Akut ischaemias stroke
thrombolysis kezelése

Dr. Szapary Laszlé
PTE KK Neurolodgia Klinika
Stroke osztaly




Global and regional burden of stroke during 1990-2010:
findings from the Global Burden of Disease Study 2010 A stroke hazankban gyakoribb, mint

Valery L Feigin, Mohammad H Ferouzanfar, RitaKrishnamurthi, George A Mensah, Myles Connor, Derrick A Bennett, Andrew E Moran,

r r
Ralph L Sacco, Laurie Anderson, Thomas Truelsen, Martin O'Donnell, Narayanaswamy Venketasubramanian, Suzanne Barker-Collo, N yu g a t_ E u ro p a b a n

Carlene MM Lawes, WenzhiWang, Yukito Shinohara, Fmma Witt, Majid Fzzati Mohsen Naghavi, Christopher Murray, on behalf of the Global
Burden of Diseases, Injuries, and Risk Factors Study 2010 (GBD 2010) andthe GBD Stroke Experts Group*

Incidence

Bl <1349
[1134-9-1797
[ 179-8-216-1
[]216-2-251.8
B 251.9-336:3

Figure 1: Age-standardised stroke incidence per 100 000 person-years for 2010




SDR, cerebrovascular diseases, all ages per 100000
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Magyarorszag 10 M lakos
Oranként egy stroke halal

Ausztria 8.5 M lakos
3,5 oranként 1 stroke halal

mp= Austria
_ | ™= Czech Republic
== Hungary
0
w@= Switzerland

Source: WHO/Europe, European HFA Database, July 2013




Ischaemia

Haemorrhagia

80-87% !!!



A Stroke surgossegi ellatas
és csapatmunka




Hogyan javithatjuk az akut ischaemias
stroke kimenetelét?

» Felvilagosité kampany: stroke tunetek felismerése,
azonnali segelyhivas

» Stroke ellatasban gyakorlott surg6sségi csapat

= Stroke network

= Kiemelt, surg0sseqi szallitas a stroke centrumba
» Gyors ellatas — thrombolysis minél hamarabb

= Hatekonyan egyutt dolgozo stroke team

Minél hamarabb kezdjiik a thrombolysist, annal
hatékonyabb!!!

Kothari et al. Stroke 1995;26:937-941. Kothari et al. Stroke 1995;26:2238-2241.
Kaste et al. Cerebrovasc Dis 2000;10(Suppl 3):S1-S11.



A stroke hatékony ellatasa

Mentok Szallitas Kezelés

A stroke tinetek A stroke beteg Gyors szallitas — Stabil beteg — Gyors korhazi
gyors felismerése ellatas prioritas stroke centrum kdzvetlen a CT-be  diagndzis és ellatas
értesitése
Adapted from:

AHA. Circulation 2005;112:111-120.
Wojner-Alexandrov. Stroke 2005;36:1512-1518.

. Deng et al. Neurology 2006;66:306-312.
Boehringer Ingelheim Thrombolysis Tanfolyam Budapest, 201%\%@&3@ - Emergency Physician Slide Kit



MentOk értesitése

* Hangsulyozni az akut stroke diagnozisat

e Kozuli a tinetek fellépésének idejét

* Hangsulyozni, hogy a beteg pontencialis thrombolysis jelolt
* Azonnali szallitast kérni

* Telefonos kapcsolatnal a helyszini kiszallas okozta id6veszteséget
kiemelni

» Beteget/csaladot biztositani az azonnali intézkedésrél, annak f6
szempontjait ismertetve

* A legkdzelebbi stroke centrumba szallitashoz ragaszkodni
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Atherosclerosis, Thrombosis and Embolism

Az agy vérellatasi zavara, ami 60 percen bellil megsz(inik
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ISCHAEMIAS STROKE
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Adapted from:

Donnan et al. Lancet Neurol 2009;8:261-269;
Moustafa & Baron. Br J Pharmacol 2008;153:S44-S54;
Saver. Stroke 2006;37:263-266.



Kezelés nélkil 1.9 millié neuron
hal el minden percben miatt elhalt teruletet

Reperfuzio csokkenti az ischemia

Adapted from:

Saver. Stroke 2006;37:263-266.

Gonzalez. Am J Neuroradiol 2006;27:728-735.
Donnan. Lancet Neurol 2002;1:417-425.



