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Antiagreganty veikimas

clopidogrel bisulfate __ADP dipyridamole
ticlopidine HCI phosphodiesterase
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ADP = adenosine diphosphate, TXA, = thromboxane A,, COX = cyclooxygenase

Schafer Al AmJ Med. 1996,101:19%-209



MATCH: aspirinas vs. aspirinas +
klopidogrelis

ISeminis insultas, M1 kraujagysliné mirtis ir pakartotina hospitalizacija dél iSeminiy jvykiy
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MATCH: aspirinas vs. aspirinas +
klopidogrelis
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CHARISMA: aspirinas vs. klopidogrelis +
aspirinas

Insultas, Ml kraujagysliné mirtis
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Bhatt et al. N Engl J Med. 2006.354.



CHARISMA: aspirinas vs. klopidogrelis
+ aspirinas

opigrali Plaosas s S i
Sunkus kraujavimas 130 (1.7) 104 (1.3) 1.25 (0.97-1.61) 0.09
Mirtinas kraujavimas 26 (0.3) 17 (0.2) 1.53 (0.83-2.82) 0.17
Pirmin infrakranijiné 26 (0.3) 27(0.3)  0.96(0.56-1.65)  0.89

kraujosruva

Vidutinis kraujavimas 164 (2.1) 101 (1.3) 1.62 (1.27-2.10)

Bhatt et al. N Engl J Med. 2006.354.



Ka sako rekomendacijos?

« Aspirinas per 24 — 48 val. nuo insulto pradzios rekomenduojamas daugeliui pacienty su iminiu
insultu (Klasé I, jrodymy lygis A)!

» Klopidogerlio efektyvumas ligoniams su timiniu insultu néra jrodytas ir reikalingi tolimesni
tyrimai (Klasé Ilb, jrodymy lygis C)*

* Rekomenduojama, kad ligoniams kuriems nereikalingi antikoaguliantai buty skiriami
antiagregantal. Rekomenduojama, kas aspirinas (160 — 325 mg% bty skiriamas per 48 val. nuo
iSeminio insulto (Klasé I, jrodymy lygis A)?

. Li%oniams su timiniu insultu kity antiagregantai (vienas arba jy derinys) nerekomenduojami
(Klasé 111, jrodymy lygis C)?

 Ligoniams su iminiu iSeminiu insultu aspirino ir Klopidogrelio derinys rekomenduojamas esant
specifinéms indikacijoms - nestabiliai KA, ne Q bangos miokardo infarktui, po stentavimo;
tokiais atvejais rekomenduojama gydymo trukme iki 9 mén. (Klasé I, jrodymy lygis A)?

ITAHA/ASA guidelines for management of patients with acute ischemic stroke. Stroke. 2013
2ESO-Guidelines for Management of Ischaemic Stroke 2008



Insulto rizika - ar priklauso nuo laiko?
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Rothwell PM, et al. Lancet. 2007;370:1432-42.



Tyrimy ypatumai

* Ilgas periodas nuo jvykio iki gydymo pradzios:
— MATCH - 14 d. — 3 mén.
— CHARISMA — iki 5 mety nuo jskaitinio jvykio

* [lgalaikis ligoniy gydymas

 Jtraukiami ligoniai neatsizvelgiant j insulto sunkumag ir mechanizmus:
— Visi insultai, iSskyrus kardioembolinius

— Nuo lengvo neurologinio deficito iki sunkaus



Galimos prielaidos

* Atrinkti ,,neteising1* ligoniai

* Parinktas ,,neteisingas* laikas

,,Neteisingas ligonis + neteisingas tyrimo dizainas +
neteisingas tyrimo tikslas = neteisingas rezultatas*




Asimptomine mikroembolija

« Mikroembolinis signalas (MES) yra insulto nepriklausomas rizikos ligoniams

su simptomine miego arterijos stenoze

« MES yra surogatinis rodiklis antiagreganty efektyvumui jvertinti

 Aspirinas vs. aspirinas + klopidogrelis

1d.

