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Evolucion de la Enf. Cerebrovascular
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Tipos de Ataque cerebral
Isquemia Hemorragia




AHA/ASA Scientific Statement

AHA/ASA Expert Consensus Document

Definition and Evaluation of Transient Ischemic Attack

A Scientific Statement for Healthcare Professionals From the American
Heart Association/American Stroke Association Stroke Council; Council on
Cardiovascular Surgery and Anesthesia; Council on Cardiovascular Radiology
and Intervention; Council on Cardiovascular Nursing; and the Interdisciplinary
Council on Peripheral Vascular Disease

The American Academy of Neurology affirms the value of this statement as an educational tool
Jor neurologists.

1. Donald Easton, MD, FAHA, Chair; Jeffrey L. Saver, MD, FAHA, Vice-Chair; Gregory W. Albers,
MD: Mark I. Alberts, MD, FAHA: Seemant Chaturvedi, MD, FAHA, FAAN;
Edward Feldmann, MD, FAHA; Thomas S. Hatsukami, MD; Randall T. Higashida, MD, FAHA;
S. Claiborne Johnston, MD, PhD; Chelsea S. Kidwell, MD, FAHA; Helmi L. Lutsep, MD;
Elaine Miller, DNS, RN, CRRN, FAHA; Ralph L. Sacco, MD, MS, FAAN, FAHA

Abstract—This scientific statement is intended for use by physicians and allied health personnel caring for patients with transient
ischemic attacks. Formal evidence review included a structured literature search of Medline from 1990 to June 2007 and data
synthesis employing evidence tables, meta-analyses, and pooled analysis of individual patient-level data. The review
supported endorsement of the following, tissue-based definition of transient ischemic attack (TIA): a transient episode of
neurological dysfunction caused by focal brain. spinal cord, or retinal ischemia, without acute infarction. Patients with TIAs
are at high risk of early stroke, and their risk may be stratified by clinical scale, vessel imaging, and diffusion magnetic
resonance imaging. Diagnostic recommendations include: TIA patients should undergo neuroimaging evaluation within 24
hours of symptom onset, preferably with magnetic resonance imaging, including diffusion sequences; noninvasive imaging
of the cervical vessels should be performed and noninvasive imaging of intracranial vessels is reasonable; electrocardiography
should occur as soon as possible after TIA and prolonged cardiac monitoring and echocardiography are reasonable in patients
in whom the vascular etiology is not yet identified; routine blood tests are reasonable; and it is reasonable to hospitalize
patients with TIA if they present within 72 hours and have an ABCD? score =3, indicating high risk of early recurrence, or
the evaluation cannot be rapidly completed on an outpatient basis. (Stroke. 2009;40:2276-2293.)

An Updated Definition of Stroke for the 21st Century

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

The American Academy of Neurology affirms the value of this statement as an educational
tool for newrologists.

Endorsed by the American Association of Newrological Surgeons and Congress
af Neurological Surgeons

Ralph L. Sacco, MD, MS, FAHA, FAAN, Co-Chair*; Scett E. Kasner, MD, MSCE, FAHA, FAAN, Co-Chair,
Joseph P. Broderick, MD, FAHA; Louis R. Caplan, MD; J.J. (Buddy) Connors, MD;
Antonio Culebras, MD, FAHA, FAAN; Mitchell 8.V. Elkind, MD, MS, FAHA, FAAN;

Mary G. George, MD, MSPH, FAHAT; Allen D. Hamdan, MD; Randall T. Higashida, MD;
Brian L. Hoh, MD, FAHA; L. Scott Janis, PhDI; Carlos S, Kase, MD;

Dawn O. Kleindorfer, MD, FAHA: Jin-Moo Lee, MD, PhD; Michael E. Moseley, PhD: Eric D.
Peterson, MD, MPH, FAHA: Tanva N. Turan, MD, MS, FAHA; Amy L. Valderrama, PhD, RNt;
Harry V. Vinters, MD; on behalf of the American Heart Association Stroke Council, Council on
Cardiovascular Surgery and Anesthesia, Council on Cardiovascular Radiology and Intervention,
Council on Cardiovascular and Stroke Nursing, Council on Epidemiology and Prevention, Council on
Peripheral Vascular Disease, and Council on Nutrition, Physical Activity and Metabolism

Abstract—Despite the global impact and advances in understanding the pathophysiology of cerebrovascular diseases, the term
“stroke” is not consistently defined in clinical practice, in clinical research, or in assessments of the public health, The classic
definition is mainly clinical and does not account for advances in science and technology. The Stroke Council of the American
Heart Association/American Stroke Association convened a writing group to develop an expert consensus document for an
updated definition of stroke for the 21st century, Central nervous system infarction is defined as brain, spinal cord, or retinal cell
death attributable to ischemia, based on neurepathological, neuroimaging, andfor clinical evidence of permanent injury. Central
nervous system infarction occurs over a clinical spectrum: Ischemic stroke specifically refers to central nervous system infarction
accompanied by overt symptoms, while silent infarction by definition causes no known symptoms. Stroke also broadly includes
intracerebral hemorrhage and subarachneid hemorrhage, The updated definition of stroke incorporates clinical and tissue criteria
and can be incorporated into practice, research, and assessments of the public health, (Stroke, 2003;44:2064-2089.)



* La definicion clasica del la WHO (1970), de el desarrollo rapido de
signos clinicos focales y global de disfuncion neurolégica que dura
mas de 24 horas o lleva a la muerte, sin otra causa aparente que la
vascular

e Definicion de infarto cerebral: “muerte celular en cerebro, médula o
retina debida a isquemia cerebral basada en:

* Evidencia objetiva imagenologica o patolégica de injuria isquémica focal en
una distribucidon vascular definida; o

* Evidencia clinica de injuria isquémica focal que dura mas de 24 horas o lleva
a la muerte, sin otra causa aparente que la vascular”



Déficit neuroldgico de causa isquémica

[ Sl'ntimas }

Permanentes } Transitorios }
v y
Stroke
isquémico Evento ndlfovascular

Dano tisular

Stroke isquémico con
sintomas transitorios




El diagndstico de TIAy ACV
menor debe ser clinico



No existe un test diagndstico para AIT/ACV menor

El acuerdo inter-observador entre médicos respecto al diagnostico es bajo

La mejor manera de diagnosticarlo es la evaluacion rapida y oportuna por un
profesional entrenado

Tener en cuenta:
* Presentacion clinica: remeda sintomatologia de stroke
e Sintomatologia maxima en intensidad al inicio
e Edad
e Sintomas “positivos” vs “negativos”
* Inicio y evolucion de los sintomas
e Duracion
* Factores precipitantes y sintomas asociados (para mimics)

Nadarajan V, et al. Transient ischaemic attacks: mimics and chameleons. Pract Neurol 2014;14:23-31



EL ACV

* Es una patologia prevenible
* Requiere un tratamiento de emergencia
* Puede afectar a personas de cualquier edac

* Requiere un atencion de urgencia, al igual que un IAM
o trauma severo

* Su manejo en agudo es tiempo dependiente




Epidemiologia



Incidencia

* 76,5/100000 al afio

* 30600 al ano en el pais
* 84 ACV por dia

* 3,5 por hora

* Cada 17 minutos alguien
tiene un ACV

Brief Report

First-Ever Stroke and Transient Ischemic Attack Incidence
and 30-Day Case-Fatality Rates in a Population-Based
Study in Argentina

M. Cecilia Bahit, MD; Mariano L. Coppola, MD; Patricia M. Riccio, MD;

Lauren E. Cipriano, PhD; Gregory A. Roth. MD; Renato D. Lopes. MD: Valery L. Feigin, MD;
Brenda Borrego Guerrero, MD; Maximiliano De Martino, MD: Alejandro Diaz, MD:
Daniel Ferrante, MD; Fernando Funaro, MD; Pablo Lavados, MD; M. Laura Lewin, MD;
Daniel H. Lopez, MD; Patricia Macarrone, MD; Rafael Marciello, MD; Diego Marino, MD;
Cecilia Martens, MD: Paula Martinez, MD: Guillermo Odriozola, MD:

Alejandro A. Rabinstein, MD; Gustavo Saposnik, MD; Damidn Silva, MD;

Ramén Suasnabar, MD; Thomas Truelsen, MD; Araceli Uzcudun, MD;

Carlos A. Viviani, MD; Luciano A. Sposato, MD, MBA

Background and Purpose—Epidemiological data about stroke are scarce in low- and middle-income Latin-American
countries. We investigated annual incidence of first-ever stroke and transient ischemic attack (TIA) and 30-day case-
fatality rates in a population-based setting in Tandil, Argentina.

