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»Inicialmente implementado em 2001 (reactivada em 2006)

> Ao ser contactado 112 - CODU

l

Protocolo de actuagdo médica
(inclui aval geral e neuroldgica)

SINAIS DE ALERTA

Aparecimento sibito de:
« Boca ao lado
« Falta de for¢ca num brago
« Dificuldade em falar

URGENCIA HOSPITALAR
UNIDADES AVC

Tratamento é tanto mais eficaz
quando mais cedo for iniciado
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Tempo e cer'ebr'o "" stoke f*T

Existe uma rdpida perda de tecido neuronal quando se estabelece um AVC

Estes valores podem ser actualmente calculados, através de estudos com
RM difusdo/perfusdo e PET

Perda elementos cerebrais / min= [ (Vi/ Vc) x Tc]/ Tempo

Estimativa da perda dos circuitos neuronais hum AVC isquémico

" supra-tentorial de grandes vasos

Perda Perda Perda fibras | Envelhecimento
neuronal Sinapses mielinizadas cerebral
Por AVC 1.2 bilides 8.3 trilices 7140 Km 36 anos
Por hora 120 milhoes 830 bilides 714 Km 3.6 anos
Por minuto 1.9 milhdes 14 bilides 12 Km 3.1 semanas
Por segundo 32 000 230 milhoes 200 m 8.7 horas
Stroke 2006; 37:263-266




Sinais de alarme de um AVC
¢
Tempo é cérebro !
Aprenda a reconhecer um AVC

SEJA MAIS RAPIDO QUE UM AVC

 falta de forga num brago  boca ao lado
e dificuldade em falar

LIGUE DE IMEDIATO 112

9. . %

[ranr— ‘doSaide. INEM
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Tromboélise no AVC agudo

........... Varios anos apés a aprovagdo nos EUA (1996)

2002
Utilizagdo de rtPA nas primeiras 3 horas apés AVC isquémico agudo

............ Atraso deveu-se

» Segurancga de utilizagdo do farmaco (risco de hemorragia cerebral)
> ? se beneficio terapéutico demonstrado em 2 ensaios clinicos e por
duas meta-andlises se perderia com a vulgarizagdo da utilizagdo
........ doentes ndo indicados
........ médicos sem treino
........ instituicoes sem capacidade para lidar com complicagoes

 Z

Numero excessivo de hemorragias IC



Via Verde AVC - Novas Recomendagdes %

Stroke : Time lost is

Comparagdo de rtPA versus placebo em doentes tratados < 3 horas ™

No showing poor
outcome/No at follow up

Study Treatment Control Odds ratio Weight Odds ratio
(%) (95% CI)
Atlantis A 8/10 712 - e 2.3 2.59 (0.45 to 15.08)
Atlantis B 4/13 17/26 =—8——— 4.2 0.26 (0.07 to 0.96)
ECASS 1 30/49 26/36 e Lo 9.1 0.57 (0.24t0 1.4)
ECASS 2 47/81 48/77 — T 17.9 0.84 (0.44 to0 1.58)
NINDS Trial 1 76/144 107/147 —— 32.1 0.43 (0.26 to 0.68)
NINDS Trial 2 103/168 122/165 —— 344 0.56 (0.36 to 0.69)
Total (95% CI) 266/465 329/465 i 100.0 0.56 (0.42 t0 0.73)
Test for heterogeneity %?=7.07, df=5, P=0.22
Test for overall effect z=4.29; P=0.00002

0.1 0.2 1 5 10
Favours Favours BMJ 2002; 324:729-730
treatment control

Redugdo de morte e dependéncia - OR 0.79 (IC 0.68-0.92; p=0.001)
57 mortes/dependéncia por 1000 doentes tratados
Até 3 horas.....
* Redugdo de morte/dependéncia - OR 0.58 (IC 0.46-0.74; p=0.00001)
140 mortes/dependéncia por 1000 doentes tratados
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Trombdlise no AVC agudo

» Aprovagdo condicional da utilizagdo do rtPA pela EMEA / INFARMED
(Janeiro 2003)

» Foi requerido:

> Registo de doentes tratados (SITS-MOST); Terminou a 31 de
Abril 2006

+ de 5500 doentes (267 Centros; 14 Paises)

» Ensaio controlado ECASS III para avaliar a eficdacia do rtPA
entre as 3-4 horas;

Prolongada janela terapéutica até 4.5 horas (+800
doentes)

» IST 3 - avaliou eficdcia do rtPA até 6 horas, incluindo doentes
com > 80 anos, com multiplas comorbilidades incluindo AVC prévio