300 mg

Simptominée VMA stenoze > 50%
Laikas nuo PSIP <3 mén.

Aspirinas 75 mg
Klopidogrelis

2 d.
Aspirinas 75 mg

Klopidogrelis 75 mg + aspirinas 75 mg

Molloy J, et al. Stroke. 1999;30:1440-3.

Siebler M, et al. Stroke. 1995;26:1231-3

Goertler M, et al. J Neurol Neurossurg Psichiatry. 2002;72:338-42
Markus HS. Circulation. 2005;111;2233-40



Rezultatal
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Markus HS. Circulation. 2005;111;2233-40



Simptominé stenozeé ir insultas

7 d. po PSIP/insulto

Simptominé ekstrakranijiné Ir/arba intrakranijiné stenozé

Neurologinis deficitas < 9 baly pagal NIHSS

Aspirinas vs. Aspirinas + Klopidogrelis

1d.

300 mg

Aspirinas
75-160 mg
Klopidogrelis

2 d.

Aspirinas 75 — 160 mg

Klopidogrelis 75 mg + aspirinas 75 — 160 mg

Wong KSL. Lancet Neurol. 2010;9:489-97



Rezultatal
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Wong KSL. Lancet Neurol. 2010;9:489-97



The EARLY Trial — Early treatment with ASA and extended-release dipyridamole vs.
low-dose ASA alone for TIA/ischaemic stroke within 24 hours of symptom onset: a
randomised, open-label blinded-endpoint trialt

Ankstyvas gydymas su aspirino ir modifikuoto atsipalaidavimo dipiridamolio deriniu
lyginant su mazos dozes aspirinu po PSIP/insulto pra¢jus 24 val. nuo simptomy
pradzios: atsitiktinés atrankos atviras su aklu galutiniu vertinimu tyrimas?.

Fast assessment of stroke and transient ischaemic attack to prevent early recurrence
(FASTER): a randomised controlled pilot trial?

Greitas insulto 1r PSIP jvertinimas pakartotiniam insultui i1Svengti (FASTER):
atsitiktinés atrankos kontroliuojamas pilotinis tyrimas?

1Dengler et al. Lancet Neurol 2010;9:159-166
2Kennedy J., et al. Lancet Neurol. 2007;6:961 — 9.



8 d. 90 d.

1d.

ER-DP 200 mg + Aspirinas 50 mg 2x

Aspirinas 100 mg ER-DP 200 mg + Aspirinas 50 mg 2x

EARLY tyrimas

Aspirinas 81 mg

Klopidogrelis 75 mg + Aspirinas 81 mg

FASTER tyrimas

Aspirinas 81 mg +
Klopidogrelis 300 mg

ER-DP — modifikuoto veikimo dipiridamolis 1Dengler et al. Lancet Neurol 2010;9:159-166
2Kennedy J., et al. Lancet Neurol. 2007;6:961 — 9.



~BARLY

Rezultatas
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FASTER tyrimas: rezultatal

Aspirinas + Aspirinas Absoliuti
Klopidogrelis P rizika relksme

Pakartotinoas 7,1% 10,8% 3,8% 0,19
Insultas

Intrasmegeniné 1,0% 0% 1,0 0,5
Krausjosruva

* Nutrauktas anks¢iau laiko dél vangaus jtraukimo Kermedv 1. et al. Larcet Not ol S
ennedy J., et al. Lancet Neurol. ;6:961 9.



Kombinuota analizé:

Al e ASp"mO.. Rizikos santykis (95% CI) P
gydymas monoterapija
EARLY (NIHSS balai <3) 16/162 20/138 : = 1 | 0,68 (0,37-1,26) | 0,220
EARLY (NIHSS balai >3) 12/121 18/122 = . i | 0,67 (0,34-1,33) | 0,252
FASTER 29/198 42/194 = i = 0,68 (0,44-1,04) | 0,072
Bendras 57/454 80/454 —— 0,68 (0,49-0,93) | 0,014
I | 1
0.25 0.50 1.00 2.00
- —
Kombinuotas Aspirino
gydymas monoterapija
geriau geriau

Dengler et al. Lancet Neurol 2010;9:159-166.