48-0ran belil alkalmazott thrombocytaaggregacio gatlas aspirinnal
stroke-osztalyon torténd ellatas
intravénas thrombolysis

mechanikus thrombectomia stent-retrieverrel



Placebo

t-PA

Placebo

t-PA

Placebo

t-PA

2 évtized klinikai gyakorlata egyértelmdien igazolta az intravénasan adott rekombinans szoveti
plasminogen aktivator hatékonysagat és biztonsagossagat akut ischaemias stroke-ban
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* 6483 beteg a modositott NINDS protokoll szerint
« 2002 12.-2006 04., 285 centrum, 14 orszag

* NIHSS: 12 pont

*ICH: 1,7 %

* 90 napos mortalitas: 11,3 %

* Fliggetlen életvitel (mRS 0-2): 54,8 %

Wahlgren N et al. Lancet 2007; 369: 826.



SICH per

Cochrane/
NINDS
definitionT

Mortality
within

3 months

Independence

(modified
Rankin

score 0-2) at
3 months

NIUINE
MOST

7.3%
(468/6438
6.7-7.9)

11.3%
(701/6218
10.5-12.1)

54.8%
(3362/6136;
53.5-56.0)

Randomised

SITS-MOST

controlled trials . .
® Randomised controlled trials

8.6%
(40/465;
6.3-11.6)

17.3%
(83/479;
14.1-21.1) ¢

50.1%
(233/465;
44.5-54.7)

6 8 10 12 14 16 18 20 44 46 48 50 52 54 56

Proportion (%)

Wahlgren N et al. Lancet 2007; 369: 826.

Proportions of patients with symptomatic intracerebral haemorrhage, including
fatalities, and mortality and independence at 3 months in SITS-MOST and pooled
randomised controlled trials

SICH=symptomatic intracerebral haemorrhage.

*Active arms. TNIHSS>1 and any haemorrhage.



0-90 perc: 2,81 OR s. 0-90 perc NNT: 2

91-180 perc: 1,55 OR s. 0-180 perc NNT:7

181-270 perc: 1,40 OR s. 180-270 perc NNT:14

271-360 perc: 1,15 OR ns.

Brott TG, 2002, International Stroke Conference



elény / 100 beteg

hatrany / 100 beteg

1-3 ora
(NINDS t-PA
vizsgalat)
32,3

10x

3,3

3-4,5 ora
(ECASS 3
vizsgalat)
16,4
6X

2,7




vérrogoldas
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,Minden perc szamit”

Ischaemias stroke pathofiziologiaja

1 Excitotoxicitas
Elhalas koruli
A depolarizaciok QVIELER
©
- Apoptosis
percek orak napok

|d6

Nagyér eredetii ischaemias stroke bekovetkeztekor elvesztett
neuronalis alkotorészek

Elvesztett Elvesztett

. . Elvesztett myelinizalt rostok Oregedés soran ennyi idé
neuronok szinapszisok

hossza alatt pusztulna el

szama szama

Oranként 120 millié 830 milliard 714 km 3.6 év

Masodpercenként 32 000 230 millié 200 m 8.7 ora

Saver. Stroke 2006;37:263-266.



Wahlgren et al. Lancet 2008;372:1303-1309.
Lees et al. Lancet 2010;375:1695-1703.

Az rt-PA hatasa id6fuggd
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Az alkalmas betegek csak 11%-a
részesiil 90 percen beliil
trombolizisben
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Needle vs Iddablak
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SITS-Database https://sitsinternational.org



E‘-

a mentdszolgalatnak elore értesitenie kell a fogado

korhazat potencialis lizis-jelolt érkezésérdbl, hogy az ellatasi
lanc kérhazi résztvevéi fel tudjanak készulni a beteg

fogadasara és ellatasara

Jauch et al.: Early Management of Acute Ischemic Stroke, Stroke, 2013; 44: 870-947



a laborvizsgalatok (hematoldgiai, alvadasi, biokémiai vizsgalatok) kozil, bar
elvégzenddbek, a lizis elkezdéséhez kizarélag a vércukorszint ismerete szukséges

Ismert antikoaquldns/NOAC haszndlokndl, ismert majbetegeknél a relevans labor-adatok ismerete sziikséges a
lizis el6tt (INR, TI, APTI.....)

EKG, troponin-szint, mellkas rtg. elvégzése, ha nincs rautalo sziikség, nem késleltetheti a kezelés inditasat.