Seguro hos doentes > 80 anos



Stroke : Time lost is
brain lost

JTSG,“ 1993 98 0-6mg/kg (34 mg) Placebo  Avoid for24 h At clinic (not

.~ . . :’:Amo?é:,c:o:r infarction stated)
Revisdo sistematizada + phnsy
meta-analise
12 ensaios clinicos B g T e TN e Taa. s
subcutaneous heparin grea_terthan
N =7012 v e

antithrombotic

z gravidade & subtipo AVC Showes
z dose - 0.6 a 1.1 mg/kg

¢ Fo l l ow u p 1 a 6 mes es ECASSII? 800  SeqPack 0-9 mg/kg Placebo  Aspirin or intravenous 18-80years  Carotid Visible 6h 3months At clinic (not
1998 (maximum 90 mg) heparin not allowed; territory infarction stated)
subcutaneous heparin greater than
allowed for <24 h athird of
MCA territory
ATLANTIS 613 SeqPack 0.9 mg/kg Placebo  Avoidfor24h 18-80years AsforNINDS  Visible Most  3months Atdlinic
B,"*1999 (maximum 90 mg) infarction within (masked
greaterthan Sh i
athird of clinician)
MCA territory

Wangetal,” 100 Seq Pack 0-9 mg/kg Open Avoid for24 h 18-80years AsforNINDS  Anyvisible 6h 3 months At clinic (not
2003 (maximum 90 mg)  control infarction stated)

IST-3,72012 3035 Central 0-9 mg/kg Placebo  Avoid for 24 h; start 218 years All subtypes Visible 6h 6 months  Centralised
telephoneor  (maximum90mg) first276  aspirin at 24 hunless infarct only if telephone or
internet based patients,  contraindicated itappears postal

open >6 hafter questionnaire
control stroke—ie, (yes)
thereafter

Lancet 2012; 379: 2364-72




Efeitos de rtPA no outcome precoce (<7 d)

Stroke : Time lost is
brain lost

Trials Events/patients 0dds ratio (95% CI) Heterogeneity
n-PA Control
Death
Alltrials before 1ST-3 7 87/1292 67/1208 S 123(0-88-171) =144
IST-3 1 163/1515 107/1520 . 158 (1:23-2.03) (p=02)
All trials 8 250/2807 174/2728 <D 1-44 (1-18-1.76)
p=0-0003
Fatal intracranial haemorrhage
Alltrials before IST-3 7 65/1844 14/1804 —— 370(2:36-579)
IST-3 1 55/1515 7/1520 — 487 (2:95-8-06) =064
Alltrials 8 1203359 213324 <> PRETRTET VI
p<0-0001
Deaths luding fatal i
Alltrials before 1ST-3 4 33/1154 50/1114 —— 063(0-41-098) =423
1ST-3 1 108/1515 100/1520 o 1.09 (0-82-1-44) (p=0.04)
All trials 5 141/2669 150/2634 q 0.93(0:73-1-18)
p=054
Alltrials before IST-3 1 168/2033 4711944 - 3-28(2:48-433) 213
1ST-3 1 104/1515 16/1519 —— 4-61(3:20-6.65) i‘;ﬂo_“
Alltrials 12 723548 6313463 <o 372(2:98-4-64)
p<0-0001
Symptomatic oedema
Alltrials before IST-3 5 237/1475 268/1451 - 078 (0-62-1-00)
573 1 68/1515 42/1520 —_ 164(112-240) é:)%zosl) Ef . d P A f I I
All trials 6 05/2990 10/2971 0.97 (0-79-1-1
gm0 0ns7 eitos de rtPA no outcome fina
T T ™
01 05 1.0 50 100
isdecreases  Thrombolysis increases Trials Events/patients Odds ratio (95%Cl)  Heterogeneity
rt-PA Control
All deaths between 7 days and final follow-up
Alltrials before IST-3 7 78/1292 72/1208 —_— 1.04 (0-75-1-45) =211
1ST-3 1 245/1515 300/1520 —. 079 (0-65-0-95) (p=01)
Alltrials 8 323/2807  372/2728 < 0.84(0:71-0-99)
p=0-03
All deaths
All trials before IST-3 11 271/2033 233/1944 -+ 114 (0-95-1:38) )
IST-3 1 408/1515 407/1520 —a 1.01(0-86-1-18) ﬁ;ié’.%ﬁ’
Alltrials 12 679/3548  640/3464 > 106 (0-94-1-20)
p=0-33
Alive and independent (mRS 0-2)
Alltrials before IST-3 9 1057/1968 900/1884 - 1.27 (1-12-145)
IST-3 1 554/1515 534/1520 —— 1.06 (0-92-1-23) {é:%g%)
All trials 10 1611/3483 1434/3404 @ 117 (1-06-1-29)
p=0-001
Favourable outcome (mRS 0-1)
All trials before IST-3 9 848/1968 678/1884 —— 135(1-19-1-55) s
IST-3 1 363/1515 320/1520 - 1-18 (1.00-1-40) ?};:1)15
Alltrials 10 1211/3483 998/3404 q> 1.29 (116-1-43)
p<0-0001
OI'S 10 2!0
Thrombolysis decreases  Thrombolysis increases

Lancet 2012; 379: 2364-72



Efeitos de rtPA no outcome precoce (<7 d)