Methods—We prospectively identified all first-ever stroke and TIA cases from overlapping sources between January 5,
2013, and April 30, 20135, in Tandil, Argentina. We calculated crude and standardized incidence rates. We estimated 30-
day case-fatality rates

Resulrs—We identitied 334 firsi-ever strokes and 108 T1As, Age-standardized incidence rate per 100000 for Segi's World
population was 76.5 (95% confidence interval [Cl], 67.8-85.9) for first-ever stroke and 250 (95% CI, 20.2-30.7) for
first-ever TIA, 56.1 (95% Cl, 48.8-64.2) for ischemic stroke, 13.5 (95% CI, 9.9-1T.9) Tor infticerebral hemorrhage,
and 4.9 (95% CI. 2.7-5.1) for subarachnoid hemorrhage. Stroke incidence was slightly higher formen (87.8; 95% CIL.

7 74.6-102.6) than for women (73. 2850 C1, 61.7-86.1) when standardized for the Argentinean population. Thirty-day

e n e a I S case-fatality rate was 14.7% (93% CL.10.8219.5) for ischemic sttoke, 24.1% (95% CI, 14.2-36.6) for intracerebral

hemorrhage, and 1.9% (95% CI1, 0°428.8) for TIA:

Conclusions—This study provides the firstprospective population-batsed Steoke and T1A, incidence and case-fatality estimate
in Argentina. First-ever stroke inSidence was lowerthan tha reportad in previousEatin-American studies, but first-ever
TIA incidence was higher. Thirty-day case-fatality rates were similar to those of other population-based Latin-American
studies.  (Stroke. 2016:47:00-00. DOL: 10.1161/STROKEAHA.116.013637.)

Results—We identified 334 first-ever strokes and 108 TLAs, Age-standardized incidence rate pec 100000 for Segi’s World
population w 5% confidence interval [CI], 67.8-83.9) for first-ever stroke and 23,1 (93% CI, 20.2-30.7) for
first-ever TIA, : (95% CI, 48.8-04.2) for ischemic stroke, 13.5 (95% CI, 9.9-17.97 Tor inttacErebral hemorrhage,

and 4.9 (93% CI, 2.7-8.1) for subarachnoid hemorrhage. Stroke incidence was slightly higherformen (87.8; 95% Cl,




Incidencia y Prevalencia
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* La prevalencia aumenta con la edad

Conclusion: Approximately 2 in every 100 subjects older than 40 years in this population are stroke survivors. Stroke
prevalence in Argentina has remained stable over the last 30 years; it is higher than in most Latin American countries and
similar to western populations.

Ameriso SF, et al. Prevalence of stroke in Argentina: A door-to-door population-based study (EstEPA). International Journal of Stroke. 2020; 0(0) 1-8. DOI: 10.1177/1747493020932769



Mortalidad

Tasa de mortalidad para las principales causas de muerte en toda la poblacion. Global deaths from CVD
Republica Argentina, afios 2016-2018 Z‘Q,L';.ﬁ”“

inflammatary

heart disease rheu maltic
0.4m heart disease

total deaths: 16.7 million

40.Enfermedades del

other forms of
corazon i

20.Tumores malignos

50.Neumonia e
influenza

42 Enfermedades

cerebrovasculares

06.Septicemias
80.Accidentes
30.Diabetes mellitus

72.Nefritis y nefrosis

52.Enfermedades = Ik
cronicas de las vias... //C‘_\‘:} (=@
) . r
0,2 0,4 0,6 0,8 i i Y 1,4 1,6 1,8 L. ] |l
| ]

2018 W2017 Tasa de mortalidad por 1.000 hab. “ | i||0IIES mi"unes L |I|Unes

de ictus de fallecidos e supervivientes

o

Participe en Q

worldstrokecampaign.org  [EEEREAENR

DEIS Ministerio de Salud |, o stk
ANSS - oo o Presidencia de la Nacién | B

Direccon de Estadisticas e Informadion de Salud

GWStrokeCampaign WWSD16



El ACV es la principal causa de discapacidad




Factores de riesgo
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Factores de Riesgo especificos para ACV
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Foramen Oval Permeable

JAMA Neurology | Special Communication

Proposal for Updated Nomenclature and Classification of Potential :
Causative Mechanism in Patent Foramen Ovale-Associated Stroke TVP concomitante

Aleram Y. Elgendy, MD; Jeffrey L. Saver, MD; Zahid Amin, MD; Konstantinos Dean Boudoulas, MD; ° 1 1
John D. Carroll, MD; Islam Y. Elgendy, MD: Iris Q. Grunwald, MD; Zachary M. Gertz, MD; Ziyad M. Hijazi, MD, MPH; DeteCtada preVIamente oen IaS prlmeras 24 d 48 hS

Eric M. Horlick, MD; Scott E. Kasner, MD; David M. Kent, MD; Preetham Kumar, MD; Clifford J. Kavinsky, MD, PhD;
David S. Liebeskind, MD; Helmi Lutsep, MD; Mohammad K. Mojadidi, MD; Steven R. Messe, MD;

Jean-Louis Mas, MD; Heinrich P. Mattle, MD; Bernhard Meier, MD; Ahmad Mahmoud, MD, M5c;

Ahmed N. Mahmoud, MD; Fabian Nietlispach, MD, PhD; Nimesh K. Patel, MD; John F. Rhodes, MD;

Mark Reisman, MD; Robert J. Sommer, MD; Horst Sievert, MD; Lars Sendergaard, MD; Muhammad O. Zaman, MD;

David Thaler, MD; Jonathan M. Tobis, MD; MSCAI'™ e Permanente o transitorio

JAMA Neurol. doi:101001/jamaneurcl. 2020.0458
Published online April 13, 2020.

Incremento dele flujo del shunt

Aneurisma del Septum

e Colabora en el pasaje del trombo, o por formacién del
trombo in situ

P - o

NEGATIVE OR
EQUIVOCAL

ACV en territorio o con caracteristicas embolicas

Ausencia de factores de riesgo de ateromatosis

c-TOE

Pristipino C, et al. European position paper on the management of patients with patent foramen ovale. General approach and left circulation thromboembolism. European Heart Journal (2019) 40, 3182—-3195



ACV previo

5 afnos (3857 pacientes):
469 eventos (12,9%)

1 aflo (4789 pacientes):
274 eventos (6,2%)

(96 muertes vasculares, 297
ACV, 76 SCA)

(25 muertes vasculares, 210
ACV, 39 SCA)

Cumulative incidence function of recurrence
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Seguimiento de cohorte noruega

1872 ACV isquémicos y AIT. 6 afos de seguimiento
_ | Recurrencia en 220 con 277 eventos

0 2 3 5 8 » Recurrencia 5,4% al afio, 11,3% a los 5 afos

Time (Years)

]

FIGURE 1 Cumulative incidence of first recurrence of ischemic stroke or TIA

Amarenco P, et al. One-Year Risk of Stroke after Transient Ischemic Attack or Minor Stroke. N Engl J Med 2016;374:1533-42.
Amarenco P, et al. Five-Year Risk of Stroke after TIA or Minor Ischemic Stroke. N Engl J Med 2018;378:2182-90.
Khanevski AN, et al. Recurrent ischemic stroke: Incidence, predictors, and impact on mortality. Acta Neurol Scand. 2019;140:3-8



Estudio etiologicoy
optimizacion de |la
prevencion secundaria

Reconocimiento y
Control de los Factores
de Riesgo




Ateromatosis : : Enfermedad de
Cardioembolias -
de Gran Vaso Pequeno Vaso

Otras Causas Indeterminado




ACV isquémico o TIA

Neuroimagen:
topografia de la lesidn
y tamano

VRS I 57 Cardiaco: Estructura . .
extracraneales : Cardiaco: Ritmo Laboratorio

Servier Medical Art
Saver JL. Cryptogenic Stroke. N Engl J Med. 2016;374:2065-74



Abordaje diagnostico

ACV considerado criptogénico en
la evaluacion inicial

|
Estudio vascular: Cardiaco — Ritmo: Test hematoldgicos:
* Angiografia digital * Monitorio prolongado * Test de hipercoagulabilidad
* Monitoreo de microembolias por arterial (todos los pacientes)

DTC * Test de hipercoagulabilidad
* Test para vasculitis venosa (si embolia paradojal)

ACV considerado criptogénico luego de una
segunda evaluacion diagnostica

Test genéticos: Vasos: Cardiacos - Cardiacos - Ritmo: Test hematoldgicos:
* Enfermedades mitocondriales * Patologias Estructura: * Dispositivos de * Busqueda de
* CADASIL, Fabry, otras autoinmunes * TC cardiaca monitoreo cancer oculto
enfermedades genéticas + LCR « RM cardiaca prolongado
* Biopsia cerebral

Saver JL. Cryptogenic Stroke. N Engl J Med. 2016;374:2065-74






Cambio de habitos de vida

Kleindorfer DO, et al. 2021 Guideline for the Prevention of Stroke in Patients With Stroke and Transient Ischemic Attack. Stroke. 2021;52:e364—e467. DOI:
10.1161/STR.0000000000000375

Ministerio de Salud de la Nacién. Manual para el cuidado de personas con enfermedades crénicas no transmisibles. 2016



-actores de riesgo
Hipertension Arterial

e iCuando?
e Cuando esté estable. Antes del alta (seguro y
mejor adherencia posterior)
e iCoOmo?
* Dieta hiposodica, rica en frutas y verduras
* Actividad fisica

PRESSURE * Consumo de alcohol limitado
A * Antihipertensivos
Esta foto de Autor desconocido esta bajo licencia CC BY * Beta._bloqueantes SOIOS no Salvo IndlcaCIOn
precisa

Kleindorfer DO, et al. 2021 Guideline for the Prevention of Stroke in Patients With Stroke and Transient Ischemic Attack. Stroke. 2021;52:e364—e467. DOI: 10.1161/STR.0000000000000375


https://arbitspeculations.blogspot.com/
https://creativecommons.org/licenses/by/3.0/

dTodos los lipidos implican riesgo?

