing
of the report. The corresponding author had full access
to all the data in the study and had final responsibility
for the decision to submit for publication.

—_— Results

Between April 21, 2008, and May 17, 2014, we randomly
assigned 48 stroke unmits (and 1224 patients clustered
within the units) to the two treatment groups: 24 to
antibiotics and 24 to standard care alone (control; figure 1).
11 units and seven patients withdrew after randomisation
before 14 days (withdrawn patients did not receive any

treatment), leaving 1217 patients in 37 units for the
intention-to-treat analysis (615 in the antibiotics group
and 602 in the control group). No patients were lost to
follow-up at the primary endpoint; two patients in the
antibiotic group withdrew consent and 16 (3%) in the
control group and 18 (3%) in the antibiotic group were
not contactable for the 90 day follow-up.

Baseline demographic characteristics, risk factor
profiles, and stroke severity are in table 1. 1216 (>99%) of
1217 patients had a definitive stroke diagnosis, 1091 (90%)
of whom had cerebral infarction and 125 (10%) had
cerebral haemorrhage. Thrombolytic therapy was given
to 397 (36%) of 1091 patients with cerebral infarction.
The median NIHSS score at randomisation was
15 (IQR 9-20) and 298 (25%) patients had nasogastric
tubes. Prophylactic antibiotics were given to nearly all
those in the antibiotics group, most of whom received
the recommended regimen. 144 (24%) of 602 patients in
the control group received any antibiotic at least once in
the first week for proven infections and 63 (10%4) for
pyrexia of undefined cause (table 1).

At 14 days, post-stroke pneumonia was diagnosed by
algorithm in 123 (11%) of 1088 patients (table 2). A
definitive diagnosis could not be established in 129 (10%)
patients because of missing data (appendix). No
significant differences were apparent between any of the
subcomponents of the algorithm (appendix). Prophylactic
antibiotics did not reduce the incidence of algorithm-
diagnosed post-stroke pneumonia, even after we adjusted
the results for patient, stroke, and centre characteristics
(marginal adjusted OR 1-21[95% CI 0-71-2-08], p=0- 489;
ICC 0-06 [95% CI 0-02-0-17]; table 2). The incidence of
physician-diagnosed post-stroke pneumonia at 14 days
was higher (occurring in 192 [16%] of 1217 patients),
but again no differences were noted between the
two treatment groups (marginal adjusted OR 1.01
[95% CI 0-61-1-68], p=0-957; ICC 0-08 [95% CI
0:03-0-21]; table 2). We assessed the agreement between
post-stroke pneumonia diagnosed by algorithm and
diagnosed by physician in the 1088 patients with data
available. Post-stroke pneumonia was judged absent or
present by both in 885 (819%) patients, present on
algorithm omly in 75 (7%), and present on physician
diagnosis only in 128 (12%) (agreement: actual 0-81,
expected 0-76; k 0-22 [95% CI 0-14-0-29)]).

Sensitivity analyses with more liberal criteria for
temperature, physician-defined post-stroke pneumonia,
duration of antibiotic use, and different outcome
assumptions for the 10% of patients missing a diagnosis
did not show significant differences in outcomes between
patients in the control group and the antibiotics group
(appendix).

All-cause mortality occurred in 118 (1096) of 1183 patients
at 14 days and 342 (29%) of 1181 patients at 90 days; we
noted no differences in mortality rates between treatment
groups. There were no differences in the percentage of
patients with good functional outcomes (mRS 0-2) but
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Flow diagram of the trial

66 stroke units who expressed interest
were assessed for eligibility

18 excluded
1did not meet inclusion criteria
17 unable to participate because
of hospital antibiotics policy

y

48 stroke units enrolled and randomised

v

v

24 centres allocated to antibiotics intervention
6 withdrew because of change in permission
from hospital infection control policy
18 centres participating

24 centres allocated to standard care
alone without antibiotics (control)
3 withdrew because of change in permission
from hospital infection control policy
2 withdrew because of change in status from
admission to support unit
19 centres participating

v

-

620 patients in antibiotics group
Median 29 patients per unit (IQR 10-54)

604 patients in control group
Median 19 patients per unit (IQR 10-53)

-

-

620 assessed at 14 days 604 assessed at 14 days
5 withdrew consent 2 withdrew consent

64 died 59 died

615 had 14 day outcomes available 602 had 14 day outcomes available
2 withdrawn between 0 withdrawn between
— day 14 and 90 — day 14 and 90
18 lost to follow-up 16 lost to follow-up
A 4 v

551 assessed at 90 days 543 assessed at 90 days
531 had 90 day outcomes available 527 had 90 day outcomes available
184 died 158 died

Figure 1: Trial profile




MNavrtoTte napouaialeral evac nivakac
HE Ta dnuUoypagIka Kar KAIVIKa
XAPAKTNPIOTIKA TWV NATXOVTWV OTIC
OUYKPIVOUEVEG OPAdEC OTNV Evapén
TNG KAIVIKAG OOKIUNG.