Stroke : Time lost is

brain lost
Trials Events/patients 0dds ratio (95% CI) Heterogeneity
n-PA Control
Death
All trials before IST-3 7 87/1292 67/1208 re— 1.23(0-88-1.71) =144
1ST-3 1 163/1515 107/1520 . 1.58 (123-2:03) (};=0_2)
All trials 8 250/2807 174/2728 <D 1-44 (118-1-76) ’,
00003 rtPA responsdvel por + 25 mortes e + 29 mortes por
Fatal intracranial haemorrhage . Y
Alltrials before IST-3 7 65/1844 1471804 — 370(236-579) . HIC sintomdtica / 1000 dtes tratados
IST-3 Y 55/1515 7/1520 — 487(2.95-8.06) i(,z“’)'_i‘)‘
Altrials 8 1203359 213324 <> 418(299584)
p<0-0001
Deaths luding fatal i ial
Alltrials before IST-3 4 33/1154 50/1114 e 0-63(0-41-0-98) =423
1ST-3 1 108/1515 100/1520 . 1.09 (0-82-1-44) (p=0.04)
All trials 5 141/2669 150/2634 q 093 (0-73-1-18)
p=0-54
Alltrials before IST-3 1 168/2033 47/1944 —-— 328(2:48-433) .
1573 1 104/1515 16/1519 —— 461(3:20-665) }‘;’_f,ﬁ
Alltrials 0 7213548 63/3463 293 372 (2:98-4-64)
P<0-0001
Symptomatic oedema
Alltrials before 1ST-3 5 237/1475 268/1451 - 078 (0-62-1.00)
1ST-3 1 68/1515 42/1520 —— 164 (1:12-2:40) {‘;’-::)(.:‘-)2091) . o
Alltrials 6 305/2990  310/2971 0.97 (079-119) E f 1' d 1' P A 1' f I
o elirtos aer no outcome Tina
T T ™
01 05 10 50 100
T isdecreases Thrombolysis increases Trials Events/patients 0dds ratio (95% Cl) Heterogeneity
rt-PA Control
All deaths between 7 days and final follow-up
Alltrials before IST-3 7 78/1292 72/1208 —_— 1.04 (0-75-1-45) =211
IST-3 1 245/1515 300/1520 — 079 (0-65-0-95) (p=01)
Alltrials 8 323/2807  372/2728 <> 084 (0-71-0-99)
p=0-03
All deaths
Alltrials before IST-3 1 271/2033 233/1944 e 114 (0-95-138) 100
1ST-3 1 408/1515 407/1520 —a 1.01(0-86-1-18) ?ﬁ;os)
Alltrials 12 679/3548  640/3464 > 1.06 (0-94-1.20)
rtPA reduz 22 mortes /1000 dtes tratados entre Pe033
. Alive and independent (mRS 0-2)
7 - FU fl nCl' Alltrials before IST-3 9 1057/1968 900/1884 - 127 (112-1-45) —_—
=3.0!
H IST-3 1 554/1515 534/1520 — i 1.06 (0-92-123) 1
+ - (p=008)
55 dtes com mRS 0-1 no FU final se tratados o L o > b e
p=0-001
Com PTPA Favourable outcome (mRS 0-1)
All trials before IST-3 9 848/1968 678/1884 —— 135(1-19-1-55) i
173 1 363/1515 320/1520 - 118 (1:00-1:40) ?ﬁ:g»la)
Alltrials 10 1211/3483 998/3404 q> 129 (1-16-1-43)
p<0-0001
r 1
05 10 2:0
Thrombolysis decreases  Thrombolysis increases

Lancet 2012; 379: 2364-72



Stroke : Time lost is
brain lost

Efeitos de rtPA no follow-up final (vivo & independente (mRS 0-2) vs morte)
e HIC sintomadtica nos primeiros 7d / tempo de tratamento rtPA-IV

Trials Events/patients Odds ratio (95% Cl) Heterogeneity
rt-PA Control
Alive and independent
Treated within3 h
All trials before IST-3 5 233/465 185/465 —- 156 (1-20-2:02) =004
IST-3 1 132/431 95/418 — 150 (1-10-2:03) (p=08)
All trials 6 365/896 280/883 <> 1.53(1-26-1-86)
p<0-0001
Treated between 3-6 h
All trials before IST-3 6 760/1407 694/1380 - 117 (1-00-1-36) =276
IST-3 1 422/1084  439/1100 - 0-96 (0-81-1-14) (p=0-10)
All trials 7 1182/2491 1133/2480 D 1-07 (0-96-1-20)
p=0-24
Death by the end of follow-up
Treated within3 h
All trials before IST-3 6 83/479 83/478 — 0-97 (0-69-1-36) y
IST-3 1 141/431 150/418 — 087 (0-65-115) f};:g"g
All trials 7 224/910 233/896 <p 0-91(0-73-1-13)
p=039
Treated between 3-6 h
All trials before IST-3 6 177/1404 140/1378 -— 129 (1-02-1-63) s
IST-3 1 267/1084 256/1100 - 1.08 (0-89-131) {';:;237)
All trials 7 444/2488 396/2478 K> 116 (1-00-1-35)
p=0-06
Symptomatic intracranial haemorrhage
Treated within3 h
All trials before IST-3 5 40/465 71465 _ 428 (2:36-777) =009
IST-3 1 32/431 4/418 _ 491(2:52-957) (p=08)
All trials 6 72/896 11/883 <> 455 (2:92-7-09)
p<0-0001
Treated between 3-6 h
All trials before IST-3 6 119/1404 33/1347 —_— 335 (2:40-4-67)
IST-3 1 72/1084 12/1100 e 4-48(2:90-6:93) f;;ﬁ,g?
All trials 7 191/2488 45/2447 <> 373 (2-86-4-86)
p<0-0001
L F—
05 10 50 10-0
Thrombolysis decreases  Thrombolysis increases Lance

