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H emmimTwon kal cuvetreiec Tou AEE

1. 2€ atopa nAIKiag 55-75 €Twv o0 Kivouvog va uttootouv AEE katd n
diapkeia NG (wng Toug gival 20% yia TI¢ yuvaikes kal 14-17% yia Toug
AvOpPEG

Stroke 2006;37:345-50

2. To AEE €ival n 3" aitia Bavarou otnv Eupwtrn Kail euBuveTal yia 10
14% Twv BavAaTwy OTIC yuvaikeg Kal T0 9% Twv BavaTtwy oToug AvOpES

Eur. Heart J.2015;36:2696-705
3. To 10 % rwv aoBevwyv ue AEE 6a karaAnéer evro¢ 30 nuepwv
Circulation 2016;133;38-160
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MéEpocg 1°

E€eAiceic otnv avTiOpouwTIKA aywyrn oTad
QYVYEIOKA EYKEPOAAIKA ETTEICOOIN




Hellenie Journal
of Atherosclerosis

KAINIKOX OAHI'OX

Yootaoceig yia v aviibpopfotikn aywyr)

ot aofeveig pe 1Woyaipiko eyke@aliko enel0odo

I. Ntawog, I. AvbpixonooAog, E. Apvaoodtoyloo, E. Bafoopavaxng,
I. I'epotlragpac, E. Kopopnoxkn, M. Maroaykag, X. MnAwwvng,
B. IlanafaoiAeion, A. ITAopapitoyhoo, A. Piytep, Z. Zooppeing K. Zneyyog
K. Takng, K. TQuopalog, A. ToeAeénng A. I. XatlnroAog, K. Béppog



1. Aceavalg ME IOXGI|JIKO (8VKGTEOTF]|J£VO ] TTOPOBIKO) EYKEPAAIKO £1T£I005IO xwplg
KOATTIKN HOPPOPUYN 1 METAAAIKN BaABida N GAAN avéslén VIO QVTITINKTIKN aywyn
TTpéTrel va AapBdavouv avTiaipotreTaAiokn aywyn (1A).

2. Ta avTICIPOTIETAAIOKA TO OTTOIO TTPOTEIVOVTAI YIa HAKPOXPOVIA XOPrynon o€
auTOUC Toug aoBeveic gival n aotipivn (50-325mg atrag nuepnoiwg) (1LA), n
AoTTIpiVN O€ OUVOUAOHO PE SITTUPIBapoAn (25mg Kai 200mg avTioTolxa dIC
nuepnoiwg) (1LA), n kAomdoypéAn (75mg armrag nuepnoiwg) (1LA) kai n
TPIPAOUJAAN (600mg nuepnaiwg) (1A).

3. O ouvOuaouOC aoTTIPiVNG HE KAOTTIOOYPEAN astv6eiKVUTa| yia paKpoxpéwq
xopnynon o€ Q0 0BEeVEIC YE TTPONYOUPEVO I0XAIUIKO (EYKATECTNMEVO 1] TTAPODIKO)
EYKEPQAAIKO ETTEICO0IO (1L A).




General Supportive Care and Emergency Treatment

3.9 Antiplatelet Treatment

Recommendations COR LOE

1. Administration of aspirin is recommended in patients with AlS within 24 to 48 hours after onset.
For those treated with |V alteplase, aspirin administration is generally delayed until 24 hours later
but might be considered in the presence of concomitant conditions for which such treatment given
in the absence of IV alteplase is known to provide substantial benefit or withholding such
treatment is known to cause substantial risk.

2. In patients presenting with minor non-cardioembolic ischemic stroke (NIHSS <3) who did not receive
IV alteplase, treatment with dual antiplatelet therapy (aspirin and clopidogrel) started within 24 hours
after symptom onset and continued for 21 days is effective in reducing recurrent ischemic stroke for a
period of up to 90 days from symptom onset.
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3. The efficacy of the IV glycoprotein lib/llla inhibitors tirofiban and eptifibatide in the treatment of AIS is
not well established.

4, Ticagrelor is not recommended over aspirin for treatment of patients with minor acute stroke.

5. The administration of the |V glycoprotein llb/llla inhibitor abciximab as medical treatment for AIS is
potentially harmful and should not be performed.

|6. Aspirin is not recommended as a substitute for acute stroke treatment in patients who are otherwise
eligible for IV alteplase or mechanical thrombectomy.

American
Heart
Association




Oceia @aon : aoTripivn HOvo N UE KAOTTIOOYPEAN ;

Table 2. Efficacy and Safety Outcomes.