Gran Vaso

. , Riesgo de

Col total d Cardioembolia}
LDL-c ACV | '
DL isquémico

]
1)
e l‘f } Pequeno Vaso
\ 4}

Lp-a

Yaghi S, et al. Lipids and Cerebrovascular Disease, Research and Practice. Stroke. 2015;46:3322-3328



Tratamiento de dislipemias

ACV isquémico
Sin enf. Coronaria

Sin fuente cardiaca de Atorvastatina 80 mg/d
cardioembolia

LDL > 100 mg/dI

ACV isquémico
Atorvastatina 80 mg/d

Ateromatosis LDL < 70 mg/d
(intracraneal, carotidea, +/- Ezetimibe 10 mg/d

adrtica o coronaria)

Pacientes de muy alto
riesgo Atorvastatina 80 mg/d
ACV isquémico + otra +/- Ezetimibe 10 mg/d

enfermedad cardiovascular LDL > 70 mg/d|
sintomatica o multiples FR

Kleindorfer DO, et al. 2021 Guideline for the Prevention of Stroke in Patients With Stroke and Transient Ischemic Attack. Stroke. 2021;52:e364—e467. DOI: 10.1161/STR.0000000000000375



* Todos deben tener screening de DBT (glucemia en ayunas,

DiabEteS Hb,,c 0 test de tolerancia oral)

* Objetivo: Individualizable
* Enla mayoria de los < 65 anos sin
comorbilidades severas: Hb,, <7 %

* Optimizar en estos pacientes el tratamiento antihipertensivo y
con estatinas

* Intervenciones en los habitos de vida
* Reduccidn de peso

 Evaluar tratamiento farmacoldgico segun costo/efectividad y
comorbilidades

Kleindorfer DO, et al. 2021 Guideline for the Prevention of Stroke in Patients With Stroke and Transient Ischemic Attack. Stroke. 2021;52:e364—e467. DOI: 10.1161/STR.0000000000000375
Coutts SB, et al. Canadian Stroke Best Practice Recommendations: secondary prevention of stroke guidelines, update 2014. Journal of Stroke Medicine. 2015; 10:282-291



Prevencion segun etiologia




Cardioembolias

e La incidencia de cardioembolias se incrementa con la edad

e Los ACV cardioembalicos suelen ser severos, discapacitantes y
relacionadas a la mayor mortalidad intrahospitalaria

Mecanismos por las cuales se produce una cardioembolia

Estasis sanguineay
formacion de trombos | Liberacion de material
en una camara cardiaca | desde una superficie
dilatada o con otra valvular alterada
afectacion estructural

Arboix A, Alid J. Acute Cardioembolic Cerebral Infarction: Answers to Clinical Questions. Current Cardiology Reviews, 2012, 8, 54-67

Pasaje anormal desde Ia
circulacion derecha a la
izquierda (embolia
paradojal)




Valvulopatias

Protésicas mecanicas y estenosis mitral Pacientes con ACV isquémico con
severa: AVK. En caso de recurrencia trombo en VI: ACO al menos 3 meses

Infarto de miocardio

intensificar RIN

ACV en contexto de IAM: buscar
trombo en VI

Otras valvulopatias sin FA:

Antiagregacion
ACV + IAM cara anterior con Fey < 50%

o hipocinesia anteroapical puede
considerarse anticoagulacion

Fibrilacion Auricular

Miocardiopatias

Paciente en RS y trombo en Al o VI:
anticoagulacion 3 meses

Riesgo de stroke: CHA,DS,-
Vasc

ACOD: Apixaban,

Rivaroxaban o Dabigatran Pacientes con RSy ICC con Fey < 35%, o
AVK: Acenocumarol o miocardiopatia restrictiva:
Warfarina individualizar

Kleindorfer DO, et al. 2021 Guideline for the Prevention of Stroke in Patients With Stroke and Transient Ischemic Attack. Stroke. 2021;52:e364—e467. DOI: 10.1161/STR.0000000000000375
2020 ESC Guidelines for the diagnosis and management of atrial fibrillation developed in collaboration with European Association of Cardio-Thoracic Surgery. European Heart Journal. 2020: 00:1-25



* FA es responsable del 10 -15% de
todos los ACV isquémicos

* En > de 80 anos es responsable del 35%
e Stroke relacionados FA tienden a ser

FA Y% riesgo de mas graves e incapacitantes, con mayor
mortalidad tasa de mortalidad a 1 ano
stroke de ~ 50%

* Hospitalizaciones mas prolongadas
* Mayor probabilidad de recurrencia



FA v riesgo de stroke

* Todas las formas de FA tienen riesgo equivalente de stroke
* Paroxistica, es la autolimitada, generalmente en menos de 48 hs
* Persistente, que dura > 7 dias o requiere cardioversion

* Permanente

First diagnosed episode of atrial fibrillation

Paroxysmal
(usually <48 h)

L Persistent

(>7 days or requires CV)

Permanent
(accepted)

Kirchhof P, et al. 2016 ESC Guidelines for the management of atrial fibrillation developed in collaboration with EACTS. Europace (2016) 18, 1609-1678



Fibrilacion auricular paroxistica

- . A Detection of Atrial Fibrillation by 6 Months Menitaring . Mo,
SirakaTIA @ : AF defingican Reference
CRYptogenic STroke and underlying W] "= auraton case
> T . E el 24h Holter Cryplageric o 1day P Fitlei =
Atrial Fibrillation (CRYSTAL AF) i 24h Holer Any 85 1day #30 sec Aberamy 413
E; @ 24h Hoher Man-CE £ 1 day »30 sec Rizos 498
30
I o 24h Halter Hon-CE 70 1 day »30 see Stahrenberg 281
10:
Continuous Monitoring Arm: Standard Monitoring Arm 24h Holer Ay ES 1 day <30 and >30 s Alhadramy 413
Insertion of REVEAL® XT
; ik Serial ECG i ik o 1
V- S - R In-haspital T Maon-CE. holter(-) | BT T daye 30 sae: Jabaudon 149
B Detection of Atral Forilstion by 12 Months In-haspital Th han-CE £8 7 days =30 st Rizos 456
e b e OeR In-hasgital Th Man-CE 2 3.1 days =30 s6c Kalmunzer 248
;_ Bl ~ In-hasgital TM Man-CE holler[-) | 70 2.7 days =30 sec Shrenbarg 224
Ei :: In-haspital T Cryplogenic B4 2.9 days =30 sec Barthelamy 28
-
I Oulpatient TM Mon-CE. holler(-) B3 24 days »30 see Gallard
E
. e . R eric £ Zdays | <30 =30 sec Wil 158
. M d I b I Cutpatiant Th Coyplog
onitor cardiaco implantable R e s & e e R =
fue superior en la deteccion de | =~ . . T Vet r Clirlas s %
p v HoW o om ome owm om Cutpatient T Cayplogaric ] Zidsys | <30 nd =3 sec e 155
FA a 6 1 2 y 3 6 m eses € Detection of Atral Firilstion by 16 Manths Cutpatiant THM Cryptogenic £ Mdays <30 and 30 sec Tayal 56
100
’ B I o el e Cutgatias TM Cayplogenic B1 1 days =30 sac. Ehatt B2
Eg .'S" “ _'_/-J_'H_ LR Cryplogenic 49 A3 days <30 and >3 sec Dion 4
S 2 L Lo -
23wl Tl com LR Cayptogenic ] A0 days =5 5B Flirt Pz
.6m .86_12m .124_ 1 3 i S [
e Se S L] ’ e Se S L] ’ f : o 13 1z 18 F £ L) ILR U'?Mm: M ’3 d=:||= :!u SBC Rmm M
36 meses: 30% R ,,_/dfff iR Coypiogeric 52 | dsdays 52 min Catee 51
. 0 o H 2 1 ) n 3% LR Man-CE T 400 days =5 min Ziegler 34
Moaths srce Randomization
i P S 0% 5% 10% 15% 20% 5%, 0%
ik ohOSE W W W ; Figure 2. Atrial fibrillation (4F) detection rate of various cardiac monitoring techniques. CE indicates cardioembaolic; ILR, implantable loop
Figure 2. Time ta First Detection of Atrial Fibeilation. recorder; TIA, transient ischemic attack; and TM, telemonitoring.