+2012; 379: 2364-72



Stroke : Time lost is
brain lost

Efeitos de rtPA no outcome vivo & independente (MRS 0-2) no final do
follow-up ; subgrupos idade & tempo de tratamento rtPA-IV

Trials Events/patients Odds ratio (95% Cl) Heterogeneity
rt-PA Control

Treatedupto 6 h
<80 years 10 1372/2612 1237/2562 E B 1.16 (1-04-1-29) s
~80years 3 2370870 197/841 . 120098153 B
All trials 10 1609/3482  1434/3403 <[> 1-18 (1-07-1-30)

p=0-001
Treatedupto3 h
<80years 6 254/512 211/526 —a— 1.51(1-18-1-93)
>80 years 2 111/384 69/357 — 168 (1:20-2:34) X%;=0-67

: (p=0-4)

Alltrials 6 365/896 280/883 Sl 156 (1-28-1-90)

p<0-0001
Treated between 3-6 h
<80 years 7 1054/2004 1005/1997 Hi— 1.09 (0-96-1-24)
>80 years 2 126/486 128/484 — 0-97 (0-73-1-30) X;=053
Alltrials 7 1180/2490  1133/2481 <l> 1.07 (0-96-1-21) (p=05)

p=0-23

T 1
0-5 1.0 2.5
Thrombolysis decreases  Thrombolysis increases

Lancet 2012; 379: 2364-72



Effect per Heterogeneity
1000 patients
treated (95% Cl)
X Df p value
Events within 7 days, treatment up to 6 h after stroke
Death (total) 25 (11to39) 7-34 0-39
Fatal intracranial haemorrhage 29 (23t036) 6-29 0-51
Death (not due to intracranial haemorrhage) -4 (-16 to 8)* 5.73 4 0-22
Symptomatic intracranial haemorrhage 58 (49 to 68) 1524 11 0-17
Symptomatic oedema -2 (-18to 13)* 17-47 5 0-004
Events by end of follow-up, treatment up to 6 h after stroke
Deaths between 7 days and end of follow-up -22(-39to-4) 4-88 5 0-43
Deaths by end of follow-up 7 (-11to 25)* 17-70 11 0-09
Alive and independent (mRS 0-2) 42 (19to 66) 17-06 9 0-05
Alive and favourable outcome (mRS 0-1) 55(33to77) 2112 9 0-01
Dependent (mRS 3-5) -50 (-73to-27)* 19.08 9 0.02
Outcome by time to treatment
Alive, favourable outcome (mRS 0-1), <3 h 87 (46 t0 128) 7-90 5 0-16
Alive and independent (mRS 0-2), <3 h 90 (46 to 135) 1.87 5 0-87
Alive and independent (mRS 0-2), 3-6 h 18 (-10to 45)* 9-86 6 013
Dead by end of follow-up, <3 h -15 (-55to 25)* 8-26 6 0-22
Dead by end of follow-up, 3-6 h 18 (-3t039)* 10-68 6 0-10
Symptomatic intracranial haemorrhage, <3 h 68 (49to 87) 312 5 0-68
Symptomatic intracranial haemorrhage, 3-6 h 58 (46 to 70) 3:55 6 0-74
Outcome by age and time to treatment
Treatment up to 6 h after stroke
Alive and independent (mRS 0-2), <80 years 43 (16 to 70) 19-22 9 0-02
Alive and independent (mRS 0-2), >80 years 38 (-3to79) 2-14 034
Treatmentupto3 h
Alive and independent (mRS 0-2), <80 years 95 (35 to 155) 3-64 5 0-60
Alive and independent (mRS 0-2), >80 years 96 (35t0 157) 0-67 1 041
Treatment between 3-6 h
Alive and independent (mRS 0-2), <80 years 23 (-8to 54) 891 6 0-18
Alive and independent (mRS 0-2), >80 years -5 (-61to 50) 0 1 0-95

rt-PA=recombinant tissue plasminogen activator. Df=degrees of freedom. mRS=modified Rankin Scale. *A minus
indicates fewer events per 1000 patients treated with rt-PA.