Clopidogrel
plus Aspirin Aspirin Hazard Ratio
Outcome (N=2432) (N =2449) (952 CI) P value

number (percent)

Primary efficacy outcome

Composite of ischemic stroke, myocardial infarction, or 121 [5.0) 160 (6.5) 0.75 (0.59-0.95) 0.02
death from ischemic vascular causes

Secondary efficacy outcomes

Ischemic stroke 112 (4.6) 155 (6.3) 0.72 (0.56-0.92) 0.01*
Myocardial infarction 10 (0.4) 7 (0.3) 1.44 (0.55-3.78) 0.46%
Death from ischemic vascular causes & (0.2) 4 (0.2) 1.51 (n43-5.35) 0.52%
Ischemic or hemorrhagic stroke 116 (4.8) 156 (6.4) 0.74 (0.55-0.94) 0.01%*
Compaosite of ischemic stroke, myocardial infarction, death 141 (5.8) 167 (6.8) 0.34 (0L67-1.05) 0.13*

from ischemic vascular causes, or major hemorrhage

Primary safety outcome

Major hemorrhage 23 (0.9) 10 (0.4) 2.32 (1L.10—4.87) 002

Cther safety outcomes

Hemorrhagic stroke 5 (0.2) 3 (0.1) 1.68 (0.40-7.03) 047

Symptomatic intracerebral hemorrhage 2 [0.1) 2 (0.1) 1.01 (0.14-7.14) 0.99

Cther symptomatic intracranial hemorrhage 2 [0.1) 0 0.16

Major hemorrhage other than intracranial hemorrhage 17 (0.7) 7 (0.3) 2.45 (1.01-5.90) 004

Minor hemorrhage 40 (1.6) 13 (0.5) 3.12 (1.67-5.83) =0.001
Death from any cause 18 (0.7} 12 (0.5) 1.51 [(.73-3.13) 0.27

N Engl J Med 2018;379:215-25




4. Y& ofu 10¥aIIKOo AEE aoTripivn (325mg) apéowc HOAIC OTTOKAEIOTEN N
aipoppayia eyke@dhou (1A). Metd IV BpouBAAuch, n avTIGIMOTTETOAIOKN aywyn
TTPETTEI va KOBUOTEPE! 24 WPEC Kal va EEKIVA apoU aTTOKAEIOTE! N aigoppayia
eyKEQaAou (11).

5. AGOEVEIC PE TTAPODIKO EYKEPAAIKO £'IT£IO'05IO uqu])\ou Kivouvou (ABCD2 24)
pn(pr]g BapuTtntag £VKGT£O‘TF]|J£VO |oxoupn<o ayKacpa)\lKo emreiocodlo (NIHSS score
KOTA TNV El0Aywyn <4) xwplg KOATTIKI HOPNOPUYN i} METAAAIKN Ba)\Bléo( N GAAn
EVOEICN YIa GVTI1Tr]KTIKr] aywyn Ba pTropoucav va AdpBouv dITTAn
QVTICILOTTIETAAIOKN Qywyn PE O TTIPIVN Kol KAOTTIOOYPEAN VIa 21 NUEPEC PETA TO
ETTEIOO0I0 (~ 7). 2TN OUVEXEIQ TTPETTEI VA ocuveXioouv va AauBavouy
QVTICILOTTIETAAIOKN aywyn OTTWC auTn TTEPIYPAPETAI OTO £BAPIO 2.

6. AobBeveic ue IO'XGIUIKO (syKaTaoTnpavo | TTapodiko) AEE kai KM TTPETTEI VA
)\apBavouv QVTITINKTIKN aywyn (1A). H GVTIGIUO'ITSTG)\IGKF] aywyn o€ aoBeveic e
IOXAIMIKO (EYKATEOTNHEVO H TTAPOBIKO) EYKEPAAIKO ETTEITOI0 Kal KM gival ca@puig
UTTOOEEDTEPN TNG avnTrr]KTlKr]g aywyr]g ( ). 2€ aoeevslg OTOUG OTToiouG gV
SUvartal va Xopnynoel avTITTNKTIKN aywyn, HTTOPEl va xopnynoel actipivn (1A)




AHA/ASA GUIDELINES

r -
I 8AI al GT V -_ SGuideline= for the Early Management of
H Fatlants with Acute Ischamic Stroka: 2019
E Update to the 2018 Guidelines for the Early

Managanant of Acutae Ischamilc Stroka

GVT I -IT r] KTI Kr’] vavrzl . e e ﬁ
ota AEE 2020

« Ta Guidelines Tou 2019 1n¢ American Heart Association/American Stroke
Association (AHA/ASA), Ttou eoTidlovTal TNV TTPWIKN AVTIMETWITION TOU
loxainikou AEE cuvigTouv Tn xopriynon acTripivng eviog 24 w¢ 48 wpeg
atrd TNV Evapen Tng €ikovag Tou AEE

o O1 peAéteg xpnoipotroinoav d6o¢€ic 160 mg we 300 mg. Av n atrd 10 oTéHA
xopriynon o¢gv €ivai duvarn, n opBIKNA 1} pIVOYaOoTPIKI Xoprynon &ival
QTTOOEKTN.

o [1a aoBeveic ye EAacowv AEE 3 ugnAou kivduvou TIA, ol odnyie¢ woTtdoo
ouvioTouv Tn xpnon 21 nuepwv DAPT ue aspirin and clopidogrel eviog 24
wWPWV.