E‘-

Korai CT elvaltozasok kiterjedésének mertekétdl fliggetlenil elindithato a lizis; a media-
tertlet 1/3-danal nagyobb és kifejezett hypodenzitas esetén nem.

Az iv. thrombolysis elinditando akkor is, ha kés6bbi mechanikus thrombectomia szobajon.
A CT eredményeét 45 percen belll ismerni kell.

CT-perfuzios, illetve MRI perfuzids és diffuzids vizsgalatok eredménye az id6ablakon tuli
lizis alkalmazasat megfontolhatova teszi.



E‘-

0> szatutacio 94% folott tartando.

Lizis nélkil 220/120 Hgmm vérnyomas alatt nem kell vérnyomascsokkentés. Ha magasabb a
vérnyomas, 24 ora alatt 15%-nal nagyobb mértékben nem csokkentendad.

Lizis 180/110 Hgmm alatti stabil érték alatt kezdhetd.

Hypoglycaemia esetén (3,3 mmol/l alatt) normoglycaemia elérése javasolt; hyperglycaemia
esetén 7,7-10 mmol/l kozotti érték elérése indokolt.



Az ajtotol tlig-idének 60 percnél rovidebbnek kell lennie.-

A 3 - 4,5 6ra kozott végzendod liziseknél tovabbi kizarasi kritérium a

e 80 évnél idisebb életkor,

e anticoagulans ismert szedése INR értektdl figgetlenul,

o sulyos stroke - ha a NIHSS > 25,

e a media ellatasi terlilete 1/3-andl nagyobb korai ischaemias jel,
o diabetes és korabbi stroke egyuttes fennallasa.-




AHA/ASA Guideline 2013, 1) javaslatok m

Kérhaz - thrombolysis

e Enyhe vagy gyorsan javulo stroke-tlnetek,
e 3 honapon belili nagy sebészeti beavatkozas,
e 3 hodnapon belili szivinfarctus esetén,
a kockdzat/haszon mérlegelése utdn
a lizis elkezdheté.-




E‘-

Intraarterialis thrombolysis - az rt-PA hasznalatat az FDA nem tamogatja. A kivant dozis
nem ismert. A. cerebri media occlusional prébalhato 6 6ran beliil, ha szisztémas lizis nem
végezhetd. Eszkdz- és szakember-fuggo.

Mechanikus thrombectomianal a stent-retriver Solitaire FR vagy Trevo részesitendd
elényben a coil-retriverekkel szemben. Hasznalhato rt-PA-val vagy anélkul.

Nagyartéria-occlusional, iv rt-PA hatastalansagnal, vagy iv. rt-PA kontraindikacional (NOAC)
hasznalhato.



E‘-

Akut antikoagulacid akut stroke-nal nem javasolt, hatékonysaga ismert nagyfoku
intracranialis érszdkuletnél nem igazolt.

Lizis nélkul akut stroke-ban az Aspirin kezd6 doézisa 325 (300) mg, majd napi 100 mg,
lizis utdn elsé dozis 24 6éra mulva 100 mg/nap.

Clopidogrel hasznalata és dozisa akut stroke-ban még vizsgalandg,

egyéb GP IIb/llla blokkolé nem javasolt.



International Stroke Trial (IST-3) E

A stroke-ok 90%-a 65 éves kor felett lép fel, fele 70 éves kor felett,
csaknem negyede 85 éves kor felett.?

EU: 80 évesnél fiatalabb betegek, USA-ban nincs felsé korhatar.

1) Feigin VL, Lawes CM, Bennet DA, et al.Stroke epidemiology: a review of population-based studies of incidence, prevalence, and case
fatality in the late 20th century. Lancet Neurol 2003; 2:43-53.



Randomizalt kontrollalt 12 éves thrombolysis vizsgalat rt-PA-val.

akut ischaemias stroke-betegek 6 6ran belili kezelése - fels6 életkor-hatar nélkul, és
tekintet nélkil a stroke sulyossagara (NIH-SS 25 pont felett is lehetett).

Azok a betegek kerultek a vizsgalatba (randomizalva), akiknél a lizis nem kontraindikalt,
vagy nem egyértelmdien sziikséges (vagyis a lizis esetleg hasznalhat [,,promising but
unproven“]).