Table 2: Absolute effects of rt-PA per 1000 patients treated and between trial heterogeneity, all outcomes

Stroke : Time lost is
brain lost

Efeito rtPA-IV / 1000 doentes tratados

YV V

VVVY

+ 42 dtes (MRS 0-2) /+ 55 dtes (MRS 0-1)

Beneficio apesar de > n° HIC sintomdticas < 7 dias
Risco aumentado de hemorragia devida ao rtPA-IV
atribuido ao > n® HIC sintomdticas < 7 dias

Menor n°® mortes / Menor n° dependentes (mRS 3-5)
Maior beneficio no tratamento até 3h

Beneficio independente da idade

Apesar do beneficio diminuir com atraso de inicio de
rtPA-IV este mantem-se na janela até 4.5h; até 6h
em alguns doentes ndo sendo possivel identificar em
quais

Este ultimo ndo devido a > n® HIC sintomdticas, mas
provavelmente devido a haver menor tecido vidvel

Lancet 2012; 379: 2364-72



Via Verde AVC - Novas Recomendagdes %

Trombdélise no AVC agudo

» Candidatos:
> idade > 18 anos;
» < 4.5 horas do inicio dos sintomas; " as soon as possible”

> Diagnéstico clinico de AVC isquémico com défice
neuroldgico e TAC CE sem hemorragia

» Particularmente na janela 3-4.5h ter especial
atencdo:
» Idade > 80 anos
> AP de AVC prévio / DM
» Terapéutica com ACO (INR >1.7) ou NOACs
» NIHSS » 25

» TAC CE com sinais precoces de enfarte > 33% do
territorio da ACM

AHA/ASA 2016, Stroke. 2016,47:00-00



Trombdlise no AVC agudo s

> Contra-indicacoes absolutas:
» TAC CE com hemorragia subaracnoideia
» TCE grave ou AVC prévio < 3 meses
> Lesdo prévia SNC (neoplasia, aneurisma, cirurgia, MAV)
» TA incontroldvel (TAs >185 ou Tad >110 mm Hg)
» AP de Hemorragia infracerebral
» Hemorragia interna activa

» Didtese hemorrdgica conhecida incluindo:
> Contagem de plaquetas < 100 000/mm3
> Terapéutica com heparina < 48 h + APTT elevado
» Terapéutica com ACO e INR > 1.7
> Terapéutica com NOACs

» 50 < glicemia > 400 mg/d|
> TC CE com AVC multilobar (> 1/3 hemisfério cerebral)

AHA/ASA 2016, Stroke. 2016;47:00-00



Trombdlise no AVC agudo

» Contra-indicacoes relativas (considerar risco / beneficio)
» Rdpida melhoria dos sinais focais ou AVC minor (NIHSS<5)
» Crise convulsiva na instalagdo do quadro clinico
» Gravidez
> AP de cirurgia major ou trauma excluindo TCE nos 14 dias
prévios
» AP de hemorragia gastro-intestinal ou urindria < 21 dias
» Pungdo arterial recente em localizagdo ndo compressivel
» Puncdo lombar recente
» EAM recente (< 3 meses)

AHA/ASA 2016, Stroke. 2016;47:00-00
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Stlﬁ : Time lost is

Trombdlise no AVC agudo

» Que exames pedir antes de administrar rtPA ?

» TAC CE

» Contagem de plaquetas ( > 100 000/mm3)
» INR (< 1.7)

> APTT (normal)

» 50 < glicemia > 400 mg/d|



Trombodlise no AVC agudo

> Dose de rtPA

» 0.9 mg/kg (mdximo 90 mg); 10% bolds; restantes 90% perfusdo 1 h
» Administrado por médico especializado em cuidados neuroldgicos

> Proibido.....

» Antiagregantes ou heparina sc nas primeiras 24 h

» Cuidados pradticos.....
» medir TA no brago oposto a perfusdo
> evitar cateter central e pungdes arteriais nas primeiras 24 h

» evitar colocagdo de algalia até pelo menos 30’ apés ter terminado
perfusdo

> evitar colocar ENG nas primeiras 24 h



Trombdlise no AVC agudo

> Que fazer se ocorrer hemorragia sistémica e/ou cerebral ?

PARAR PERFUSAO !

> Se necessdrio....administrar concentrado de globulos vermelhos e
crioprecipitado (se fibrinogénio < 100 mg/dl)
» Se hemorragia local....compressdo pode ser suficiente e manter perfusdo

> NA SUSPEITA DE HEMORRAGIA CEREBRAL....
> Repetir TAC CE
» Reduzir pressdo IC
> Avaliagdo pela neurocirurgia



Trombolise no AVC agudo S

»Em cerca de 1/3 dos doentes o AVC é causado por oclusdo de grande
vaso (ACI e ACM M), com taxas de recanalizacdo muito baixas
quando tratados com rtPA-IV

» Os ensaios clinicos com terapéutica endovascular adjuvante ao rtPA-
IV ndo conseguiam demonstrar beneficio

> Até que em 2015......
“ll l',,
£ |
L |

ll.lll‘\\

A Multicenter Randomized CLinical trial of Endovascular
treatment for Acute ischemic stroke In the Netherlands




Trombdélise no AVC agudo

Stroke : Time lost is
brain lost

> A terapéutica endovascular com trombectomia mecdnica € um potencial
adjuvante a trombdlise.