¢ Durante cuanto tiempo buscar una FAP? - ¢Toda FA encontrada es la causa del stroke?

Bang OY, et al. Evaluation of Cryptogenic Stroke With Advanced Diagnostic Techniques. Stroke. 2014;45:1186-1194
SannaT, et al. Cryptogenic Stroke and Underlying Atrial Fibrillation. N Engl J Med 2014;370:2478-86



Estratificacion de riesgo

Factor de Riesgo

Puntuacion

@

Insuficiencia cardiaca
congestiva/disfuncién VI

1

Hipertension arterial

Edad > 75 aios

Diabetes mellitus

wlo|l»| T

N

ACV/AIT/Tromboembolia

Enfermedad vascular

> <

Edad 65-74 anos

Categoria: Sexo femenino

R R RN RN R

Stroke risk per year

w
omwmm&wm—sog

% RATE PER YEAR

0%
1.3%
2.2% No Valvula mecanica o estenosis
8:2% mitral moderada a severa
4.0%
6.7%
9.8%
9.6% : :
— Estimar riesgo por
e CHA,DS,VASC

0 1

Ningun tratamiento

Considerar

Anticoagulacién o
Ningun tratamiento

antitrombotico

Kirchhof P, et al. 2016 ESC Guidelines for the management of atrial fibrillation developed in collaboration with EACTS. Europace (2016) 18, 1609-1678

ACOD o AVK




Evaluacion del riesgo: Pros y contras

/|\

Factor de Riesgo Puntua
C | Insuficiencia cardiaca congestiva/disfu

H | Hipertension arterial 1

A, | Edad > 75 aios 2

D | Diabetes mellitus 1

S, | ACV/AIT/Tromboembolia / 2

V | Enfermedad vascular / 1

A | Edad 65-74 afios / 1

Sc | Categoria: Sexo femenino / \ 1

Riesgo: 0= 0,8% — 9= 23,6%/afio | \

Lip G Y et al. Identifying patients at high risk for stroke despite anticoagulation: a comparison

Factor f‘e Hiesg\ Puntuacion
H Iﬁperte;nsién\ 1
A | /Funciéh renal \hepética alteradas 1-2
s /| Acv \ 1
Bf Sangrado \*..,.__ 1
L 1
anos) 1
cohol 1-2

0:0=1,13% - 5: 12,5%/afio

Pisters R, et al. A novel user-friendly score (HAS-BLED) to assess 1-year risk of major bleeding in patients with atrial fibrillation: the Euro Heart Survey. Chest 2010;138:1093-100

e risk stratification schemes in an anticoagulated atrial fibrillation cohort. Stroke 2010;41:2731-2738




Evaluacion del riesgo: Pros y contras

FR para ACV FR para HIC

IR o hepatica
ICC HTA no controlada Antec. de Fancer |
DBT Edad > 75 afios * Hemorragia mayor previa

Sexo femenino Antec. De ACVoTIA | Alcoholismo
Disfuncion VI * Anemia/plaquetopenia

Riesgo de caidas




Anticoagulantes



Warfarina

Limitacion Consecuencia

Inicio de accidn lento Superposicidn con anticoagulantes
parenterales

Variacion genética con el Requerimientos variables de dosis
metabolismo

Interacciones multiples con Necesidad de monitoreo frecuente
medicacion y alimentos

Ventana terapéutica estrecha Necesidad de monitoreo frecuente

Verheugt FWA. The new oral anticoaulant. Neth Heart J. 2010;18:314-8
Weitz, JI. Fsctor Xa and thrombin as targets for new oral anticoaulants. Thrombosis Research. 2011; 127: S5-512



Nuevos Anticoagulantes Orales

/I : '< (J
Ons con No.requi ienen
offset r ; m oto

\ ) alimentos y ,

drogas
S~
Inhibidores de Dabigatran
Trombina &

Sin necesida m
Interacciones



Anticoagulantes directos

e Dabigatran /J R E |_Y®

* 150 mg dos veces al dia Study of stroke prevention
in atrial fibrillation
110 mg dos veces al dia

* Rivaroxaban
e 20 mg una vez al dia

e Apixaban
* 5 mg dos veces al dia

Edoxaban
* 60 mg una vez al dia . -
* 30 mg una vez al dia Eﬁvgage

Dosis de 150 mg/2 veces al dia si CICr > 30 ml/miny 75
mg/2 veces al dia si CICr entre 15-30 ml/min

Rivaroxaban 20 mg/d (15 mg/d si CICr 30 a 49 ml/min)

Apixaban 5 mg 2vd (2,5 mg 2vd en 2 de 3: >80 afios,
peso < 60 kg y/o Cr 1,5)

Edoxaban dosis % si: Cl Cr 30-50 ml/min; o peso < 60kg;
o uso de verapamilo o quinidina o dronedarona


http://www.chrc.net/rocketAF

éQué pacientes se
estudiaron en los
ensayos clinicos?

* FA no valvular

* El ndmero de pacientes con
valvulopatias fuera de valvulas
mecanicas o estenosis mitral fue
bajo

e Pacientes candidatos a recibirlo:

* FA sin ninguna valvulopatia

* FA con valvulopatia leve, no estenosis
mitral

Diener HC, et al. Choosing a particular oral anticoagulant and dose for stroke prevention in individual patients with non-valvular atrial fibrillation: part 1. European Heart Journal. 2016. doi:10.1093/eurheartj/ehv643



ACV isquémico 0,92 0,83-1,02

ACV hemorragico 0,49 0,38-0,64 <,0001
IAM 0,97 0,78-1,2 77
Mortalidad 0,90 0,85-0,95 ,0003
HIC 0,48 0,39-0,59 <,0001
SGI 1,25 1,01-1,55 ,043

Ruff CT, et al. Comparison of the efficacy and safety of new oral anticoagulants with warfarin in patients with atrial fibrillation: a meta-analysis of randomised trials. Lancet. 2014; 383:955-962



Dabigatran Dablgatran Edoxaban Edoxaban

J ACV/ES

J ACV

J ACV isq. / Indeterminado
J ACV hemorr.

J ACV fatal o discapacitante
J Muerte vascular

J' Mortalidad total

J Sangrado mayor

J, Hemorragia intracraneal

™ Sangrado gastrointestinal

xeQXXXQXXI
XLCAXXLLLLL»
XLAXX XX XX
CXLKAXLAX=
CXLCLAXAX X
HCCCCAXAXX

J Discontinuacién de tto.

Connolly SJ, et al. NIJM 2009; 361: 1139-1151 — Patel MR, et al. NEJM 2011; 365:833-891 — Grager CB, et al. NEJM 2011; 365:981-992 — Giugliano RP, et al. NIJM 2013; 369:2093-2104



JAMA | Original Investigation

& Association of Rivaroxaban vs Apixaban With Major Ischemic
or Hemorrhagic Events in Patients With Atrial Fibrillation

Wayne A. Ray, PhD; Cecilia P. Chung, MD, MPH; C. Michael Stein, MB, ChB; Walter Smalley, MD, MPH;
Eli Zimmerman, MD; William D. Dupont, PhD; Adriana M. Hung, MD, MPH; James R. Daugherty, MS;
Alyson Dickson, MA; Katherine T. Murray, MD

CONCLUSIONS AND RELEVANCE Among Medicare beneficiaries 65 years or older with atrial
fibrillation, treatment with rivaroxaban compared with apixaban was associated with
a significantly increased risk of major ischemic or hemorrhagic events.

JAMA. 2021;326(23):2395-2404. doi:10.1001/jama.20

Figure 3. Outcomes by Medication Dose in a Study of the Association of Rivaroxaban vs Apixaban With Major Ischemic or Hemorrhagic Events
: \ in Atrial Fibrillation

Rate per 1000 pel Favors  Favors

Rivaroxaban  Apixaban (5% CI) rivarcxaban - apixaban

Hazard ratio (95% C1)
: 53 -

per 1000 person-years Rate difference Favors  Favors
/ - a )] rivaroxaban  apixaban
- T 4 )] x 21) 2

(-0.1to 1.0}

6% 6 & 13 45 18 n o2 " 4 a1 Oth h dur : (1.0103.4) n 1.10)
5 iy, me



Manejo

Inicio de tto anticoagulante

*  \Verificar indicacién de ACO

* Realizar eleccién del anticoagulante

* Decidir si se utilizara un IBP

* Hemograma, funcion renal y hepatica basal
* Explicar al paciente

* Tarjeta de anticoagulacién?

* Organiza seguimiento

Chequear:

Adherencia

Eventos tromboembdlicos

Sangrados

Otros EA

Otras medicaciones

Necesidad de muestra de laboratorio?

i

| En caso de problemas reevaluacién

Si no: Programas proximo control

@ Eurcpean Heart Jsurmal (2013) 34, 20942106 SPECIAL ARTICLE
susonca 13

San co 009 eurhesrtieht

EHRA Practical Guide on the use of new oral
anticoagulants in patients with non-valvular atrial
fibrillation: executive summary’

Hein Heidbuchel™, Peter Yerhamme', Marco Alings?, Matthias Antz®, Werner Hacke?,
Jonas Oldgren®, Peter Sinnaeve!, A, John Camm®, and Paulus Kirchhof"?