Sandercock P, Wardlaw J, Lindley Rl, et al.The benefits and harms of intravenous thrombolysis with recombinant tissue plasminogen activator within
6 h of acute ischaemic stroke (The Third International Stroke Trial [IST-3]): a randomized controlled trial. Lancet 2012; 379:2352—-2363.



3035 beteg;

2186-nal 3 6ran tul, 1007-nél 4,5-6 6ra kozott tortént a lizis

a betegek tobb, mint a fele 80 évesnél id6sebb;

a betegek 95%-a valamilyen el6iras miatt nem kerulhetett volna lizisre.

72%-uknal 3 oran tul tortént a lizis.

A 6 6ran belll alkalmazott thrombolysis

e nem rontotta a jo allapotu betegek hosszutavu tulélési esélyét,
e javitotta a funkcionalis allapotukat,

* a legnagyobb javulas a 3 dran belil alkalmazott rt-PA mellett volt észlelhetd; ezt a hatast nem befolyasolta a
80 év feletti életkor és a stroke sulyossaga.

IST-3 Collaborative Group. Effect of thrombolysis with alteplase within 6 h of acute ischaemic stroke on long-term outcomes (the third International Stroke Trial [IST-3]): 18-month
follow-up of a randomised controlled trial. Lancet Neurol 2013; 12:768-776.



Az akut ischaemias stroke kezelése soran a sSICH kockazatat nem a lizis idoablaka hatarozza
meg, mig az eredményességet igen

Magasabb életkor és NIHSS mellett gyakoribb a sSICH, de nem kevésbé hatékony a kezelés
A thrombolizis eredményessége 18 honap elteltével is kimutathato
Szerény funkcionalis javulas is jelentos hosszatavu hatassal van a talélésre

Stroke Thrombolysis Trialists’ Collaboration megalkotasa réven elérhetd nagyobb esetszam
statisztikailag szignifikans eredményeket hozhat, s tovabbi adatokat szolgaltat a hatékonysagot
befolyasolo tényezokrol.

A szisztémas thrombolysis nem noveli a halalozast

A potencialis idoablak novekedése ellenére minden erofeszités indokolt a kezelés idejének
maximalis leroviditésére

The IST-3 collaborative group Lancet 2012; 379:2352-2363.



*1995 NINDS 624
2008 ECASS III 321
2012 IST 3 3035



The Virtual International Stroke Trials Archive

(VISTA)



A VISTA 29 akut stroke klinikai vizsgalat és egy akut stroke regiszter adatait 0sszegzi
>27,500 ischaemias vagy haemorrhagias stroke beteg jellemzéi

A betegek kora 18-103 év

Az anamnesis, ,onset-to-treatment time” teljes korben ismert, a CT-n |athato lézidk a
vizsgalatok egy részében

Kimeneteli jellemz6k: Barthel Index, Scandinavian Stroke Scale, National Institutes of
Health Stroke Scale, Orgogozo Scale, valamint modified Rankin Scale

Ali et al. Stroke 2007;38:1905-1910.
Weimar et al. Int J Stroke 2010;5:103-109.



VISTA ANALIZISEK

2014
Associations of chronic heart failure with outcome in acute ischaemic stroke patients who received systemic
thrombolysis: analysis from VISTA

2013
Thrombolysis in stroke despite contraindications or warnings?

2012
Impact of atrial fibrillation on outcome in thrombolyzed patients with stroke: evidence from the Virtual
International Stroke Trials Archive (VISTA).

2010
Thrombolysis in very elderly people: controlled comparison of SITS International Stroke Thrombolysis Registry and
Virtual International Stroke Trials Archive

2011
Thrombolysis outcomes in acute ischemic stroke patients with prior stroke and diabetes mellitus.



http://www.ncbi.nlm.nih.gov/pubmed/25370204
http://www.ncbi.nlm.nih.gov/pubmed/23391774
http://www.ncbi.nlm.nih.gov/pubmed/22627981
http://www.ncbi.nlm.nih.gov/pubmed/21098614
http://www.ncbi.nlm.nih.gov/pubmed/22094479

A VISTA adatbazis 5,817 betege elemzése alapjan a thrombolizis minden korcsoportban hatékony

Age Group Forest Plat Ddds Ratio CMH P N
(t-PAS Control)

21 to 30 0.14 (0.02, 0.87) 0.24 10M10
31 to 40 - 1.60 {0.80, 3.20) 0.63 38188
41 to 50 1.48 (1.03, 2.16) - 1431256
51 to 60 1.46 (1.11, 1.82) [ 2331543
1.53(1.23, 1.91)
1.39 (1.17, 1.67)
81 to 90 1.33 (1.03, 1.70)

91 to 100 1.50 (0.61, 3.69)

007

-

Favours Control Favours Alteplase

Mishra NK, et al. Stroke 2010;41:2840-2848,



Age group <80

Alteplase

Control

Age group >80

Alteplase

Mishra NK, et al. Stroke 2010;41:2840-2848.