» To ticagrelor dev avédelce eITTAEOV OQEAOG ATTO TNV ACTIIPIVA YIA TNV O&Eia
avTigeTwtion Tou AEE, TTapoAo TTou ytropei va XpnoihoTroinbei wg
EVOAANQKTIKA O€ AUTOUG TTOU OEV UTTOPOUV va AGBouv aoTripivn.




7. H avrittnkTik ekAoyn¢ o€ aoBeveic ue KM un BaABIdIKAG aiTiohoyiag givai ol
AVTaYWVIOTEC TNG BiTapivng K (acevokoupapoAn r Bap@apivn) (1A), o1 auecol
AVTAYWVIOTEC TNG Bpoufivng (vTapTTiykavtpdavn) (1A) Kal Ol avaoTOAEIG Tou
TTapayovrta Xa (pIBapogautravn, atmecauTTavn r EVIOauTTavn) Utro 10 YEVIKO
TiTAo NOACs (1 A).

8. INR (TouAdxioTov émq& MNVIaiwG) Kal TITAoTToiNON TNG d00NG UE OTOXO £UPOG
INR 2.0-3.0 pe trpoooxn oTiC AAANAETTIOPACEIC PE TPOPIPA Kal @apuaka (1A).

9. AOZEIX NOACS

. Ntapmiykavrpdvn 150 mglx2 -(nAikia 280 £€1n 4 ue cuyxopriynon
BepatrapiAng) n ocuvioTwpevn doon cival 110mg 1x2 (1A).

. PiBapodautravn 20mg 1x1 - (eGFR: 15-50ml/min), n cuviotwpevn d6on
givar 15mg 1x1 (1A).

. Amifaptravn sivar 5mglx2. Av Touhdxiotov 2 amo (nAikia =80 éTn,
OwOTIKO Bapoc <60kg A KpeaTivivn opou =1.5mg/dl), n cuvioTwuevn 860N
gival 2.5mg 1x2 (1 A).




CHADS-VASCc score

C (Congestive heart failure — kapdiakr) avemmapkeia): 1
Babuoc.

H (Hypertension — utréptaon): 1 BaBuoc.

A (Age — nAikia >75): 2 BaBuoi.

D (Diabetes — d1a3A1NG): 1 BaBuaoc.

S (Stroke — AEE): 2 BaBuoi.

V (Vascular disease — ayyeiakn vooog): 1 faBuoc.

A (Age — nAikia 65 — 74): 1 aBuoc.

Sc (Sex category female — 6r\Au @UA0): 1 BaBuoc.




10. O kivduvog evdokpaviag alpopgayiag o€ aoBeveic pe 1oxaipiko AEE kai pn
BaABIdIKA KM utto NOACS €ival TTOAU PIKPOTEPOC (OXEDOV UTTODITTAACIOC) O€ OXéON
ME TOUC avTaywVvIoTEG TNG BiTapivng K (1LA).

11. ¥ aoBeveic pe ou AEE kai évoeign GVTI'ITI’]KTIKr]g aywyng, n avapf,n NG
QVTITINKTIKAG AYWYNG TTPETTEN VO KaBUOTEPEI VIO KATTOIO xpovn<o OIGA0TNUO WOTE VA
HEIWOEI O KIVOUVOC QIJOPPAYIKAC METOTPOTTAC TOU EYKEPAAIKOU EPpakTou. O
TTPOTEIVOUEVOG XPOVOC £VapENG TNG AVTITTNKTIKAG aywyng Eival

e TNV 1n nuépa o€ aoBeVEiC PE TTAPODIKO IOXAIMIKO syKa(pa)\lKo' £TTEI060I0,

e TNV 3n npapa (of3 aoesvslg UE HIKPAC BapUTNTOC I0XAIMIKO EYKEQAAIKO (NIHSS
score KaTa Tnv eioaywyn <8),

e TNV 6N npapa (of3 aoesvalg uE pETPIaC BapUTnTac IGXAINIKO ykEPaAiko (NIHSS
score KaTa Tnv eicaywyn 8-16)

e Tnv12n npspa (of3 aoesvslg ue uPnArC BapUTtnTac IoXaIMIKO eyke@aAiko (NIHSS
score Kata TnVv eioaywyn >16) ). 2TO JEoOBIAOTNMA O acBevnC Ba TTPETTEI va
AauBavel aoTripivn.




12. AoBeveic pe 1oxaipiko AEE kai KM o€ £da@o¢ BaABIBOTTABEIAC TNC MITPOEIBOUC
PEUMATIKAC aITioAoyiag 1 HETAAAIKA TTPOCBETIKA BaABida TrpétTel va Aaupavouv
avTaywvioTEC TNG Birapivng K (acevokoupapdAn ry Bapgpapivn) ye otdoxo Upog INR
2.0-3.0 (11).