1 mes?
3 meses
6 meses?



l v v v

Severidad TIA ACV leve ACV moderado ACV severo
everida NIHSS < 8 NIHSS 8 - 15 NIHSS > 16

Condicionantes para decidir momento de inicio

v v v v
Iniciar 1 dia después 3 dias después 6 dias después 12 dias después
ACO del evento del evento del evento del evento

Kirchhof P, et al. 2016 ESC Guidelines for the management of atrial fibrillation developed in collaboration with EACTS. Europace (2016) 18, 1609-1678



@ E s C European Heart Journal {2020} 00, 1125 ESC GUIDELINES

European Seclely goi10,1093/eurheart/ehaaé12
of Cardiology

2020 ESC Guidelines for the diagnosis and FA y
management of atrial fibrillation developed in

collaboration with the European Association of CO nt ra I n d I Ca C I é n

Cardio-Thoracic Surgery (EACTS)

Table 12 Antithrombotic therapy after left atrial appendage occlusion p a r a / \ C O

Device/patient  Aspirin OAC Clopidogrel Comments T NEW ENGLAND JOURNAL o MEDICINE
Watchman/low 75-325 mg/day  Start warfarin after procedure (tar-  Start 75 mg/day when OAC Some centres do not withhold : X 5 X
bleading risk indefinitely get INR 2 - 3) until 45 days or con-  stopped, continue until 6 months OALC at the time of procedure (no Left Atrial Appendage Occlusion durmg Cardiac Surgery to Prevent Stroke
tinue until adequate LAA sealingis  after the procedure data to support/deny this MULTIGENTER, R&NDOMIEED, CONTROLLEDITRIAL
confirmed® by TOE. NOAC isa approach) - . Cardiac surgery | Cardiac surgery
possible alternative : : = plus left atrial without left atrial
. . - : . / appendage appendage
Watchman/high 75-325 mg/day  Mone 75 mglday for 1 -6 menths while Clopidogrel often given for shorter . occlusion occlusion
bleeding risk indefinitely ensuring adequate LAA sealing™ time in very high-risk situations " - 7§ -
ACP/Amulet 75-325 mg/day  Mone 75 mg/day for 1 -6 months while Clopidogrel may replace long-term : Adults with a hisiory of aial fibeillation
indefinitely ensuring adequate LAA sealing® aspirin if better tolerated 4811 and a CHA,DS,-VASc score of 22

undergoing cardiac surgery

Recommendations for occlusion or exclusion of the LAA

LAA occlusion may be considered for stroke prevention in patients with AF and contraindications for long-term anticoagulant HR, 0.67; 95% Cl, 0.53-0.85; P=0.001
treatment (e.g. intracranial bleeding without a reversible cause).*##4%481462 - - 75.3% 78.2%
Surgical occlusion or exclusion of the LAA may be considered for stroke prevention in patients with AF undergoing cardiac - c

surgery, 59463

AHA/ASA GUIDELINE

2021 Guideline for the Prevention of Stroke

in Patients With Stroke and Transient Ischemic

At‘tack 8. In patients with stroke or TIA in the setting of
nonvalvular AF who have contraindications
for lifelong anticoagulation but can tolerate
at least 45 days, it may be reasonable to
consider percutaneous closure of the left
atrial appendage with the Watchman device
to reduce the chance of recurrent stroke and
bleeding.*3?-43¢

A Guideline From the American Heart Association/American Stroke Association




Enfermedad Carotidea
Ateromatosa



Enfermedad Carotidea

e 7-10% debidos a ateromatosis
carotidea

* Es el subtipo de stroke con tasa de
recurrencia mas alta: en pacientes/

con TIA, 26% a tres meses

Sposato LA, Klein F. Enfermedad carotidea aterosclerdtica extracraneal. Neurol. Arg. 2011;3(1):26-53
Kleindorfer DO, et al. 2021 Guideline for the Prevention of Stroke in Patients With Stroke and Transient Ischemic Attack. Stroke. 2021;52:e364—e467. DOI: 10.1161/STR.0000000000000375



Estratificacion de riesgo

ATC/ARM

Grado de
estenosis




Estratificacion de riesgo
Componentes Impacto :




Enfermedad Carotidea

Endarterectomia Pacientes con stroke isquémico no
Carotidea discapacitante o AIT en los altimos 6
meses y estenosis carotidea entreel 70 y
99% ipsilateral, con morbimortalidad
perioperatoria menor del 6%

\ Entre 50 y 69%, dependiendo de factores
especificos de cada paciente como la
edad, el sexo, las comorbilidades vy la
\ gravedad de los sintomas iniciales

Cuando la estenosis es menor del 50% no
esta recomendada

Sposato LA, Klein F. Enfermedad carotidea aterosclerdtica extracraneal. Neurol. Arg. 2011;3(1):26-53
Kleindorfer DO, et al. 2021 Guideline for the Prevention of Stroke in Patients With Stroke and Transient Ischemic Attack. Stroke. 2021;52:e364—e467. DOI: 10.1161/STR.0000000000000375



e Carotidas sintomaticas entre

Journal of Medicine

The New England

©Copyright, 1991, by the Massachusents Medical Society

Randomised trial of endarterectomy for recently symptomatic
carotid stenosis: final results of the MRC European Carotid Surgery

Volume 325

AUGUST 15, 1991

Number 7

Trial (ECST)

BENEFICIAL EFFECT OF CAROTID ENDARTERECTOMY IN SYMPTOMATIC PATIENTS

NorTH AMERICAN Sympromatic Caromin ExparTerecromy Trian CoLraporaTORS*

50-69%

* No demostro beneficio en:

Mujeres
DBT

Oclusiéon de ACI contralateral

WITH HIGH-GRADE CAROTID STENOSIS

Amaurosis fugax o TIA

European Carotid Surgery Trialisls’ Collaborative Group*®

50-69% stenosis group

Events / Patienis

Lancet 1958; 351: 1379-87

= 70%: stenosls group

1 . Evenis / Patients i
=t [T ECRER . AR % Cl =R L T ARR (%) 95% Ci
Surgleal  Medical (w95 Surghcal  Medical A1
Sex
Maie 65546 B9/468 8.0 34125 - 47467  95/384 150 98202 ——
Femals G262 21/206 -27 -8.4-35 —E— 277199 39/ 166 8 18180 ———
Age
< 65 years 44/375 33270 1.3 -4067 —= 4213568 607280 9B 38157 ——
65-7Tdypears  43/320 55/324 54 -04-112 —— 31/272 547218 135 65205 ——
T5+ years 140104 22/100 107 -02-21.8 - 1/38  20/52 37P 24515 —_—
Time since last event
< 2 weeks 17/158 34/150 148 B6.2-234 —— ZIE7 547148 230 136-32.4 ——
2-4 weeks 21/135 20/110 33 -£3-13.0 —1@— 10133 247105 159 66-25.2 ——
A-12wesks 86/ 312  40/280 40 -1.767 -+ — 27/248 417218 TH 13144 e
= 12 wagks AFI203 16154 29 10243 —— 147118 15778 T4 331801 ——l——
Primary symplomalic event
Ocudar only 174170 17/155 1.5 -5584 —m+— 18/214 227156 55 -1.2-121 =
TIA only 40/285 3B/238 3.8 -26-10.1 —u— 250207 5371998 154 7.7-231 —a—
Siroke 440343 S55/301 TS5 16135 —— 3245 597195 17T 98255 ——
Diabetes
Yas 20/143 32/138 B2 -4.1-185 —f—— 8/92 24/98 167 6.0-37.4 —_—
Mo 72/B65 TVB/558 4.3 04-B2 Hl- 66574 1107454 128 B81-17.7 -
Symptomatic plague surface
Srmoth 40/206 95/266 33 2289 - 34/257 44/207 T 08148 -
Irregiulcerated 71/612 75/428 67 0.7-106 —l— 407408 90/343 171 16228 ——
Contralateral carotid occlusion
Yas 8431 /45 160 -34.B-28e—1- 5732 14737 236 32440
Mo 92 (777 105/648 57 19495 ‘m G634 120/513 12T 8317 E =
TOTAL 101/B0B 110/684 4.7 1.0-B4 é} 74/6868 134/550 135 9.1-17.9 %
—
10 0 10 20 30 9 0 10 20 30 40 B0

% Absolule Risk Reduction [85% CI)

% Abgolute Risk Reduction (95% CIj



Enfermedad Carotidea

Angioplastia con stent

e
Antihiperten
sivos

Cada vez existe mas literatura de que no
es inferior a la endarterectomia

Puede ser una alternativa a la
endarterectomia en pacientes con
condiciones de riesgo para su