Me Tov TPOMO AUTOV, Ol AVAYVWOTEC
avTiAauBavovTal Tic nibavecg diIapopEC
avapeoa OTIC OUYKPIVOUEVEG OUAdEG

Antibiotics

Control group

group (N=615) (n=65602)

Age (years) Fr-F(11-9) F8-0 (12-2)

Pissing data o 1 (O-296)
Sex

Male 265 (4326) 258 (439%)

Female 347 (56-5%%) 343 (S6-B9%)

Miissing data 3 (0 59%) 1 (0-29a)
Type of stroke

Ischaemic 546 (89%:) 545 (919%)

Haemaorrhagic 69 (119:) S6 (9%%)

Missing data o 1 (O-29a)
Thrombolysis 192 (31%) 205 (34%)

Missing data o 3 (0-596)
Masogastric tube 164 (2736) 134 (2296)

Missing data o o
Score on Mational Institutes of Health 15 (9—20) 14 (9—20)
Stroke Scale™

Missing data 1 (0-296) 3 (0-596)
Comorbidities

Hypertension 433 (FO3e) 404 (676)

Diabetes 105 (1726) o7 (169)

Axrial fibrillation 227 (37%) 221 (I726)

Chronic obstructive pulmmonany A8 (B2w) A0 (F)

disease
Previous strokes
Miissing data
Current srmoker
Miissing data

Premorbid score of 0—2 on the modified

Rankin Scale before onset of stroket
Miissing data

Antibiotic use on days O—7F after stroke
Ay antibiotic at least once
Any antibiotic at least three times

Co-amoxiclaw or amosdcilling, plus
darithirormwcin

Co-—amoxiclaw alone
Avmoxicillin alone

Aumoxicillin plus metronidazole
Cephalosporins

Other antibioticst

Missing data

176 (2996)
o
96 (1626)
18 (3%)
490 (80%)

9 (1%a)

602 (989%)
536 (B7F26)
A4FF (F836)

53 (9%s)

36 (62%)

22 (49%a)

A4 (2%)

81 (13%%)
o

176 (29%6)
1 (O-29a)
88 (1592:)
10 (226)
498 (839%6)

9 (1%6)

207 (3436)
62 (10%6)
1 (O-29a)

41 (7F2a)
S (1)
29 (59%)
4 (0-726)
123 (209%:)
o

Data are mean (SD). n (2%), or median (IQR). *Maximum score (Worst outcome) is
42 (sewere stroke). TMaximum score (worst outcorme) is 6 (death). Flncludes
saecond-line antibiotics for post-stroke prneurmonia; ie, tazocin (piperacillin with
tazrobactam), gentamicin, meropenam, and vancomycin, and antibiotics for
urinary tract infections and other infections; ie, trimethoprim, ciprofloxacin,

doscycycline, and flucloxacillin.