Clopidogrel in High-Risk Patients with Acute
Nondisabiling Cerebrovascular Events (CHANCE)

Klopidogrelis aukstos rizikos pacientams po
negalios nesukelianc¢io cerebrovaskulinio jvykio

e NEW ENGLAND
JOURNAL of MEDICINE

ORIGINAL ARTICLE

Clopidogrel with Aspirin in Acute Minor
Stroke or Transient Ischemic Attack

Yongjun Wang, M.D., Yilong Wang, M.D., Ph.D., Xingquan Zhao, M.D., Ph.D.,
Liping Liu, M.D., Ph.D., David Wang, D.O., FA.HA., FAAN.
Chunxue Wang, M.D., Ph.D., Chen Wang, M.D., Hao Li, Ph.D.,

Xia Meng, M.D., Ph.D., Liying Cui, M.D., Ph.D., Jianping Jia, M.D., Ph.D.,
Qiang Dong, M.D., Ph.D., Anding Xu, M.D., Ph.D., Jinsheng Zeng, M.D., Ph.D.,
Yansheng Li, M.D., Ph.D., Zhimin Wang, M.D., Haigin Xia, M.D.,
and S. Claiborne Johnston, M.D., Ph.D., for the CHANCE Investigators*

Wang Y, etal. N Engl J Med. 2013;369:11-19



Jtraukimo Kkriterijai ir protokolas

Amzius > 40 m.

PSIP arba ,,mazasis‘ insultas
(NIHSS <3 balai)

Laikas nuo jvykio < 24 val.

* Aspirinas
» Klopidogrelis

300 mg

* Aspirinas 75

mg

* Klopidogrelis

75 mg

* AuksSta insulto rizika: ABCD, >4

 Pirminis vertinimo Kriterijus:

< (Y . A A = =
insulto daznis po 90 d. spirinas

» Placebas

 Aspirinas
75 mg
* Placebas

* Placebas
» Klopidogrelis
75 mg

* Aspirinas
75 mg
» Placebas




Rezultatal
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Dvigubas gydymas ir ankstyvas

pablogejimas

* [Jtraukimo kriterijai:

— Stambiyjy arter1jy ateroskleroze
(TOAST klasifikacija)

— Neurologinis deficitas pagal NIHSS <9
baly

— 48 val. nuo 1nsulto pradzios

 \ertinimo Kriterijai:
— Ankstyvas neurologinis pablogéjimas
— Pakartotinas 1Seminis insultas

* Tyrimo trukmeé: 6 mén.

ASA - Aspirinas
CPD - klopidogrelis

1-30d. 2 — 6 mén. >
1-30d. 2 — 6 mén. >

ASA 200 mg
+ CPD 75 mg

Wang C, et al. Clin Appl Thromb Hemost. 2015;2:453-61



Klopidogrelio ir aspirino derinys yra pranasesnis uz
aspiring siekiant sumazinti ankstyvg neurologinj
pablogejlma Ir pakartotino insulto daznj
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Tyrimo pritaikymas kitoms
populiacijoms

Didesnis intrakranijiniy arterijy stenozes daznis

Citochromo P450 CYP2C19 polimorfizmas
Galimai skirtingi insulto rizikos veiksniali
Sklrtmga antrme insulto proﬁlaktlka
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POINT tyrimas

Europa, JAV, Meksika, Naujoji Zelandija
PSIP arba “mazasis* insultas
<12 val. nuo kraujagyslinio jvykio

Aspirinas 75 — 325 mg vs. aspirinas + klopidogrelis
— 1d.-300mg
— 2-90d. -75mg

Vertinimo Kriterijus - insultas, miokardo infarktas ir kardiovaskuliné mirtis

Tyrimas tesiamas



Klinikinis atvejis
* Ligone J. M., 78 m.
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Varfarinas Ir asprinas