Wy _ o realizacién

Tener en cuenta la necesidad de doble
antiagregacion posterior

Sposato LA, Klein F. Enfermedad carotidea aterosclerdtica extracraneal. Neurol. Arg. 2011;3(1):26-53
Kleindorfer DO, et al. 2021 Guideline for the Prevention of Stroke in Patients With Stroke and Transient Ischemic Attack. Stroke. 2021;52:e364—e467. DOI: 10.1161/STR.0000000000000375



Ateromatosis

intracraneal [« se relaciona con una alto recurrencia

* Anticoagulacion: riesgosa y no incrementa
beneficio (WASID)

Terapia médica agresiva sola

Terapia medica agresiva: vs. terapia médica agresiva +
: éﬁs _3dZ5 mi%’/ d | 90 dias stent en patologia
MOp' _Ogge F7R5 mg/ ateromatosa intracraneal
O aI’IEJO e . E‘ 1.00+ 0.204 —
* TAsistdlica elevada; £ - olsgp '
* LDL elevados; £ :
. >E 0.10; Medical-management
* Control de diabetes; aumento F 8 060 group
de HDL; tabaquismo; gs =
sobrepeso; y sedentarismo £ o030 A S S S S
E G PROR0E e
Target: TAS < 140 mmHg (130 en DBT): oo T

LDL < 70 mg/dlI e 3 6 3 12 15

Months since Randomization

Kleindorfer DO, et al. 2021 Guideline for the Prevention of Stroke in Patients With Stroke and Transient Ischemic Attack. Stroke. 2021;52:e364—e467. DOI: 10.1161/STR.0000000000000375
Derdeyn CP, et al. Aggressive medical treatment with or without stenting in high-risk patients with intracranial artery stenosis (SAMMPRIS): the final results of a randomised trial. Lancet 2014; 383: 33341
Chimowitz Ml, et al. Comparison of warfarin and aspirin for symptomatic intracranial arterial stenosis. N Engl J Med 2005;352:1305-1316



Enfermedad de pequeno vaso

* Hipertension Arterial
* Diabetes

Kleindorfer DO, et al. 2021 Guideline for the Prevention of Stroke in Patients With Stroke and Transient Ischemic Attack. Stroke. 2021;52:e364—e467. DOI: 10.1161/STR.0000000000000375
Moran C, et al. — Cerebral small vessel disease:a review of clinical, radiological, and histopathological phenotypes —Int J Stroke 2011; 7: 36-46



Tratamiento medico

Antitrombaticos

o : Diagnodstico y
. ontrol de FR

Cambios de estilo

Estatinas A P de vida

=

|




Antiagregacion

 Antithrombotic Trialists’ Collaboration

» 1988: Terapia antiplaguetaria disminuye:
» 22% stroke recurrente no fatal
* 35% IAM no fatal recurrente
* 15% muerte causa vascular

* 1994

. 2002 @ RR Similar a las previas

b Proporcion de stroke hemorragico similar entre
antiplaquetarios y control (0,65% vs 0,56% P=0,55)

Antithrombotic Trialists’ Collaboration. Collaborative metajanalysis of randomised trials of antiplatelet therapy for prevention of death, myocardial infarction, and stroke in high risk patients. BMJ 2002;324:71-86
Warden BA, Willman AM, Williams CD. Antithrombotics for secondary prevention of noncardioembolic ischaemic stroke. Nat. Rev. Neurol. 2012;8,223-235



ANTIAGREGACION

>IMPLE z\zksé DOBLE

ANTIAGREGACION



Doble AG en stroke agudo

. 1 1 1 Table 2. Efficacy and Safety Outcomes.
e CHANCE: estudio randomizado, doble ciego, >5000 yand Safety
. Aspirin Clopidogrel and Aspirin Hazard Ratio
paC|e ntes Outcome (N =2586) (N=2584) (95% Cl) P Value
Patients  Event Patients Event
. with Event  Rate with Event Rate
e 114 centros en China j % o :
Primary outcome
. 7 .
Stroke 303 11.7 212 8.2 0.68 (0.57-0.81) <0.001
 Stroke isquémico de 24 hs, NIHSS <3 o TIA con ABCD, >4 |
- - Secondary outcomes
. . . . . . . , Stroke, myocardial infarction, or 307 119 216 8.4 0.69 (0.58-0.82) <0.001
. f !
* Objetivo Primario: incidencia de stroke a 90 dias death rom cardiovasculr
Ischemic stroke 295 11.4 204 7.9 0.67 (0.56-0.81) =0.001
Hemorrhagic stroke 8 03 8 03 1.01 (0.38-2.70) 0.98
Myocardial infarction 2 0.1 3 0.1 1.44 (0.24-8.63) 0.69
CID::’::I'HI Clopidogrel T5mg from Day 2 to Day 80 Death from cardiovascular 5 0.2 6 02 1.16 (0.35-3.79) 0.81
Grnup 1 ASA ASA TEmyg from Placebo ASA from catlses
e & Dy 3t Dy 24 Dy 23 4 Duty W Death from any cause 10 0.4 10 0.4 0.97 (0.40-2.33) 0.94
Day 1 Day 2 | " Transient ischemic attack 47 1.8 39 15 0.82 (0.53-1.26) 0.36
I L
Day 80 Safety outcomes
Patients with TIA or minor stroke / i,
Day 80 Visit Bleeding*
R or final visit
[Within 24 hours of symptoma anset) 190 £7 Days) Severe 4 0.2 4 0.2 0.94 (0.24-3.79) 0.94
Day 50 Moderate 4 0.2 3 0.1 0.73 (0.16-3.26) 0.68
3 . |
Bperihon)  iformed cooaemiaigned | oayd Day 7 — Mild 19 0.7 30 12 1,57 (0.88-2.79) 0.12
P Qny bleeding 41 1.6 60 % 1.41 (0.95-2.10) 0.09
Group 2 75-300mg* ASA Timg from Day 2 to Day 50
* Bleeding events were defined according to the Global Utilization of Streptokinase and Tissue Plasminogen Activator for
Placebo clopidogrel £ g P g
300mg Ehos v et TR o D 2 .0 0 Occluded Coronary Arteries criteria as follows: severe bleeding was defined as fatal or intracranial hemorrhage or other
hemorrhage causing hemodynamic compromise that required blood or fluid replacement, inotropic suppert, or surgi-
* Open label ASA: at the discretion of the investigator. This represents the total dose given on Day 1{between 75-300mg), cal intervention; moderate bleeding as bleeding that required transfusion of blood but did not lead to hemodynamic
'"Zﬁl?&:ﬂ&'ﬁ'ﬂ.ﬁ:“"h' patient, or given in the emergency unit on the same day. compromise requiring intervention; and mild bleeding as bleeding not requiring transfusion and not causing hemody-

namic compromise (e.g., subcutaneous bleeding, mild hematomas, and aozing from puncture sites).**

Wang, et al. Clopidogrel with Aspirin in Acute Minor Stroke or Transient Ischemic Attack. N Engl J Med 2013. DOI: 10.1056/NEJMo0a1215340



Doble AG en stroke agudo
POINT e

* Stroke menor (NIHSS <3) o TIA de .

alto riesgo (ABCD, >4) en las —————
primeras 24 hs 1

. Clopido(?re.l (cargo 600 mg) 75 mg/d [
+ AAS (dosis variable de 50-325) por U e e
90 dias vs AAS + placebo o e

Johnston SC, et al. Clopidogrel and Aspirin in Acute Ischemic Stroke and High-Risk TIA. NEJM. 2018; DOI: 10.1056/NEJMo0a1800410




Doble antiagregacion en
agudo vy a largo plazo

A Recurrent Ischemic Stroke
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(En ACV menor y AIT de alto grado en agudo)

Short-duration treatment

CHANCE? 24 h 21d o0d ¥
POINT® 12h 90d 80 d X
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Figure 3. Forest plotfor long-duration trials.

Brown DL, et al. Benefits and Risks of Dual Versus Single Antiplatelet Therapy for Secondary Stroke Prevention. Stroke. 2021;52:00—-00. DOI: 10.1161/STR.0000000000000377




Brief Report

Antiplatelet Regimen for Patients With Breakthrough
Strokes While on Aspirin
A Systematic Review and Meta-Analysis

Meng Lee, MD; Jeftrey L. Saver, MD; Keun-Sik Hong, MD, PhD; Neal M. Rao, MD;
Yi-Ling Wu, MS; Bruce Ovbiagele, MD

Background and Purpose—0Optimal antiplatelet therapy after an ischemic stroke or transient ischemic artack while on
aspirin is uncertain. We, therefore, conducted a systematic review and meta-analysis.

Methods—We searched PubMed (1966 to August 2016) and bibliographies of relevant published original studies o identify
randomized trials and cohort studies reporting patients who were on aspirin at the time of an index ischemic stroke or
transient ischemic attack and reported hazard ratio for major adverse cardiovascular events or recurrent stroke associated
with a switch to or addition of another antiplatelet agent versus maintaining aspirin monotherapy. Estimates were
combined using a random effects model.