Table 1: Baseline patient characteristics of the intention-to-treat

population




Antibiotics group Control group Differences between groups Adjusted differences between groups
Oddsratio (95%Cl)  pvalue Adjustedodds ratio  pvalue AHOTE)\éO’ aTa 1a Ta
Ex . |
Primary outcome of post-stroke pneumonia at 14 days (— = n prEU ovTd KGTG)\n KTIKA
Algorithm diagnosed 71/564 (13%) 52/524 (10%) 135(079-229) 0489 onM gia
Physician diagnosedt 101/615 (16%) 91/602 (15%) 103 (0-66-1-61) 0957
Secondary outcomes ¢ e '
Score on National Institutes of Health Stroke Scale at 14 dayst 117 (8-1) I o avey) D00l a2, 9118 0001 AnOTE)\EO-IJ ara YIG Ta
All-cause mortality at 14 days 62/596 (10%) 56/587 (10%) 105 (067-164) QEUTEPEUOVTA KATAANKTIKA
All-cause mortality at 90 days 184/595 (31%) 158/586 (27%) 12(093-1:54) onueia
Score of 0-2 on the modified Rankin Scale at 90 days 109/595 (18%) 121/586 (21%) 0-89 (0-66-1-2)
Score on the modified Rankin Scale at 90 days
0 (no symptoms at all) 14/595 (2%) 20/586 (3%)
1 (no disability despite symptoms) 38/595 (6%) 40/586 (7%)
2 (slight disability) 57/595 (10%) 61/586 (10%) - - .
3 (moderate disability needing some help) 79/595 (13%) 89/586 (15%) MeTpa oxeong (odds ratio)
4 (severe disability needing help with daily living) 110/595 (18%) 117/586 (20%) X w p i C; T n Vv EEO U 5 ETé p D) OT] TV
5 (severe disability, bed bound, and incontinent) 113/595(19%) 101/586 (17%) v
6 (death) 184/595 (31%) 158/586 (27%) OUYXUTWV
(DT-positive diarrhoeat 2/615 (0-3%) 4/602 (0-7%) 0-49 (0-04-333)
MRSA colonisationt 11/615 (2%) 14/602 (2%) 076 (031-1.82)
EuroQol at 90 days
Problems with mobilityq] 289/411 (70%) 296/428 (69%) 1-05 (0:74-1-48) 0794 1.08 (0-77-1:52) M éT p a O-X éo-n Q ( 0 d d S ratio )
Problems with self-careq] 292/411 (71%) 299/428 (70%) 103 (0.75-1-4) 0872 1:06 (0-75-150) 7 ; '
Problems with usual activitiesY 349/409 (85%) 364/424 (86%) 0-96 (0-62-1-49) 0-857 0-96 (0-62-1-49) ENEITA Ano Tn v EEO U,6 ETE p W O'I’]
Pain or discomforts] 217/405 (54%) 207/418 (50%) 1.21(0-87-169) 0255 109 (0-80-1-47) TWV CUYXUTWV
Arxiety or depressionf] 211/398 (53%) 214/415 (52%) 1.02(077-134) 0893 1.06 (0-80-1.42)
New pneumania from 15 to 90 days{ 56/339 (17%) 56/396 (14%) 105 (0-7-1.58) 0-81 1.03 (0-65-1.62)
Time to hospital discharge (days) 26 (12-55) 19 (9-43) 081(0-66-103)|| 0081 082 (0-65-1-02)||
Time todeath (days) 24(9-64);34-2(64-6)  26(8-64);39-6(40-0) 130 (1-:00-1.70)|| 0-051 133 (1-01-1-75)|| , , ,
Sesious adverse events O kivduvog eppaviong nveupoviag
Infections unrelated to post-stroke pneumonia 22/615 (4%) 45/602 (7%) 0-55(0-32-0-92) 0.02 Sival ”EYG)\UTEPOC KGT(':I 1 ’ 2 1 (popéq
Urinary tract infections 15/615 (2%) 39/602 (6%) - ( r:] KCITd 2 1 0/0 ) oToU (; n ('] O'XOVTEC; nou
e 1615 () 6oz (1) gNaBav avTIBIOTIKA O€ Ox€on He
ystemic events ' f
CT-confirmed stroke extension 23/615 (4%) 22{602 (4%) 103 (0-54-1-96) 098 Tou (; na O-XOVTEC; nou 6 gv E)\CI B av
Other neurological events including intracranial haemorrhage 14/615 (2%) 12/602 (2%) 115 (0-49-2-78) 0-84
Gastrointestinal bleed 5/615 (0-8%) 6/602 (1%) 0-81(0:2-3-23) 077 O kivou VOG ENQP avi ong BavaTou oTi C
Cardiac (M, HF, pulmonary oedema) 15/615 (2%) 11/602 (2%) 1-35(0-57-3-23) 055 n p d)TEq 9 O r] |J épgq €i vail
Raised hepatic or renal enzymes 8/615 (1%) 71602 (1%) 1-11 (0-35-3-7) 0-89 v v v '
. HEeyaAuTepOC kaTa 1,22 popec (n
Transfer to intensive care 6/615 (1%) 4602 (0-7%) 1-47 (0-35-714) 075 W ) '
Miscellaneous 6/615 (1%) 8/602 (1%) 073(021-233) 060 kata 22% ) OTOUG NACXOVTEG Mou

Data are nfN (%), mean (SD), or median (IQR). -=not applicable. EuroQoL=European Quality of Life scale. COT=Clostridium difficile toxin. MRSA=meticillin-resistant Staphylococcus aureus. Mi=myocardial
infarction. HF=heart failure. *Adjusted for age, sex, premorbid score on the meodified Rankin Scale (mRS), severity and type of stroke, thrombolysis, chronic lung disease, smoking, and centre characteristics.