Figure 2. Functional Outcomes of Endovascular Therapy vs Standard Therapy

E] Degree of disability at 90 d (modified Rankin Scale [mRS])

Endovascular therapy (n=1293) BlEFA

Standard therapy (n=1094) E&$A

mRS score 0

mRS score

16.6% 15.5% |

11.8% | 12.8% 16.

5%

|
17.4% | 162% [6.5%

[B] Reduced disability at 90 d

Source

Odds Ratio
(95% ClI)

SYNTHESIS,26 2013
MR RESCUE,27 2013
IMS 111,28 2013

MR CLEAN,29 2015
ESCAPE,302015
EXTEND-IA,31 2015
SWIFT-PRIME,32 2015
REVASCAT,33 2015
Overall

12=75.9%, P<.01

0.86 (0.60-1.23)
0.86 (0.45-1.63)
1.17 (0.88-1.57)
1.66 (1.22-2.28)
2.53(1.70-3.79)
3.22(1.36-7.61)
2.55(1.53-4.26)
1.57 (0.97-2.55)
1.56 (1.14-2.13)

Percentage
Favors  Favors
Standard | Endovascular
Therapy : Therapy P Value
—— .40
—— .65
-l .28
—i- .001
—— <.001
—a .008
—— <.001
—— .07
_ .005
[ T L I A B R | T L B AL |
0.1 1.0 10

Odds Ratio (95% Cl)

Weight, %

14.2
10.1
15:3
14.9
13.6
7.5
11.9
12.4
100.0

O'IIIIIIIIIIIIIIIIII

JAMA. 2015;314(17):1832-843

2 3
I‘Illl'llHlHll'

Stroke 2010; 41:2559-2567



Trombdélise no AVC agudo

Stroke : Time lost is
brain lost

A Intervention Control Odds ratio Odds ratio

Study or subgroup Events Total Events Total Weight M-H, random, 95% Cl Year M-H, random, 95% CI
Trials with LVO criteria

MR RESCUE 12 64 11 54 8.6% 0.90 [0.36, 2.25] 2013 —

REVASCAT 45 103 29 103  12.5% 1.98 [1.11, 3.53] 2015 ——

SWIFT PRIME 59 98 33 93 12.4% 2.75[1.53, 4.94] 2015 s——

ESCAPE 87 164 43 147 13.9% 2.73[1.71, 4.37] 2015 —

EXTEND-IA 25 35 14 35 7.8% 3.75[1.38, 10.17] 2015 —

MR CLEAN 76 233 51 267  14.7% 2.05 [1.36, 3.09] 2015 —_

Subtotal (95% CI) 697 699 69.8% 2.23 [1.70, 2.93] &

Total events 304 181

Heterogeneity: Tau? = 0.02; Chi’ = 6.36, df = 5 (p= 0.27); I’ = 21%

Test for overall effect: Z = 5.82 (p < 0.00001)

i OR = 2.23; p< 0.000001

Trials without LVO criteria

IMS 11l 177 415 86 214 15.6% 1.11 [0.79, 1.55] 2013 T

SYNTHESIS expansion 76 181 84 181 14.6% 0.84 [0.55, 1.27] 2013 -

Subtotal (95% CI) 596 395 30.2% 0.99 [0.76, 1.30] 3

Total events 253 170

Heterogeneity: Tau® = 0.00; Chi’ = 1.06, df = 1 (p = 0.30); I’ = 6%

Test for overall effect: Z = 0.08 (p = 0.94)

Total (95% CI) 1293 1094 100.0% 1.71 [1.18, 2.49] £

Total events 557 351

freps - » > JE == 2 N L " L N

Heterogeneity: Tau® = 0.20; Chi* = 28.47, df = 7 (p = 0.0002); I’ = 75% Y o1 0 100

Test for overall effect: Z = 2.84 (p = 0.005)

Test for subgroup differences: Chi’ = 17.46, df = 1 (p < 0.0001), I* = 94.3%

Independéncia funcional (mRS 0-2) aos 90 d; OR = 1.71; p<0.005)

Medical management

Endovascular management

Neurology 2015;85:1-11



Mortalidade aos 90 dias Trombolise no AVC agudo s

brain lost

Intervention Control Odds ratio Odds ratio

Study or subgroup Events Total Events Total Weight M-H, random, 95% CI Year M-H, random, 95% CI
Trials with LVO criteria

MR RESCUE 12 64 13 54 7.2% 0.73 [0.30, 1.76] 2013 ——r—
SWIFT PRIME 9 98 12 93 6.8% 0.68 [0.27, 1.70] 2015 —r
REVASCAT 19 103 16 103 10.1% 1.23 [0.59, 2.55] 2015 ==lam—
ESCAPE 17 164 28 147 12.3% 0.49 [0.26, 0.94] 2015 ==
EXTEND-IA 3 35 7 35 2.9% 0.38 [0.09, 1.59] 2015 [
MR CLEAN 49 233 59 267 23.0% 0.94 [0.61, 1.44] 2015 =
Subtotal (95% CI) 697 699 62.4% 0.79 [0.59, 1.05] E 2
Total events 109 135