MNIHSS at baseline

02 0.5

Favors comtrol

Forest Plot

Favors HIBIHIEI

OR (95%ClI)

1.14 (0.30, 4.35)

1.25(0.98, 1.59)
1.32 (1.07, 1.62)
1.63 (1.30, 2.05)
1.67 (1.32,2.12)
1.56 (1.14, 2.14)

1.12 (0.66, 1.90)

CMH p Sample Size

Alieplase/Contral
8/161
278/934
404/942

34.2/814

311736
178/466

64/179

Mishra NK, et al. Stroke 2010;41:2640-2844



VISTA: Diabetes és korabban lezajlott stroke hatasa
a lizis eredményességére

SITS recorded only Rankin

SITS recorded only Rankin

Diabetes

Previous Stroke

mRS

Diabetes & prior StrOke No diabetes/stroke interaction: p=0.9 No diabetes/stroke interaction: p=
0.5

NIHSS SITS recorded only Rankin

0.5 1 2 5 05 1 =
Favours Control  Favours Thrombaolysis Favours Control  Favours Thrombalysis

Mishra et al, for VISTA & SITS Collaborators. Cerebrovascular Diseases 2010 [abstract from ESC];
Mishra et al, for VISTA Collaborators. Diabetes Care 2010 PMID 20843977.



rt-PA indikalt és bizonyitott hatékonysagu akut ischaemias stroke kezelésére
Eletkori korlat

o >80 éves kor nem befolyasolja az rt-PA adasaval elérheto eredményt

o >9( éves kor mellett sem vész el a terapias elony, nem észlelheto az ICH gyakoribba
valasa

A stroke sulyossaga jelentette korlat

o A kezelés hatékony a teljes NIHSS intervallumban, egészen 24 pontig szignifikans
kiilonbseggel

Diabetes és korabbi stroke jelentette kontraindikacio

o Nincs érdemi hatasa a diabetes és korabbi stroke egyiittesének

Mishra NK, et al. Stroke 2010;41:2640-2844



Specifikus terapia- thrombolysis

* ..the role of stroke and emergency physicians is now not to identify the patients who will
be given rt-PA, but to identify the few who will not.

Didier Leys Vol.379 June23, 2012

...a stroke és slirg6sségi szakemberek feladata nem az, hogy

kivalasszak a thrombolysisre alkalmas betegeket, hanem, hogy
azonositsak azt a néhanyat aki nem alkalmas a kezelésre.



http://www.thelancet.com/

A thrombolysis aranya régionként

EU, USA atlag: ~¥10 %

EU, USA egyetemi kozpontok: 15-20 %
Alberta: 22 %

Magyarorszag: >3 %

cél: atlag 20 %, kiemelt kézpontokban 30 %

Ringleb PA et al., Stroke, 2012



A tapasztalatok azt mutatjak, hogy a haszon/kockazat gondos mérlegelését
kovetben a betegek részesulhetnek thrombolytikus kezelésben egy vagy tobb
relativ kizarasi kritérium esetén:

Mérlegeljuk gondosan az IV rtPA adasanak kockazatat a fenti relativ
ellenjavallatok esetén:

 Minor vagy spontan, gyorsan javulo stroke tinetek

* Terhesség

* Epilepszias roham a tlinetek kezdetén

 JelentOs sebészeti beavatkozas, vagy trauma 14 napon beldl
 Jelent6s Gl vagy hugyuti vérzés 21 napon beldl

 AMI ( 3 honapon belil)



* Az ,,enyhe” stroke-ok 46% -ban perfuzios deficit, vagy érelzarddas lathato

* Az ,enyhe” vagy javulo stroke-kal nem kezelt betegek 30% meghal vagy
rokkant lesz

* Nincs also NIHSS limit
* lgen alacsony az ICH esélye (1% alatt)