13. & aoBeveic pe PIOTTPOOBETIKN Kapdiakn BaABida kai ioxaipiko AEE To otroio
ouvéRN TTpIV TNV TOTTOBETNON TNG BAABIdAC KAl OTOUC OTTOIOUG dEV UTTAPXEI EVOEICN
QVTITINKTIKAG aywyNS oUCTAVETAI N Xopriynon 100mg artraé nuepnoiwg aoTripivng
EVAVTI QVTaywVvIoTWV TNG BiITapivng K (15).

14. 2& aoBeveig pe BIOTTPOOBETIKN KAPSIOKN BaABida kai ioxaipiko AEE 1o OTT0i0
OUVERN PETA TNV TOTTOBETNON TNS BAABISAC KAl UTTO avTIGIUOTTETAAIOKN aywyn
TTPOTEIVETAI N XOPNYNoN aviaywvioTwy TnS BiITauivng K pe otoxo €upog INR 2-3 (Z1).

15. ZuoTAveTal n xoprynon XMBH o€ Trpo@uAakTikn 560N ot agBeveig pe ofu AEE ol
OTTOIOI OEV Eival TTEPITTATNTIKOI KAl OTOUG OTTOIOUG TO OPEAOG TNG MEIWONG TOU KIVOUVOU
PAEBIKAC BpOouPOEUPOANC EETTEPVA TNV AUCNOT TOU KIVOUVOU aipoppayiag (1A).




16. Z& aoBeveic pe 1oxaipiko AEE oo TTAaiolo OEM pe Trapouasia TolXwHaTIKoU
BpduBou otnv AK 1§ akivnoia/uTrokivnaoia Tou Toixwuartog TG AK TTpoTeiveTal N
xopnynon avraywviotwy TS Birauivns K yia 3 ufiveg kal otdéxo eupog INR 2.0-3.0
(1A). H atrépaon yia Tn ouyxopriynon avTiaiJoTTETAAIOKAG aywynS TTPETTEl VA
Aaupaver uttéywn dIAPOPOUC TTAPAYOVTEG, OTTWC O TUTTOC TOU EUPPAYHATOC TOU
Muokapdiou, N TOTToBETNON oTEPAVIAiag evOOTTPOBEDNC KAl 0 TUTTOG QUTNAG, N
NAIKia Tou acBevouc Kal ol auvvoonpoTnTeS (Z1).

17.%¢ aoBeveic pe 1oxaipiko AEE kai KA pe SR (ue KE<35%) kai atroucia
EVOEILNG GVTI'I:[f]KTIKI‘]Q AYyWYNG TTPOTEIVETAI N XOPNnyNnan AvTIAIMOTTIETAAIOKAG
AYWYNG TTapa avTITiNKTIKAG (©5).

18. 2¢ aceavalg ME nponvoupsvo AEE T0 0TT0i0 UTTOTPOTTIAEI UTTO
avTIOPOUBWTIKN aywyn TTIPETTEN va BIEPEUVATAI N aImioAoyia TS uTToTpoTTAS (11).

19. Ze& aoBeveic pe KPUTTITOYEVEC IoXaIMIKO AEE kal PFO kai atroudia €vOei€éng
QVTITTINKTIKAG QYyWYNG TTPOTEIVETAI N XOPNYNON AVTIAIMOTTETAAIOKNG AywyNG EvavTi
TNG avTITTNKTIKAG aywync (15).




2Up@wva e TNV Auepikavikn KapdioAoyikn ETaipeia Kal TRV AJEPIKAVIKN
Etaipeia EykepaAikwy, o€ aoBeveiC Ye I0XAIMIKO AYYEIOKO EYKEPAAIKO
ETTEICODI0 Kal KN BAABIDIKI KOATTIKA HapuUapuyn, TTPWTN TTIAOYN €ival n
XOpPrNynon acEKOUPAPOANG, ATTICaUTIAUNG ) VIAUTTIYKATPAVNG Kal OEUTEPN
€TIAOYA N Xopnynon pifapogautavng
Stroke 2014,;45:2160-236

2UpQwva ue TNV Eupwtraikry KapdloAoyikn TalpEia, TTpwTn ETTIAOYN €ivai n
xopnynon NOACS vS KOUUQPIVIKWV

Eur. Heart.J 2016;37:2893-962




KateuBuvTthpiegc Odnyieg

2.€ a0B¢eveic pe 1IoxaIuiko AEE xwpic KOATTIK papuapuyr] aAAd Kai
XwWpPic aAAn caen aitiohoyia, gival AoyikO va EQAapUOCTEI KATAypPa@r] TOU
KapOIlakou puBpou yia 30 NUEPES WAOTE AVIXVEUOEI N KOATTIKA
Hapuapuyn

Stroke 2014:;45:2160-236




MéEpocg 2

PFO Kal QVTITTNKTIKE Qywy!]