Resulfs—Five studics with 8723 patients with ischemic stroke or transient ischemic attack were identified. Clopidogrel
was used in 4 cohorts, and ticagrelor was used in | cohort. Pooling results showed that addition of or a switch to another
antiplatelet agent, versus aspirin monotherapy, was associated with reduced risks of major adverse cardiovascular events
(hazard ratio, 0.68; 93% confidence interval, 0.54-0.85) and recurrent stroke (harzard ratio, (0.70; 95% confidence interval,
0.54-0.92). Each of the strategies of addition of and switching another antiplatelet agent showed benefit versus continued
aspirin monotherapy, and studies with regimen initiation in the first days after index event showed more homogenous
evidence of benefit.

Conclusions—Among patients who experience an ischemic stroke or transient ischemic attack hile on aspirin monotherapy,
the addition of or a switch to another antiplatelet agent. especially in the first days after i JLwent. is associated with
fewer future vascular events, including stroke.  (Siroke. 2017;48:00-00. DOIL: lﬂ.]h!‘lplﬁifgl' J17.017895.)
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Prevencion secundaria: Conclusiones

Buscar y controlar
siempre los factores de
riesgo

Ajustar el tratamiento de
prevencion secundaria a
la causa

Tener en cuenta la
consulta con cardiologia y
evaluar otros lechos
vasculares

Realizar un adecuado
estudio de la causa del
ACV

Ajustar el tratamiento a
las comorbilidades



ACV isquémico
Reperfusion
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Modificado de: El-Koussy M, et al. Imaging of Acute Ischemic Stroke. Eur Neurol 2014;72:309-316
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0 hs 4,5 hs 6 hs 16 hs 24 hs

Trombolisis EV Seleccion de pacientes con oclusion proximal + area de penumbra

Seleccién de pacientes con

oclusion de gran arteria , .
Trombectomia mecanica

Trombectomia mecanica




Manejo prehospitalario

 Utilizar O2 para lograr Sat >94%

* En pacientes hipotensos (definido como un valor de TA < al habitual 0 <120 de
TAS) comenzar administracion de SF

* Esindispensable el testeo prehospitalario de la glucemia

* Pregunta importante mientras se transporta al paciente: TIEMPO DE INICIO DE
SINTOMAS

* Notificar al hospital receptor

Powers WJ, et al. 2018 Guidelines for the Early Management of Patients With Acute Ischemic Stroke . Stroke. 2018;49:e46—e99
Pigretti SG, et al. Consenso sobre accidente cerebrovascular isquémico agudo. MEDICINA (Buenos Aires) 2019; Vol. 79 (Supl. 11): 1-46



Excluir stroke mimics

Psicégena Ausencia objetiva de compromiso de nervios craneales, manifestaciones que
no representan una distribucidn vascular, examen inconsistente

Crisis epilépticas Historia de epilepsia, movimientos clénicos, periodo postictal

Hipoglucemia Historia de diabetes, hipoglucemia, alteracion del estado de conciencia

Migraia con aura Historia de eventos similares, aura precedente, cefalea

(migrafia complicada)

Encefalopatia Cefalea, sindrome confusional, HTA significativa, ceguera cortical, edema

hipertensiva cerebral, crisis epilépticas

Encefalopatia de Historia de consumo de alcohol, ataxia, oftalmoparesia, confusion

Wernicke

Absceso de SNC Antecedentes de abuso de drogas, endocarditis, fiebre

Tumor de SNC Sintomas de presentacion gradual, neoplasia primaria conocida, crisis desde el
inicio

Toxicidad por drogas Litio, Fenitoina, Carbamazepina

Jauch EC, et al. Guidelines for the Early Management of Patients With Acute Ischemic Stroke. Stroke. 2013;44:870-947



Evaluacion neurologica

AN N Y N N NN

Evaluar NIHSS * La terapia trombolitica no debe ser reltrasada mientras
se esperan los resultfRASIFEE particulares:

v’ Suposicion clinicaxde Ty Tpidd cbagudacibnide o

Solicitar:

TAC de cerebro sin cte o RM trombocitopenia  ecarina (si se sospecha consumo
Glucemia v Paciente recibia ACO de Inhibidores de trombina o
Saturacién de O, Inhibidores del Xa)
Funcién renal, ionoggama* . . v Hepatogram
E'inico valor de laboratorio, fuera de la excepciones thendonadas
* [ ] L] L] [ ] [ ] H H 4 H
TR/KPTT qgue debe aguardarse para iniciar la trombolisis € | Pexfil texigglogico
Hemograma con plaquetas™ tira reactiva es un método utilv' Alcoholemia
Marcadores de isquemia cardiaca* v Testd b
est de embarazo
ECG* y
EAB
v" Rx Térax
v’ EEG/PL

Powers WJ, et al. 2018 Guidelines for the Early Management of Patients With Acute Ischemic Stroke . Stroke. 2018;49:e46—e99
Pigretti SG, et al. Consenso sobre accidente cerebrovascular isquémico agudo. MEDICINA (Buenos Aires) 2019; Vol. 79 (Supl. I1): 1-46



* La TAC de cerebro sin cte es suficiente para evaluar las
contraindicaciones para la trombolisis

* La presencia, claridad y extension de los signos
tempranos se correlacionan con el riesgo de
transformacién hemorragica

* La deteccion de la localizacion y el tamano del trombo
podria influir en la toma de decisiones por terapias de
reperfusion endovascular

La realizacion de estudio vascular no invasivo esta recomendada
si se plantea el uso de tratamiento endovascular, pero no debe
retrasar la administracion de trombolisis EV si esta indicada

Powers WJ, et al. 2018 Guidelines for the Early Management of Patients With Acute Ischemic Stroke . Stroke. 2018;49:e46—e99
Pigretti SG, et al. Consenso sobre accidente cerebrovascular isquémico agudo. MEDICINA (Buenos Aires) 2019; Vol. 79 (Supl. 11): 1-46



Cambios tempranos en TCSC

e 40-50 % muestran anormalidades en la TC de
ingreso

» Signo de la cuerda

» Hipodensidad del ribete insular

» Pérdida de la interfase SG/SB

» Pérdida de la hiperdensidad del nucleo lenticular

» Hipodensidad en el territorio de la ACM

Renowden S. Imaging in stroke and vascular disease—part 1: ischaemic stroke. Pract Neurol 2014;14:77-87



ASPECTS

e Score que divide en 10 sectores el
territorio de la ACM

e Se reduce un punto por cada area
hipodensa

e 2 niveles: GB y supraganglidonicos
* Deben verse en dos cortes

e >7: buen prondstico

e <7 mal prondstico

S:78%; E: 98%

Warwick Pexman PH, et al. Use of the Alberta Stroke Program Early CT Score (ASPECTS) for Assessing CT Scans in Patients with Acute Stroke. Am J Neuroradiol. 2001:
22:1534-1542



Trombolisis endovenosa

CRITERIOS DE INCLUSION PARA PACIENTES DENTRO DE LAS
3 HORAS DE VENTANA

* Diagnostico de ACV isquémico como causa de los sintomas
* Inicio de sintomas < de 3 horas al inicio del tratamiento
* Edad > 18 anos

Powers WJ, et al. 2018 Guidelines for the Early Management of Patients With Acute Ischemic Stroke . Stroke. 2018;49:e46—e99
Pigretti SG, et al. Consenso sobre accidente cerebrovascular isquémico agudo. MEDICINA (Buenos Aires) 2019; Vol. 79 (Supl. 11): 1-46



Trombolisis endovenosa
Criterios de exclusion

Powers WJ, et al

Hemorragia en la TC de cerebro

TC que demuestra infarto multilobar (hipodensidad >1/3
de hemisferio)

Glucemia < 50 mg/dl

Sintomas sugestivos de HSA

Endocarditis infecciosa

Diseccion adrtica

TEC moderado o grave, o stroke en los 3 meses previos
Historia de hemorragia intracraneal

malformacién

Neoplasia intracraneal extraaxial,

arteriovenosa o aneurisma

Cirugia intracraneal o intraespinal en los 3 meses
previos

Puncién arterial en sitio no compresible en los 7 dias
previos

TA elevada (TAS>185 o TAD >110 mmHg)
Sangrado interno activo o en los ultimos 21 dias

Didtesis hemorragica activa, incluida intracraneal y no
limitada a ésta ubicacion

Recuento de plaquetas < 100.000/mm?3

Administracion en las 48 hs previas de heparina, con
KPTT elevado por encima de su limite superior normal

Uso actual de anticoagulantes (antagonistas de vitamina
K) con RIN>1,70 TP > 15 seg

Uso de heparina de bajo peso molecular en dosis de
tratamiento

Uso actual de anticoagulantes inhibidores directos de la
trombina o del factor Xa

. 2018 Guidelines for the Early Management of Patients With Acute Ischemic Stroke . Stroke. 2018;49:e46—e99