Rajajee 2006, Urra 2013



Intravenous rtPA is reasonable in patients with a seizure at the
time of onset of stroke if evidence suggests that residual
impairments are secondary to stroke and not a postictal

phenomenon (Class lla; Level of Evidence C). (Unchanged from the
previous guideline)



~The sad trials”
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Endovascular Therapy after Intravenous t-PA versus t-PA Alone

for Stroke
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ABSTRACT

BACESAOUND

Endovascullar therapy i wsed afier the i o af
sue plasmimogen activator (5 [4) for patients with mederatebo-severs acuee isch
stroke, but whether 3 combined approach is mare effective than intravenous =P
aloae & uacercin.
uETHODS
We randomly assipned bie partens who had received inrarenows ePA witkin
3 hours after sympeam anser t Teceive additional edovaseular therapy o7 intrave-
nous P4 alone, in A 21 ratio, The primary outcome measure was a modificd
Rankin seale score of 2 or less (ndicating finctional indepmdmee) 3t 90 days
[scores ran ge from O to 6, with Wigher scores indicating greater disabality),
RESULTS
‘The sudy was stopped exty because of furltit afier 556 participar undergone
e jon (434 patients to therapy and 223 & intravenous #BA
Aoa). The propartion of partizipants with 2 modified Rankin score of T or less at
90 daya did not differ significantly according ro weatment @#0.8% with endovascular
{rerapy and 35.7% with inEvenous #PL: absolute adissed differsnce, 15 percentaye
points; 95% confidence bnterval [CIL 6. to .1, wich adustment for the Nationa!
Instinares af Flea'ts Sroke Seale [ 1H5] score (519, indicating moderarehy severe
stroke, ar 220, indicating severe strokel), morwere there s'gnificant differences for
the predefined suhgroups of patmts with an NIHSS score of 20 or higher (6.8
percentage paints; 9%k CL, ~4.4 to 16.1) and those with a scare of 19 or lower (10
Percentage: point; 9% CI, ~10.8 to &8). Findings in the endmvasaslar-therapy and
inaravenus b gmupmm similar for mortalicy at 90 days (19 % and 11, rspecs
ey P, d the proportion of patients with symptomatic ntrarersbra! hemoe-
rhage with N‘u.uks after initiation of PA 6.2% asd 5.5, respectively: P=0.53).
cONCLUSIDNS
The trial showed similar safiy aurromes and o significant differ ce bn fanctonal
indepen den th cherapy after 5 P4, 95 campared with
intravenaus =P alone. (Funded by the Nariona! Institutes of Health and athers;
Cl'micalTrialsgov mimber, NCTIE59424.)
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ORIGINAL ARTICLE

Endovascular Treatment for Acute Ischemic

ABSTRAGT

BACKGADUND

In parients with kschemic stroke, endovascular oreatment results in ahigher rate of

recanalization of the affected eerebral artery than systemic intravenous thrombo-
iptic therapy. However, camparison of the clinieal efficicy of the two appenaches is
necded,

MLTHODS
we random!y assigned 362 parkents with acute fschemic smake, within 4.5 hours
after anset, to endovascular therapy (ntzarcerial thrombolysis with recombinant
fissue plasminogen activatar [+4], mechanical clot disrupian ar retrieval, or
combinarion of these approaches) or nmavenans GPA., Trearments were 1o be given

15 5000 a3 possible after mpdomzation. The primary outcome was survival froe of

disabifity {defined as 2 mod
0 indicating na symptoms, 1 aa clin
nd 6 death at 3 months.

}or1 oo a scale of O o 6, with
significant disahiliy desire spmpmms,

RESULTS
A tatal of 181 patients were assigned to recive endovasaular therapy, and 181 in-
iravenous tPA. The median time fom stmke ORSe 10 the SET of GEatment was
375 hours for cndovascular therapy and 275 hoors for intravenous # P4 (Pa.00),
At 2 manths, 55 patients in the endovascul antherapy group (20.8%) and 63 in the
intravenous #B grovp (34.8%) were alvewithout disshilicy (0ods ratio adisted for
age, sex, stroke severity, and atrial Blillation stats at haseline, 071: 95% confl
. Fatal or nonfara! symptomatic intracranial
thin 7 dars o:curml i % of the patients in each group, and there
cant differences between groups i the rares of other serious adrerse

events or the case Fatality rate.