‘EANEINPOA HECOKOATTIKOU OIa@pPAYUATOC

Patent Foramen Ovale (PFO)

2.uxvn 2uyyevng Kapdiakr) AvwuaAia

2.UXVQa OEV OUVUTTAPYXOUV AAAEC KOPDIOKEC AVWMOAAIEC
MTtropei va diayvwaoBei o€ oTTol1adNTTOTE NAIKIO

O1 TTPpOo@aATEC £CEAICEIC OTNV DIAYVWON KAl AVTIMETWTTION
EXOUV OAAQCElI OPANATIKA TV TTPOYVWON
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BATO QOEIAE2 TPHMA




Diagnosis

* Transthoracic echo: Colour doppler / Saline contrast
injection. Appearance of at least one micro bubble of
contrast in the LA within four cardiac cycles / 3 seconds
of opacification of RA

* Transesophageal echo: Colour doppler / Saline contrast
injection is the method of choice

* Transcranial doppler: After saline contrast injection,
circulating cerebral micro emboli produce a
characteristic visible and audible high-intensity signal of
short duration within the transcranial doppler

frequency in the middle cerebral artery between 4 — 20
seconds.




HXOKAPAIOIPA®IKH AIAFNQ>H
BATOY QOEIAOYZ TPHMATOX2




KAINIKA 2YNAPOMATIOY
2 XETIZONTAI ME BATO QOEIAEX2
TPHMA

Kputttoyevec 1oxaipiko AEE/ MNapadogn euBoAn
Huikpavia ye aupa

Noooc¢ dutwv/ aptnplakn eJBoAn atrd agpa
2.UvOpouo TTAartuTtrvolag (duoTrvola o€ o0pOia
0£on, apTNPIOKOG ATTOKOPEONOG o€ ueyalo PFO)




KAINIKA EYPHMATA TIOY 2YNHIOPOYN T'A EMBOAIKO
AITEIAKO EMKE®ANIKO ETIEIZOAIO:

Aipvidla €vapen

[TponyoUuEVOo EUPPAKTO O€ AANEC EYKEPAAIKEC TTEPIOXES
2.UVODOG TTEPIPEPIKNA EUPOAN

PAolwoelg, aya)\a%unocp)\oméalg (>1.5 cm) 1] TTOANQTTAEG
BAGBeG o€

EYPHMATA IOY 2YNHIOPOYN A KPYTITOIENEZ2
EMBOAIKO AITEIAKO EIKE®AAIKO ETIEIZOAIO:

ATTougia ONUAVTIKAG VOOOU KaPpWTidwV
ATtToucia diartapaxwy TTNKTIKOTNTAG TOU AiaTOg

ATtroudia yvwaoTnAg KapdIakng vooou, TTou va TTPodIaBETE! yia
EMPBOAN (KOATTIKA Mapuapuyn, TTPOOOETIKEC PAAPIdEC,
evOOKaPDITIC, AVEUPUC A APIOTEPNG KOIAIAG KTA)




‘EAAEIMUA HECOKOATTIKOU
OlaPPAYHATOC

4

N
.67

— 2TAdIAKI UTTEPPOPTWON OYKOU OeEIAC KapdIag (> 1 cm)

— 20ykAelon eav Qp:Qs > 1.5 f empBapuvaon de¢lac Kapdidag /
avTtevoeikvuTal €av Pulmonary Vascular Resistance > 7-8 wood
units

— AppubBpieg, TTapadoln €UPOAR, TTVEUUOVIKI uTTéEPTAcn, OeCIA
KapOIlak aveTtdpkela, Eisenmerger







EAANEIMMA AEYTEPOIENOY2Z ME2OKOAMNIKOY
AIAOPAIMATOX2

270 TTEPICOOTEPA KEVTPA OTOV "AVATITUYMEVO KOGHO ‘N I0dEPMIKT) OUYKAEION €XEI YiIVEI N
BepaTreia eKAOYNG yIa Ta EAAEIMUATA TOU QEUTEPOYEVOUG UECOKOATTIKOU BIaQPAYHATOG

H diadikaaia yivetal uttd kaBodriynan e dioico@ayelo 1} evookapdiakr NXoKapdloypagia

H d1adeppuikr) oUYKAEIoN EAAXIOTOTTOIET TO XPOVO voonAgiag (1 nuépa) Kal avavnyng, arro@euyETal
TO XEIPOUPYIKO TPAUMA KOl Ol CUVOKOAOUBEC ETTITTAOKEG EVW) ETTITUYXAVEI TA id1A QIJOBUVANIKA OPEAN
ME TNV XEIPOUPYIKA OUYKAEION

To TT0000TO €TMITTAOKWY Eival HIKPOTEPO TOU 1% (EUPOAN, TPWON AOPTAG, ETTITTWHATIONOGS, KOATTIKNA
Mappapuyn, evookapdiTic, 6poupwaon)

Webb G and Gatzoulis M.
Circulation 2006 Meier B. Heart
2005




EAANAEIMMA AEYTEPOIENOY 2 ME2ZOKOATIKOY
AIADOPAIMATOZ (Secundum ASD)