Heterogeneity: Tau? = 0.01; Chi? = 5.25, df = 5 (p = 0.39); I = 5%
Test for overall effect: Z = 1.62 (p= 0.11)

Trials without LVO criteria

SYNTHESIS expansion 26 181 18 181 12.6% 1.52 [0.80, 2.88] 2013 T
IMS 1l 83 415 48 214 25.0% 0.86 [0.58, 1.29] 2013 i
Subtotal (95% CI) 596 395 37.6% 1.08 [0.63, 1.86] ’
Total events 109 66

Heterogeneity: Tau® = 0.08; Chi’ = 2.14, df = 1 (p = 0.14); I* = 53%
Test for overall effect: Z = 0.29 (p = 0.77)

Total (95% CI) 1293 1094 100.0% 0.87 [0.67, 1.12]
Total events 218 201

Heterogeneity: Tau? = 0.02; Chi* = 8.60, df = 7 (p = 0.28); I = 19%

Test for overall effect: Z = 1.11 (p = 0.27)

Test for subgroup differences: Chi? = 1.04, df = 1 (p = 0.31), I’ = 4.0%

-

0.01 0.1 10 100
Medical management Endovascular management

Hemorragia intracraniana sinfomadtica

C Intervention Control Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, 95% Cl Year M-H, d 95% CI
Trials with LVO criteria
MR RESCUE 3 64 2 54 4.3% 1.28[0.21, 7.95] 2013 —
SWIFT PRIME 0 98 3 98 1.6% 0.14 [0.01, 2.72] 2015
REVASCAT 5 103 2 103 5.2% 2.58 [0.49, 13.59] 2015 =
MR CLEAN 18 233 17 267 30.3% 1.23 [0.62, 2.45] 2015 I
EXTEND-IA 0 35 2 35 1.5% 0.19 [0.01, 4.08] 2015 ¢
ESCAPE 6 165 4 150 8.7% 1.38[0.38, 4.98] 2015 —te—
Subtotal (95% CI) 698 707 51.6% 1.20 [0.71, 2.03] <
Total events 32 30

Heterogeneity: Tau® = 0.00; Chi* = 4.34, df = 5 (p = 0.50); I* = 0%
Test for overall effect: Z = 0.67 (p= 0.50)

Trials without LVO criteria

SYNTHESIS expansion 10 181 10 181 17.6% 1.00 [0.41, 2.46] 2013 e
IMS 1l 27 434 13 222 30.8% 1.07 [0.54, 2.11] 2013 —e
Subtotal (95% CI) 615 403 48.4% 1.04 [0.60, 1.80] L 2
Total events 37 23

Heterogeneity: Tau® = 0.00; Chi* = 0.01, df = 1 (p = 0.91); I’ = 0%
Test for overall effect: Z = 0.15 (p = 0.88)

Total (95% CI) 1313 1110 100.0% 1.12 [0.77, 1.63] R
Total events 69 53

ity: 2 = i 2= = = = ; + +
Heterogeneity: Tau’ = 0.00; Chi* = 4.45,df = 7 (p= 0.73); I’ = 0% 001 o1 10 100

. . Test for overall effect: Z = 0.58 (p = 0.56) Medical mar End I
Neur‘ology 2015;85:1-11 Test for subgroup differences: Chi* = 0.13, df = 1 (p = 0.72), I* = 0% N



Trombdélise no AVC agudo B

> Intervencdo endovascular - Trombectomia mecanica

» Os doentes elegiveis para terapéutica com rtPA endovenoso devem
ser tratados mesmo que se considere terapéutica endovascular

(Class I; Level of Evidence A).(Unchanged from the 2013 guideline)

> Deve ser feita terapéutica endovascular com um “stent retriever " se
os doentes cumprirem os seguintes critérios (Class I; Level of Evidence A):
a. mRS score 0-1 prévio ao AVC
b. AVC isquémico que foi tratado com rtPA endovenoso até 4.5 h apés
instalagdo do quadro clinico de acordo com guidelines

c. Oclusdo da ACT ou segmento proximal da ACM (M1)

d. Idade 218 anos

e. NIHSS 26

f. ASPECTS 26

g. Terapéutica iniciada até 6 h depois da instalagdo do quadro clinico



Stroke : Time lost is

Score ASPECTS

Supraganglionic Level

Score Aspects Normal =10
Dedugdo de 1 ponto por cada drea envolvida;
Score <7 esta relacionado com pior “outcome” e hemorragia

Apenas para territorio da ACM
Lancet 2000: 335; 1670-1673



DOENTE COM SUSPEITA AVC
< 4.5 HORAS
NAO DEPENDENTE

Via Verde AVC

TELEMOVEL
VIA VERDE

SIM

NEUROLOGISTA
URGENCIA

A

CRITERIOS??