COMCLUSIONS

The resalts af this tial in patients with acute ischemic stroke indicate that enda-
vascular therapy is not superior Jard treatment with i B (Funds
e by the Tealian Medicines Agency, ClinicalTriaksgov numbes, NCTO0640367)
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A Trial of Imaging Selection and
Endovascular Trearment for Ischemic Stroke

Chelsea 5. Kidwell, M.D., RezaJatian, M., Jeffrey Gambein, Dr.P.H
jani, M.D., LeiFeng M.D., Ph.D
|

ABSTRACT

BACKGROUND
whether brain imaging cam identify parienes who are most like'y o benefie from
therapies for acute ischemic stroke and whether endovascular thrombecromy (e
proves clinical outcomes in xach patients remaias wnc e,

WETHOOS
In taks enudy, we randomly assigmed patients wichin B hours after the onser o large-
vessel, anterinrcirculation strokes to undergo mechanical embalectomy (Merci
Retriever or Penumba System) or receive standand care.

prewenment compued (OMOEIRhY OF NEgIelc resonance imag:

Randomization was strarified according m whether the patimt had a fivarable
pemimbeal pattrrn sbstantial savageable tissue and small infirct cor) or a nane
permimbra! pattern (large care ar small or abaent penumbra). We assessed outcomes
using the 90-day modified Ran kin scale, ranging from 0 e symproms) o 6 (dead).

RESULTS
Among 118 ligibic parionrs, the mean age was 65,5 years, the mean time to enml’=
mentwas 5.5 hours, and 58% had 2 Forable penumbral pattern. Revascularization
in the enboleciomy group was schieved in 67% of the pacois. Ninety-day moetality
was 21%, and the rare of sympeomaric nmracrantal hemarrhage was #ik; neither rate
differed acrass groups. Among al parints, mean scores on the medified Rankin
scale did not differ between embolectomy and standard care (39 vs. 3.9, P=0.99).
Embolecomy was not superior o standard care in patients with either a favorable
penumbral parem (mean score, 3.9 ve, =0.23) o a neepenumbral parteen
imean soore. 401 75, 4.4 P=l, In the primary analysls of sores on the H-day
modified Rankin scale, there was a0 interaction betwesn the pretreatment imaging
patiern and treatment assEnment (P=0014).

CORCLUSIONS
A fivansble pensmbral pattern an nesmimaging did not dentfy patients wha waald
differentially heacfit from endovascular taerapy For acute ischemic stroice, nor was
embetectomy shown o be sspetion to stndard care, (Rendad by tae o) lnsts
fute of Meurologiea! Disorders and Stk MR RESCUE Clinkeafrials gov mumber,
NETORERET]
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Attorés 2015-ben: ,,The Happy Trials”

O

THREE POSITIVE THROMBECTOMY TRIALS PRESENTED AT
INTERNATIONAL STROKE CONFERENCE 2015 (NASHVILLE, TN)

February 11, 2015 will be an important milestone in the history of Interventional
Neuroradiology. Three positive trials (ESCAPE, EXTEND-IA, and S\WIFT-PRIME) evaluating
mechanical thrombectomy in acute ischemic stroke were presented under the applause of a large
audience. Both ESCAPE and EXTEMND-IA trials were published online in NEJM the day of I15C
presentation (February 11, 2014).

The positive results of MR CLEAN presented at the VWorld Stroke Conference in Istanbul in
October 2014 was prompting the performance of interim analyses in several running RCTs
evaluating mechanical thrombectomy (ESCAPE, EXTEND-IA, S\WIFT-PRIME) that were all positive.




Treatment recommendations

Mechanical thrombectomy, in addition to intravenous thrombolysis within 4.5

hours when eligible, is recommended to treat acute stroke patients with large
artery occlusions in the anterior circulation up to 6 hours after symptom onset
(Grade A, Level 1a, KSU Grade A). - new

Mechanical thrombectomy should not prevent the initiation of intravenous
thrombolysis where this is indicated, and intravenous thrombolysis should not
delay mechanical thrombectomy (Grade A, Level 1a, KSU Grade A). - changed

Mechanical thrombectomy should be performed as soon as possible after its
iIndication (Grade A, Level 1a, KSU Grade A).

For mechanical thrombectomy, stent retrievers approved by local health
authorities should be considered (Grade A, Level 1a, KSU Grade A). - new
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