25 /08/2003 13:26:286




2Y2KEYE2Z AIAAEPMIKHZ 2YTKAEIZHZ
MEZ2 OKOATIKH2 ETIKOINQNIAX

- CardioSEAL™
-’ (NMT Medical; Massachusetts, USA)

STARFlex™
(NMT Medical; Massachusetts, USA)

Amplatzer PFO Occluder™
(AGA Medical, Minnesota, USA)

Helex™ Septal Occluder
(W.L. Gore and Associates; Delaware, USA)

Cardia PFO Occluder (Intracept)™
(Cardia; Minnesota, USA)

Premere PFO Closure™
St. Jude Medical, Minnesota, USA)




AIAAEPMIKH 2YTKAEIZH MEZOKOATIKOY EAAEIMATOX

18/11/2005 09:34:01




AIAAEPMIKH 2YTKAEIZH MEZOKOATMNIKOY EAAEIMATOX




AIAAEPMIKH 2YTKAEIZH MEZOKOATTIKOY EANEIMATOZ




EMNATMNEINOYMENH MAZIKH NMAPAAO=H
EMBOAH ME2Q BATOY QOEIAOY2
TPHMATO2

Circulation 2004




e [lapa 11 diayvwaoTIKES TTpoodou¢ 1/3 AEE Bewpouvral
KPUTTTOYEVN

o YTIAPXEI IOXUPI) CUOXETION METACU TTAPAdOENS EUPOANC
uEow PFO kal kputrtoyevn AEE

o Ymapyxel debate oxeTIKA JE TRV AvAYKN OUYKAEIONG (MEAETEC
Closure I, PC trial, RESPECT, Core REDUCE, CLOSE kai
DEFENSE-PFO) ommwc kai TV KATaAANAN avTITINKTIKI
aywyn (ueAETec PICSS, CLOSE, Shatiat et.al)




[TOAYKENTPIKEZ TYXAIONOIHMENEZXZ
KAINIKEZ MEAETEZ AIAAEPMIKHX
2YTKAEIZHZ BATOY QOEIAOY2 TPHMATOX
YO E=EAI=H

RESPECT
CLOSURE
REDUCE

PC TRIAL

CLOSE
ESCAPE
DEFENSE-PFO
PC TRIAL




RESPECT  FDA approval Amplatzer pe aon tn peiwon Twv ETTOPEVWV
eYKEQAAIKwV TToU oxeTidovTal ue 10 PFO xwpic kayia eTTidpaocn oTo OUVOAIKO KivOuvo
EYKEPAAIKOU €1TEI00DI0OU, OTTWG oUVERN OTn JEAETN PC Trial pe tn idia OUOKEUN.

CLOSE Tuxalotroinoe 663/900 pts yia cuykAglon PFO pe d1IGQopES EPEUVNTIKES
OUOKEUEG ) o€ avTiaIJOTTETAAIOKN Bepartreia 1} avTiIOpouBwTIKA Bepatreia, o Adyog
ETTIKIVOUVOTNTAGC YIa Bavartngopo f un Bavarneopo AEE ntav 0,03 yia Tn oUykAEIon
EvavTl JOVO aVTIAIMOTTETAAIOKAG BepaTreiad.

REDUCE n Tuxaiotroinon 664 acBevwy 2:1 otn ocuykAion Tou PFO ue 1N
ouokeur) Helex rj Cardioform +avTtiaigoTtreTaAlokn Bepartreia EvavT Jovo NG
QVTIAIMOTTETAAIOKNAG OepaTreiag, heiwae Ta eTTavalaupavoueva KAIVIKG epgavry AEE
KAl Ta VEQ EYKEQAAIKA EMPPAKTA OTNV aTTEIKOVION e MRI.

Kal o1 U0 peAETEC £D€IEaV aucnon o€ NEYAAO BaBUO oTNV TTEPIETTELLATIKY) KOATTIKN
gapuapuyn, 0TS PAVNKE KAl O€ TTPONYOUNEVEC MEAETEC




SO BLLTL KK

£ UERENERY SR LTRBY B 0 Ly

Table. PFO Closure Versus Antithrombotic Therapy: Descriptive Summary of the Design of Randomized Trials Characteristics Included in the Meta-Analyais

1:1

HATOme meenits
1:1

LH

1

Clasurs | 2oz} o T 2o ® RESPECT (2013 207 "% Gore REDUGE (zonz}'" cLosE zon'? DEFEMSE-FFOD (2ovs} '
Trial design Prospectve, randomized, Frospective, FProspectve, randomized, Frospective, randomized, Frospectve, randomized, Prospective,
blindad adjudication of randomized. blindad blinded adjudication of Hindad adjudication of blindad adjudication of mmndomized
oulsome eyenis adjudication of oulsome ayenis oulcome evants oubGome avenis 1:1