TELEMOVEL
NEUROLOGIA

SU HFF - Triagem / Balcdes / SO
VIA VERDE
INTRA-HOSPITALAR

REANIMAGAO
SERVICO URGENCIA

HOSPITAL

Stroke : Time lost is
brain lost

COLHEITA SANGUE

ECG

AVALTAGAO MEDICA
E NEUROLOGICA




DOENTE COM SUSPEITA DE AVC i
HemGTomCl IC Decisdo individual Bramiost "
VIA VERDE AVC

CANDIDATO

rtPA-IV * isquémia circulagdo anterior

*NIHSS 2 6
- sem incapacidade prévia CANDIDATO
e>1
Ndo candidato rtPA-IV > 18 anos TEV
* ASPECTS 26

* Indicagdo para rtPA-IV
* POSSIBILIDADE DE TEV < 6h

|

SE INDICACAO ANGIO-TAC

INICIA rtPA-IV ﬂ ﬂ S
(50/Reahim)
SEM OCLUSAO OCLUSAO ACI/ M1 +
UAD TEV
SU Transferéncia

Oclusdo de outro vaso




COM EVIDENCIA DEMONSTRADA

CRITERIOS PARA TRATAMENTO ENDOVASCULAR  gypm
(STENT RETRIEVER)

SEM EVIDENCIA DEMONSTRADA

Isquémia da Circulacao anterior
NIHSS>6

Sem incapacidade prévia (R<1)
> 18 anos

ASPECTS26

Oclusdo demonstrada de ACI e/ou
M1

Medicado com rtPA-IV< 4,5h

Possibilidade de iniciar TEV < 6h

* Contraindicacao para rtPA-IV
— 4,5H-6H
— Anticoagulados
— TCE

— Risco de hemorragia (ex: procedimentos
invasivos)

* Oclusao M2-3; ACA; ACP; AV
* QOclusao basilar < 24horas
* <18 anos

* Incapacidade previa >1; ASPECTS<6;
NIHSS<6

CASOS NAO CONTEMPLADOS

*Ao acordar
*Tempo desconhecido
* 6 - 24 h (exceto basilar)




Via Verde AVC - Novas Recomendagdes %

INDICACOES PARA CANDIDATOS A TEV &+

A oclusdo do vaso infracraniano deve ser demonstrada por angioTAC /
angioRM dos troncos supra adrticos.

« Os doentes com indicagdo para tratamento com rtPA-IV devem inicid-lo o
mais rapidamente possivel independentemente de estar considerado o
tratamento endovascular.

« Apds confirmagdo de todos os critérios de referenciagdo recomendados
deve iniciar-se de imediato o processo de transferéncia, ndo se devendo
esperar pela resposta clinica apds inicio do rtPA-IV.

« Devem ser reconhecidas as contraindicagdes para tratamento endovascular,
antes da transferéncia, homeadamente alergia comprovada ao contraste
iodado com reagdo alérgica major prévia.



Stroke : Time lost is
brain lost

CRITERIOS APROVADOS PARA
TRANSFERENCIA INTER-HOSPITALAR

AVC isquémico agudo submetido a rtPA-IV até 4,5 horas de evolugdo.

Oclusdo sintomdtica da artéria carétida interna intracraniana (ACI) ou do segmento proximal da ACM
(M1).

Independéncia prévia (Escala de Rankin modificada entre O a 1).

Idade 2 18 anos.

National Institutes of Health Stroke Scale (NIHSS) > 6.

Alberta Stroke Program Early CT Score (ASPECTS) > 6 (enfarte pequeno a moderado na TAC CE pré

tratamento).

Possibilidade de cumprir fempo instalagdo do AVC- pungdo femoral < 6 horas.

Embora com diferente nivel de evidéncia, o tratamento endovascular pode ser equacionado em doentes
selecionados com trombose da artéria basilar ou com contraindicagdo para rtPA-IV por estarem
anticoagulados (com novos anticoagulantes, com varfarina e valor de INR > 1,7 ou com heparina em doses

terapéuticas) ou por terem sido submetidos a um procedimento invasivo recente.



CONTACTO COM EQUIPA DE VIA
VERDE AVC-TEV HOSPITAL CENTRAL

 Ambuldncia com médico e enfermeiro / INEM se transporte demorado

* Doente acompanhado de:
* imagem em suporte digital (TAC e Angio TAC dos troncos supra-aorticos)
« informagdo clinica com referéncia especifica a critérios e CI para rtPA-IV e TEV
* resultado de analises realizadas e ECG
« familiar ou testemunha (se possivel)

HOSPITAL CENTRAL

NAO FAZ TEV
COM ou SEM rt-PA IV

TEV

RETORNO
24H (2°TAC)

RETORNO
IMEDIATO




.......... PROBLEMAS DE TERAPEUTICA COM rTPA

» Doentes ndo chegam a tempo
» Falta de Neurologistas / Internistas com freino
» TAC CE / Angio-TC / Neurorradiologia

» Manejo da HIC - Neurocirurgia

NERDE
.......... IDEALMENTE...!! AVC

Sistema de emergéncia médica
“Neurologista vascular” - 15’
TAC CE - 30

Leitura da TAC CE + Angio-TC
Unidade de AVC

Terapéutica endovascular com trombectomia mecdnica
Intervengdo neurocirurgica - 2 horas

Terapéutica pés-AVC incluindo fisioterapia

YV YV VYV V VY V