The Warfarin-Aspirin Symptomatic
Intracranial Disease Study

M.I. Chimowitz, MB, ChB; J. Kokkinos, MB, BCh; J. Strong, MD; M.B. Brown, PhD;
S.R. Levine, MD; S. Silliman, MD; M.S. Pessin, MD; E. Weichel, BS; C.A. Sila, MD; A.J. Furlan, MD;
D.E. Kargman, MD; R.L. Sacco, MD; R.J. Wityk, MD; G. Ford, MD; and P.B. Fayad, MD,
for the Warfarin-Aspirin Symptomatic Intracranial Disease Study Group*

Article abstract—We conducted a retrospective, multicenter study to compare the efficacy of warfarin with aspirin
for the prevention of major vascular events (ischemic stroke, myocardial infarction, or sudden death) in patients with
symptomatic stenosis of a major intracranial artery. Patients with 50 to 99% stenosis of an intracranial artery (carotid;
anterior, middle, or posterior cerebral; vertebral; or basilar) were identified by reviewing the results of consecutive an-
giograms performed at participating centers between 1985 and 1991. Only patients with TIA or stroke in the territory
of the stenotic artery qualified for inclusion in the study. Patients were prescribed warfarin or aspirin according to
local physician preference and were followed by chart review and personal or telephone interview. Seven centers en-
rolled 151 patients; 88 were treated with warfarin and 63 were treated with aspirin. Median follow-up was 14.7
months (warfarin group) and 19.3 months (aspirin group). Vascular risk factors and mean percent stenosis of the
symptomatic artery were similar in the two groups, yet the rates of major vascular events were 18.1 per 100 patient-
years of follow-up in the aspirin group (stroke rate, 10.4/100 patient-years; myocardial infarction or sudden death rate,
7.7/100 patient-years) compared with 8.4 per 100 patient-years of follow-up in the warfarin group (stroke rate, 3.6/100
patient-years; myocardial infarction or sudden death rate, 4.8/100 patient-years). Kaplan-Meier analysis showed a sig-
nificantly higher percentage of patients free of major vascular events among patients treated with warfarin (p = 0.01).
The relative risk of a major vascular event in those treated with warfarin was 0.46 (95% CI, 0.23 to 0.86) compared
with patients treated with aspirin. Major hemorrhagic complications occurred in three patients on warfarin (including
two deaths) during 166 patient-years of follow-up and in none of the patients on aspirin during 143 patient-years of fol-
low-up. This study suggests a favorable risk/benefit ratio for warfarin compared with aspirin for the prevention of
major vascular events in patients with symptomatic intracranial large-artery stenosis. A prospective, randomized
study is needed to confirm these findings.

NEUROLOGY 1995;45:1488-1493

« Tyrimas rodo, kad varfarino
naudos/rizikos santykis yra
geresnis siekiant 1Svengti
kraujagysliniy jvykiy
ligoniams su intrakranijiniy
arter1jy stenoze

 Reikalingas prospektyvinis,
atsitiktinés atrankos tyrimas



Taclau:

« Tyrimo atlikimo laikas: 1985 — 1991 m.
— Nenaudojami statinali

— Néra duomeny apie kity rizikos veiksniy korekcijg
* Intrakranijiniy arterijy stenoze 50 — 99%

 Tyrimas retrospektyvinis



Intervenciné radiologija?

PSIP arba negalios nesukeliantis iSeminis insultas

<30 d. nuo jskaitinio jvykio

Simptominé sunki intrakranijinés arterijos stenoze

Agresyvus medikamentinis gydymas vs. agresyvus medikamentinis gydymas +
stentavimas (Wing sistemos stentai)

Agresyvus medikamentinis gydymas:

AKS korekcija: sistolinis AKS <140 (130) mmHg
Dislipidemijos korekcija: Rosuvastatinas (MTLP <1,81 mmol/l)
Diabeto korekcija: insulinas, esant reikalui - metforalis