Tra

Main inclusion
criteria

= Age 18 o 80 y

= Cryplogenic Bchamic
stroke or TLA =8 months

= TEE=wnrifind PFO (with a
bubble study shiwing
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SYSTEMATIC REVIEW AND META-ANALYSIS é
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Closure, Anticoagulation, or Antiplatelet Therapy for Cryptogenic Stroke
With Patent Foramen Ovale: Systematic Review of Randomized Trials,
Sequential Meta-Analysis, and New Insights From the CLOSE Study

Guillaume Turc, MD, PhD; David Calvet, MD, PhD; Patrice Guérin, MD, PhD; Marjorie Sroussi, MD; Gilles Chatellier, MD, PhD;
Jean-Louis Mas, MD; on behalf of the CLOSE Investigators®

Background—We conducted a systematic review and meta-analysis of randomized controlled trials (RCTs) comparing patent
foramen avale (PFO) closure, anticoagulation, and antiplatelet therapy to prevent stroke recurrence in patients with PFO-associated
cryptogenic stroke.

Methods and Results—We searched Medline, Cochrane Library, and EMBASE through March 2018, The primary outcome was stroke
recurrence. Pooled incidences, hazard ratios, and risk ratios (RRs) were calculated in random-effects meta-analyses. PFO closure was
associated with a lower risk of recurrent stroke compared with antithrombotic therapy (antiplatelet therapy or anticoagulation: 3560
patients from 6 RCTs; RR=0.36, 95% Cl: 0.17-0.79; 1°=59%). The effect of PFO closure on stroke recurrence was larger in patients with
atrial septal aneurysm or large shunt (RR=0.27, 95% Cl, 0.11-0.70; 1°=42%) compared with patients without these anatomical
features (RR=0.80, 95% CI, 0.43-1.47; l2=12%]. Major complications occurred in 2.40% (95% CI, 1.03-4.25; IE=??%} of procedures.
New-onset atrial fibrillation was more frequent in patients randomized to PFO closure versus antithrombotic therapy (RR=4.33, 95%
Cl, 2.37-7.89; 17=14%). One RCT compared PFO closure versus anticoagulation (353 patients; hazard ratio=0.14, 95% Cl, 0.00—1.45)
and 2 RCTs compared PFO closure versus antiplatelet therapy (1137 patients; hazard ratio=0.18, 95% Cl, 0.05-0.63; |>=12%). Three
RCTs compared anticoagulation versus antiplatelet therapy, with none showing a significant difference.

Conclusions—PFO closure is superior to antithrombotic therapy to prevent stroke recurrence after cryptogenic stroke. The annual
absolute risk reduction of stroke was low, but it has to be tempered by a substantial time at risk (at least 5 years) in young and
middle-aged patients. PFO closure was associated with an increased risk of atrial fibrillation. (f Am Heart Assoc. 2018:7:
e008356. DOI: 10.1161/)AHA.117.00B3546.)




KAIVIKO CUMTTEQPAOUATA TWV UETA-OVOAUCEWV

 H ouotnuartikh yeta-avaAuon o€ 3560 pts aoBeveic kaTw Twv 60
eTwv he KpuTrToyevéC AEE kail PFO, avédelge oTl ue Tn oUyYKAEIoN
eM@aviCouv AIlYOTEPEG UTTOTPOTIEG O€ OXEON ME TNV AVTITINKTIKN
aywyn

o [lapdAo mTou Traparnpeital 60% eAATTWON UTTOTPOTIAG N ATTOAUTN
eTNOIa EAATTWON KIVOUVOoU rfTav pikpn 1/100 person-years

e AUTOI yg QveEUPUOUA JHECOKOATTIKOU 1 MEYAAO EAAEINUO WPEAOUVTAI
TTEPICOOTEPO

 H ouykAeion PFO ouvodeuetal ye au¢nuévo Kivouvo AF

o  Karormiv Twv avwréEpw OUUTTELQIVOUUE OTI  ouykAgion Tou PFO
UTTEQTEPEI TNS AVTIBPOULWTIKNS aywynS yId THV UTTOTPOTTN) THE
emmaveupavions AEE, uera smBefaiwuévo kputrroyevéc AEE oe
ITOOOEKTIKA ETTIAEYUEVOUC aoBeveiC KaTw Twv 60 ETWV
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Consensus statements and
recommendations from the ESO-
Karolinska Stroke Update Conference,
Stockholm | 1=13 November 2018
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Robert Mikulik'’, Gary A Ford', Joan Marti-Fabregas''©,
Urs Fischer"”, I"‘Ia%nus Thoren', Erik Lundstrom",

Gabriel JE Rinkel™, H Bart van der Worp®,
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Session 5: Update on secondary
prevention issues 2

Chair: Danilo Toni (Rome) and Christian Pristipino
(Rome). Secretary: Maria Lantz (Stockholm).

Speakers: Christina Sjostrand  (Stockholm),
Christian  Pristipino (Rome), Grethe Andersen
(Aarhus) and Peter Schellinger (Minden).