eAaBav avTIBIOTIKA O OXEON HE
TOUC NAOXOVTEC nou Oev eAaBav

tAlso counted as a serious adverse event. tMaximum score (worst outcome) is 42 (severe stroke). §Mean difference between scores on the National Institutes of Health Stroke Seale (NIHSS) from linear mixed
models with treatment and treatment-by-day interaction, adjusted for baseline NIHSS score, age, sex, premorbid mRS score, severity and type of stroke, thrombolysis, chronic lung disease, smoking, centre
characteristics, random effects of patient (repeated measures across day 7 and day 14), and stroke unit. /EuroQol score categories for patients reporting moderate or severe problems versus no problems.
|IHazard ratio from the cumulative incidence curve model of time to event (death or hospital discharge as a competing risk) in patients receiving antibiotic prophylaxis compared with control patients.

Table 2: Primary, secondary, and safety endpoints




>Tn ZulnTnon CuyKpivovTal Ta
anoTeAeoparta kal n pebodoAoyia Tng
napouoag KAIVIKNG OOKIUAG HE TNV
npolUnapxouaca BiBAloypapia.

Nnavrote napouoialovTal o€ pida
napaypago ol nepiopiopoi (opaiuara)
TNG HEAETNC.

MNavrote napouoialovTal o€ Yid
napaypapo Ta CUPNEPACHATA Kai ol
NPOTACEIC TWV EPEUVNTWV.

n/N Odds ratio (95% C1) p value

Age (years)

<80 42/289vs 28272 — 1.28 (0-64-2-56) 0675
=80 20/275 vs 24/252 —.— 1.07 (0-51-2-26)

Baseline NIHSS

<5 5/70 vs 4/65 — 110 (0-25-479)

6-15 19/221vs 14/233 —-—'— 129 (052-2.87) 0893
16-25 41/239 vs 27/185 —:‘— 109 (0-53-2-20) 0994
=26 6/33vs 6/39 ‘: 098 (0-24-3-96) 0909
Pre-morbid mRS

=2 (good) 15/108 vs 8/82 —-17 113 (0-61-2.07) 0659
=3 (poor) 54/451 vs 43/440 —@ 143 (0-48-4-24)
Thrombeolysis

Yes 241176 vs 19/171 R 119 (0-53-2-66) 0983
No 47/388 vs 32352 — 117 (0-60-2.27)

Stroke type

a 61/501 vs 39/473 — @ 143 (0.77-2.66) 0022
ICH 10/63 vs 13/51 L . 037(0-12-118)

Stroke unit ranking

High 58380 vs 21/249 e 1-65 (0-78-3-48) 0312
Low 8/100vs 22/208 4.—:7 0-82 (0-26-2-53)

Unlassified 5/84vs 9/67 . | 054 (0-11-2.72) 0683

T T T T T T 1
01 02 05 1 2 5 10
Odds ratio
Favours antibiotic intervention Favours control

Figure 3: Treatment effect on the primary outcome stratified by subgroups

p value is for interaction. NIHSS=National Institute of Health Stroke Scale score. mRS=meodified Rankin Scale. Cl=cerebral infarction. ICH=intracerebral haemorrhage.
Stroke unit ranking=higher or lower than the national median in the 2012 National Stroke Audit. Unclassified=centres which did not submit data for the audit. The

(ze of the circle denoting the point estimate shows the size of the subgroup.

ibution of mRS scores shifted towards worse
t 90 days in the intervention group (adjusted

90 days (p=0-001) b
post-stroke pneumonia

14 days was slightly but

cumulative incidence of death and length of hospital sta
suggested that patients in the antibiotics group were
significantly more likely to die throughout follow-up than
patients in the control group (p=0-045; figure 2). Patients
in the antibiotics group had longer stays in hospital than
control patients, but this difference was not significant
(table 2, figure 2).

Treatment effect for the incidence of algorithm-defined
post-stroke pneumonia at 14 days did not differ significantly
in the predefined subgroups of age, premorbid functional
status, baseline stroke severity, thrombolysis, or
performance ranking of stroke units (figure 3). There was
a significant interaction between prophylactic antibiotic

use and the type of stroke, suggesting a tendency for
patients who have had a haemorrhagic stroke to benefit
from the treatment; however, the OR in both the cerebral
infarction group and the intracerebral haemorrhage group
was not significantly different from 1. No interaction was
noted between intervention and thrombolysis
functional outcome at 90 days (appendix).