Fizinis aktyvumas

Dieta: VidurZzemio jiros dieta

Chimowitz M, et al. N Engl J Med. 2011;365:993-1003



Rezultatal
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ISvada

Pacientams su intrakraninjiniy arterijy stenoz¢ agresyvus medikamentinis
gydymas yra pranasesnis lyginant su Wingspan stenty sistema, nes ankstyvo
Insulto rizika po stentavimo yra didesné ir insulto rizika taikant agresyvuy
medikamentin] gydyma yra mazesne numatomos

¥ % 3“ “

i}

Chimowitz M, et al. N Engl J Med. 2011;365:993-1003



Mes pasirinkome:

Koreguotos dozés heparino infuzijos
Aspirino Ir klopidogrelio kombinacija
Rozuvastatinas 30 mg paral

AKS intensyvus gydymas

Bukle stabilizavosi

Ambulatoriniam gydymui:
— aspirinas 100 mg ir klopidogrelis 75 mg; gydymo kursas 3 mén.

— Kitas agresyvus medikamentinis gydymas



AHA rekomendacijos

 Aspirino Ir klopidogrelio kombinacija gali biiti rekomenduojama pradiniam
gydymui (21 d.) po PSIP arba ,,mazojo* insulto (per 24 val.) (Klasé 11B,
irodymy lygis B)

* Ligoniams su iiminiu insultu (30 d.) d¢l sunkaus laipsnio intrakranijiniy
arterijy stenozés gali biiti reckomenduojamas gydymas aspirino ir Klopidogrelio
kombinacija, gydymo trukmé — 90 d. (Klasé IIB, jrodymy lygis B)

Guidelines for the Prevention of Stroke in Patients With Stroke and Transient Ischemic Attack. Stroke. 2014:45:2160-2236



|ISvados

Dvigubas gydymas antiagregantais ilgalaikiam gydymui nerekomenduojamas

Dvigubas gydymas antiagregantais gali biiti pateisinamas ankstyvame periode
(iki 24 val.):
— Esant ,,mazajam‘ insultui (NIHSS 1 — 3) arba po PSIP

— Stambiyjy arterijy aterosklerozes sukeltam insultui esant nesunkiam neurologiniam
deficitui

— Esant intrakranijinei stenozei gydymas gali bti pradétas 30 d. laikotarpyje
Dvigubas gydymas turi biit1 sglyginai trumpas

Reikalingi tolimesni tyrimai



Klausimail pamagstymui:

* Kareikia gydyti: ligonj ar ligg?
* Arrekomendacijos yra butinos ar tai yra tik gairés?

* Kiek insulto (ir ne tik) gydymas gali (tur1) buti individualus?

Kur riba tarp kirybos ir algoritmo?

Kaip apsiginti nuo:
— Ligoniy 1ir jy artimyjy skundy
— Nuo valdininky



Cil Uz déemesj!

— AHA/ASA Guideline
The National Collaborating Centre

for Chronic Conditions
kT ibn i B Guidelines for the Prevention of Stroke in Patients With
Stroke and Transient Ischemic Attack

A Guideline for Healthcare Professionals From the American Heart
Association/American Stroke Association

Dalius Jatuzis, Daiva Rastenyté, Aleksandras Vilionskis

STR O KE The American Amdﬂm_\'-of Nmmlu.g_v .aﬁ’inns the value- of this guideline as an educational tool fDIj neurologists. G AL\IOS SM EGENU IN SULTO
Endorsed by the American Association of Neurological Surgeons and Congress of Neurological Surgeons
Jalter N. Kq MD, Chair; B Ovbiagele, MD, MSc, MAS, Vice Chair; H R. Black, MD DIAGNOSTIKOS, GYDYMO’ PRDFILAKTIKOS
National clinical guideline for diagnosis alter N. Kernan, , Chair; Bruce Ovbiagele, . MSe, S, Vice Chair; Henry R. Black, .
and initial manageme?ﬂ of acute SUOEQ and Dawn M. Bravata, MD; Marc I. Chimowitz, MBChB, FAHA: Michael D. Ezekowitz, MBChB, PhD: IR REAB“_ITACIJOS METODIKA
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