Q1: Does percutaneous closure of PFO versus anti-
platelet therapy reduce the risk of stroke recurrence?

Recommendation: In patients aged 18-60 years old
with cryptogenic stroke/TIA and with high risk PFO
features (moderate or severe shunt, atrial septal aneu-
rysm (ASA), atrial septal hypermobility) we recom-
mend percutaneous closure plus medical therapy
instead of antiplatelet therapy alone (Grade A).

In patients between 60 and 65 years, percutaneous
closure plus medical therapy instead of antiplatelet
therapy alone can be offered (Grade B).

Percutaneous closure plus medical therapy can be
considered in place of antiplatelet therapy alone also
for patients aged <18 and >65 years old on an indi-
vidual basis (Grade C).

Q2: Does percutaneous closure of PFO versus oral
anticoagulants reduce the risk of stroke recurrence?

Recommendation: Based on the few available data,
percutaneous closure and Oral anticoagulation (OAC)
therapy seem to perform equally (Grade C). Therefore,




E-EAIZEIZ 2THN ANTITNTHKTIKH
AlrQIM'H 21O PFO




AVTITTNKTIKN VS
QVTIOIUOTTETOAIOKN BepaTreia

 PICCS study ouykpion warfarin-aspirin 98/630
Kputrtoyevec AEE+PFO. 4/42 warfarin eg@avioav veéo
AEE ) Bavarto evtog 2 etwv vs 10/56 pe aspirine ( HR
0.52, 95% ClI, 0,16-1,67, P=0.28)

e CLOSE trial TrpokaBopiouévn ouykpion
QVTIAIMOTTETAAIOKAG VS QVTITTNKTIKNG aywyng 3/187 pts
UE QVTITINKTIKA BepaTtreia epavioav véo AEE vs 7/147 pe

avTiaigotreTaAiakd (HR 0.44, 95 % CI 0.11-1.48)




PICSS trial - Homma(2002)

Aspirin vs Warfarin in cryptogenic stroke

Aspirin Warfarin p
(n=56) (n=42)
Recurrent stroke or death 17.9% 9.5% 0.28
All events 23.2% 16.7% 0.48
Major bleeding 1.78 1.98 1.0
Minor 8.7 22.9 <0.001

Study not powered to assess therapeutic equivalence




NAVIGATE ESUS

Trial design: Patients with recent embolic stroke of undetermined source (ESUS) were
randomized in a 1:1 fashion to either rivaroxaban 15 mg daily or aspirin 100 mg daily. Both
arms also received a placebo. Patients were followed for 11 months. Trial terminated early.

Resuits

(p = 0.52) » Primary efficacy outcome, recurrent stroke or
systemic embolism, for rivaroxaban vs. aspirin
10 - 5.1%/yr vs. 4.8%/yr, p = 0.52
« Primary safety outcome, ISTH major bleeding:
1.8%fyr vs. 0.7%/yr, p < 0.001

» Hemorrhagic stroke: 0.4%/yr vs. 0.1%l/yr; p < 0.05;
Intracranial hemorrhage: 0.6%/yr vs. 0.1%/yr; p =
48 0.003

%lyear
n

Conclusions

» Rivaroxaban 15 mg is not superior to low-dose
aspirin in reducing recurrent strokes among patients
with ESUS; it however increased major bleeding,

Primary efficacy outcome including hemorrhagic strokes and symptomatic ICH;

this strategy is thus inferior to aspirin

Aspirin 100 mg
(n =3,604)

* Unclear if reduced-intensity rivaroxaban (similar to
COMPASS trial) would have shown benefit




2UMTTEQAC AT

H avTiBpouBwTIKI aywyr] OTO IOXAIMIKO AYYEIOKO EYKEPAAIKO
ETTEICODIO0 Eival KEQAAQIO TTOU TTPETTEI VO XAPAKTNPIZETAI ATTO TNV
€CATOMIKEUON

To PFO cival dopn 1mou ouykAegietal oto 75% KaTtd Tn yévvnon Kai TTi
TTapApOVAG OXETICETAI JE TO 25-30 % TwV £TTEICODIWV KPUTITOYEVWV
AEE

3 TOUAQXIOTOV TUXQIOTTOINMEVEG UEAETEC ATTOTEAECHATWY CUCKEUWYV
ouykAgiong ( RESPECT-CLOSURE-PC TRIAL) avédeicav
AM@IAEYOUEVA OTTOTEAETUATA (EAATTWON VAl AAAG OXI ECAAEIYN)

2TIG TuXalotroinueveg MEAETEC PICSS kal CLOSE, n avTITINKTIKN
aywyn oto PFO, ouvdudoTnNKe JE ONMAVTIKA JEIWMEVO KivOUVO
EYKEPOAAIKOU £TTEIOOOIOU O€ OUYKPION YE TNV AVTIAIUMOTTETAAIOKN
Bepartreia




2.0C EUXAPIOTW TTOAU YIa TNV TTpOoC0oX oag !
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