Few adverse events occurred in both treatment groups
(table 2). Prophylactic antibiotics significantly reduced
the number of non-post-stroke pneumonia infections
compared with control (p=0-02; table 2), especially
urosepsis. The incidence of CDT-positive diarrhoea and
MRSA colonisation and systemic serious adverse events
were low and equal in both groups.

for

Discussion

We have shown that antibiotic prophylaxis did not
reduce post-stroke pneumonia or mortality in patients
after acute stroke with dysphagia managed in stroke
units. Additionally, prophylactic antibiotics might
increase the length of hospital stay and poor outcomes
in these patients.

Post-stroke pneumonia in this study was measured in
two different ways: first, by the masked application of
predefined criteria applied to the whole patient group
giving a frequency of 11% at 14 days, and second, by
physician diagnosis, which identified this infection in



MeAeTec unepoxnc (superiority trials)

0 H vea Bepaneia ival kaAUTEpN ano TNV Kablepwpevn;

O ZTOXOC: N avanTu&n nio anoTEAEOUATIKWYV BEPANEUTIKWV
napeuBacewv

[0 Hgy: n vea Bepaneia €ival To id10 ANOTEAECHATIKN HE TNV
kabiepwpevn. Eav anoppipBei n Hy TOTE cUPNEPAIVOULE
OTI N vea Bepaneia €ival anoTEAECUATIKOTEPN ANO TNV
KaBlEpwueEVN

0 Aev anavrtartal To EpwTnUa €av n vea Bgpaneia €ivai
icoduvapn JE TNV Kabliepwpevn




MeAeTec 10o0duvapiac (equivalence trials)

OO0 H vea Bepaneia eival 000 KAAn €ival n kabiepwpevn;

O ZTOX0C: N vea Bepaneia iowc €ival AlyoTepo akpifn n AlyoTepo
To&ikn. Enopevwe, eav cival e€ioou anoTeAEONATIKN HE TNV
KaBiepwuevVn Bepaneia, TOTE €ival NPOTIUNTEA

O Hy: n vea Bepaneia dev gival Icoduvapn PeE TNV KaBIEpwHEVN.
Eav anoppipBei n Hy TOTE cupnepaivoupe OTI N vea Bepaneia
gival icoduvapn He TNV KablepwPevn KATa €va OUYKEKPIPEVO
HEYEDOC

O Aegv undapxel n duvatoTnTa va ouykpiBei n vea Bepaneia pe
placebo




AoKiuec nediou

d Ta peAeTwpeva aTtopa €ivai uyin Kai ox|
naoyxovTda

d Anaiteital, ouvnBwg, napakoAouBnon Twv
ATOHWV oTO «nedio» TOUG (M.X. XwPog
epyaoiac, oniTi, OXOAE&io K.d.)

d YwnAO KOOTOG Kal yI' auTo nepiopidovral arn
LEAETN NPOANATIKWV UETPWV

3 MpwToyevnc npoAnyn




AoKiuec nediou

EKTiuNON TNC ANOTEAECUATIKOTNTAC
TNG ANYNG HEYAANG NoooTnTag
Bitapivne C yia Tnv npoAnywn Tou
KOIVOU KPUOAOYNUATOC

EKTiuNON TNC ANOTEAECHATIKOTNTAC
VEWV EUPROAIWV yia TNV npoAnywn
LETAOOTIKWV NAbNoewv




AOKIMJEC napeufacnc oTnv KoivoTNTa

d O psAsToousvm nAnBuaopoi €ival uyleic opadec aTOPNWV
Kal OXl MAOXOVTEC

3 AnoTeAouv enekTaon TwV HEAETWV nediou,
nepiIAauBavovTac napeypaon o€ Pia «KoIvoTnNTa»

Q [MNpwToyevnc npoAnwn

a T.x., pBopiwaon Tou VEPOU Yia TNV NpoAnyn
OBOVTlanlev npoBANHATWV




ETTIAEyOoVTOC TNV KATAAANAN UEAETN
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OIKOAOVIKN HEAETN O€ ETTITTEOO XWPWV
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OIKOAOVIKN HEAETN O€ ETTITTEOO XWPWV

2UPQWVA UE TO OTTOTEAECUATA TNG HEAETNG
uTTapyel BETIKA Oxeon PETAGU TNG KATAVAAWONG
WapIlwV Kal ToU BAPOoUC yEvvVNOoNG TwWV VEOYVWV

[TpokeiTal yia eva GAIPETIKA ATTAO €100G PEAETNG,
OTO OTT0I0 OPWG gival augnuevn N oBavoTnTa
OUCTNUATIKOU O@AAMATOC TTOU Eival YVWOTO WG
0IKOAOYIKO o@paAua (ecological fallacy)

XPNOIUOTTOIEITAI YIO TNV TIPOKATAPKTIKA EKTIUNON
TNGC OXE0NG METAEU TTPOOOIOPIOTN Kal EKBaong




OIKOAOVIKN HEAETN O€ ETTITTEOO XWPWV

2.TN OUYKEKPIMEVN MEAETN, T DEDOPEVA APOPOUV
OUVOAIKQ TIC OIAQPOPEC XWPEC KAl OEV APOPOUV
OUYKEKPIUEVEC EYKUEC

‘ET01, OtV €ival yvwaTO €AV UIA EYKUOGC UE
augnueEvn KatavaAwaon yapiwyv atreEKTNOE TTaIdi JE
augnuévo BApocg yevvnong 1 1o avTioTpoYo




MeAETN aoBevwv-papTupwyv

AKOUN Kal aTNV I0AVIKN TTEPITITWON OTNV
OTTOIO ECOUDETEPWOOUV OAOI OI YVWOTOI
OUYXUTEC, OEV Elval OUVATOV VO
ECOUDETEPWOOUV Kal Ol AYVWOTOlI CUYXUTEC

2. NUAVTIKA OUOKOAIO OTO VO KATAYPOAQE] UE
EYKUPOTNTA N KABnueEpPIv KatavaAwaon
Wapiwyv (ouoTNUATIKO o@aAua avakAnong)




MeAETN TTapakoAouBnonc

ATTOTEAECHATIKOTEPN ECOUDETEPWON TWV
YVWOTWYV OUYXUTWY OE OXEON ME TN MEAETN
QoBeEVWV-PNaPTUPWYV

KaAuTepn TTOI0TNTA TNC TTANPOPOPIaC O€
oXEonN ME TN MEAETN AOBEVWV-HAPTUPWV

AdUVATN N ECOUDETEPWON TWV AYVWOTWYV
OUYXUTWV




TuyxalotroinuEvn eAeyxopevn OoKIUN
TTPOANTITIKNC TTApEPPAONC

|0aVIKN MEAETN VIO TO CUYKEKPIMEVO
EPEUVNTIKO EpWTNUA

E¢oudeTéEpwon TOOO TWV YVWOTWY 00O Kal
TWV AYVWOTWY CUYXUTWV

AKPIPEIC KOl EYKUPEC TTANPOPOPIEC




ETIAEYyOVTOC TNV KATAAANAN MEAETN

KaTtavonon Twv NAEOVEKTNHATWYV KAl TWV
MEIOVEKTNHATWV TWV dIa@opwV €I0WV HEAETWV

EniAoyn Tou kaTaAAnAou €idoug HEAETNG

>xedIAONOC TNG MEAETNG JE 000 To duvaTov
MIKPOTEPO TUXAIO KAl CUCTNHATIKO OPAANA

AleEaywyn TNG MEAETNG

ZUAoyn Twv dedoPEVWV

AvaAuon Twv dedOPEVWV

EEaywyr anoTeAEOUATWYV KAl CUUMEPACHATWV



[epapxia TNC 10XUOC TNC VOEIENC
TWV HEAETWV

SUCTNMATIKEG AVACOKOMNOEIG Kal JETA-avaAUCTeIG
TUXQIONONMUEVWY EAEYXOUEVWV JOKILWOV

TuxXalonoINUEVEG EAEYXOMEVEG OOKIUEG
SUCTNMATIKEG AVACKOMNOEIG KAl JETA-avaAUCTEIG
MEAETWV KOOPTNG

MEeAETEG KOOPTNG
SUCTNNATIKEG AVACOKOMNOEIG Kal JETA-avaAUCOEIG
HEAETWV "aoBevmVv-papTUpwVv"
MeAETeC "aoBevwV-papTUpwy"
SUCTNNATIKEG AVACoKOMNOEIG Kal JETA-avaAUgEeIg
OUYXPOVIK®OV HEAETWV
SUYXPOVIKEG HEAETEG
OIKOAOYIKEG UEAETEC

MEAETEG NEPINTWOEWYV
F'Voun ToV EI0IKOV XwPIic Eekadapn KPITIKN
anoTipynon