Pigretti SG, et al. Consenso sobre accidente cerebrovascular isquémico agudo. MEDICINA (Buenos Aires) 2019; Vol. 79 (Supl. 11): 1-46



Trombolisis endovenosa

CRITERIOS DE EXCLUSION RELATIVOS
» Sintomas menores o que recupera espontdneamente

e Embarazo

Crisis epiléptica al inicio con déficit neuroldgico postictal
residual

e Cirugia mayor o trauma serio en los 14 dias previos

e Sangrado gastrointestinal o urinario reciente (en los 21
dias previos)

|AM reciente (en los 3 meses previos)

Powers WJ, et al. 2018 Guidelines for the Early Management of Patients With Acute Ischemic Stroke . Stroke. 2018;49:e46—e99
Pigretti SG, et al. Consenso sobre accidente cerebrovascular isquémico agudo. MEDICINA (Buenos Aires) 2019; Vol. 79 (Supl. 11): 1-46



Trombolisis endovenosa

CRITERIOS ADICIONALES PARA VENTANA EXTENDIDA DE 3 A 4,5 Hs DE INICIO DE SINTOMAS

Criterios de Inclusion
* Diagnodstico de ACV isqguémico como causa de los sintomas
* |nicio de sintomas dentro de las 3 a las 4,5 horas antes de iniciar el tratamiento con rtPA
1V

Criterios de Exclusion relativos
 Edad > 80 anos
e Stroke severo (NIHSS > 25)
* Consumo de anticoagulantes, cualquiera sea el valor de RIN

e Historia de diabetes y stroke previo

Powers WJ, et al. 2018 Guidelines for the Early Management of Patients With Acute Ischemic Stroke . Stroke. 2018;49:e46—e99
Pigretti SG, et al. Consenso sobre accidente cerebrovascular isquémico agudo. MEDICINA (Buenos Aires) 2019; Vol. 79 (Supl. 11): 1-46



INTERNAR AL PACIENTE

CONSENTIMIENTO

INFORMADO m Colocar 2 vias periféricas Ab 16/18

Mantener una TA < 185/110 mm Hg antes del tratamiento y durante las primeras 24
horas

Dosis: 0,9 mg/ kg (Max. 90 mg)

10% en 1 minuto
Resto infusion en 1 hora por BIC

Ampolla: 50ml/50mg (polvo liofilizado 50 mg /diluyente 50 ml).

IMPORTANTE! (POR 24 HORAS)
Evitar el uso de AAP, ACO o heparina profilactica.
Evitar el uso de sonda nasogastrica, vesical, o catéteres intraarteriales.

Powers WJ, et al. 2018 Guidelines for the Early Management of Patients With Acute Ischemic Stroke . Stroke. 2018;49:e46—e99
Pigretti SG, et al. Consenso sobre accidente cerebrovascular isquémico agudo. MEDICINA (Buenos Aires) 2019; Vol. 79 (Supl. 11): 1-46



Manejo de la TA durante la infusion

*Un control estricto de la TA es fundamental.

* Se debe mantener una TA < 185/110 mm Hg antes del tratamiento .

TAS > 185 mm Hg o TAD > 110 mm Hg

Labetalol 10 a 20 mg IV durante 1 a 2 minutos (se puede repetir 1 vez a los 10 minutos)
o
NTG o Nitroprusiato de Na

Si la presion arterial no disminuye y se mantiene> 185/110 mm Hg, no administrar rtPA

Powers WJ, et al. 2018 Guidelines for the Early Management of Patients With Acute Ischemic Stroke . Stroke. 2018;49:e46—e99
Pigretti SG, et al. Consenso sobre accidente cerebrovascular isquémico agudo. MEDICINA (Buenos Aires) 2019; Vol. 79 (Supl. 11): 1-46



Desventajas de la trombolisis EV

* Ventana terapéutica estrecha
e Numerosas contraindicaciones

* Poca efectividad en las oclusiones proximales de las arterias

intracraneales mayores: 13-50%

* Solo entre 5-15% de los pacientes con ACVi reciben rtPA EV

Grotta JC, Hacke W. Stroke Neurologist’s Perspective on the New Endovascular Trials. Stroke. 2015;46:1447-1452
Pierot L, Derdeyn C. Interventionalist Perspective on the New Endovascular Trials. Stroke. 2015;46:1440-1446



Patient presentation within 24 hours of symptom onset of confirmed acute ischemic stroke or transient ischemic attack

Disabling deficit present (hemiparesis, aphasia, aphasia/slurred speach, visual loss/neglect, ataxia/incoordination)?

No disabling deficit present

0-24 Hours from onset

Cerebro\rascular imaging performed (computed tomography [CT] angiography or magnetic resonance angiography) ]

0-4.5 Hours from onset 4.5-9 Hours from onset 9-24 Hours from onset

0-24 Hours from onset

ABCD2 =4 or acute infarct found on
magnetic resonance imaging (MRI) or CT

N o

Mteplase eligible Large-vessel occlusion present

—
(> Ateptasec)

Large-vessel occlusion present

—b MRI or CT perfusson showing
large ratio of the volume of
potentially reversible ischemic
tissue divided by the volume of
infarcted tissue¢

Favorable profile, based on
evidence of ischemia on
diffusion-weighted imaging and
no evidence of abnormalities on
fluid-attenuated inversion
recovery (FLAIR) MRI sequence

> Alteplase®

Large-vessel occlusion present

S ———

» Single » Endovascular » Single > Alteplase » Single antiplatelet » Endovascular
antiplatelet therapy antiplatelet therapy® therapy
therapy? therapy9

N

» Single » Dual antiplatelet

antiplatelet therapy for 21 days

therapy ¥ Followed by single
antiplatelet therapy
after day 21

? A disabling deficit is defined as impairments that would prevent the patient
from performing essential activities of daily living (eg, bathing, ambulating,
toileting, hygiene, and eating) or returning to worlk.

?In the presence of large-vessel occlusion, there are insufficient data to
recommend alteplase plus endovascular therapy. Currently, endovascular
therapy alone should be considered based on imaging selection criteria.

- Single antiplatelet therapy (aspirin, clopidogrel, or ticagrelor) should be held
for 24 hours following administration of alteplase.

The DEFUSE-3 trial® applied a maximum core infarct volume of 70 mL.
Patients with greater than this volume were not eligible.

fibrillation.

€ Other criteria for endovascular therapy include a score greater than 5 on the
National Institutes of Health Stroke Scale and absence of early infarct signs on
CT of the head (ASPECTS score >5).

f The American Heart Association acute ischemic stroke guidelines®®
recommend using the criteria in the DEFUSE-3%' and DAWNZE trials for
mechanical thrombectomy in the extended 6- to 24-hour time window.

& Anticoagulants would be appropriate for cardioembolic and hypercoagulable
causes of ischemic stroke or transient ischemic attack such as atrial

Clinical Review & Education

JAMA | Review

Diagnosis and Management of Transient Ischemic Attack

and Acute Ischemic Stroke
A Review

Scott J. Mendelson, PhD, MD; Shyam Prabhakaran, MD, MS

JAMA. 2021;325(11):108B-1098. doi:10.1001/jama.2020.26867
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Tratamiento endovascular

 E| tratamiento endovascular debe ofrecerse a pacientes con oclusion
documentada de ACI (intracraneal) y M1 con TC s/cte relativamente normal y que
pueden recanalizarse en las primeras 6 hs

* Se benefician sobre todo aquellos tratados previamente con trombolisis EV

Grotta JC, Hacke W. Stroke Neurologist’s Perspective on the New Endovascular Trials. Stroke. 2015;46:1447-1452
Pierot L, Derdeyn C. Interventionalist Perspective on the New Endovascular Trials. Stroke. 2015;46:1440-1446



Cuidados generales y tratamiento de

emergencia

*Pacientes elegibles para rtPA EV deben
recibirlo asi sean candidatos a TM

*En pacientes bajo consideracion para TM,
la observacion de la respuesta a rtPA EV no
debe ser esperada

*Los pacientes deben recibir tratamiento
con TM con stent retreiver si:

*mRS 0-1

*Oclusion de ACl intracraneal o M1
*Edad > 18 anos

*NIHSS > 6

*ASPECTS >6

*Inicio dentro de las 6 hs

2018 Guidelines for the Early Management of Patients
With Acute Ischemic Siroke

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

*Es razonable en pacientes seleccionados
con obstruccion en M2 o M3

*Es razonable en pacientes seleccionados
con obstruccion de ACA, vertebrales,
basilar o ACP



Paciente con déficit neurolégico focal

N
Glucemia > 50 mg/dl
v

TC de cerebro sin sangrado y sin otro diagndstico mas probable
Y
ACV ISQUEMICO

TIEMPO DE EVOLUCION

\j i v

<4,5 hs e/4,5y6hs >6 hs
\ }
Cumple criterios para rtPA Monitoreo. control e

EV y no presenta oL . -
.. iniciar antiagregacion
contraindicaciones?

Toma de muestra de
laboratorio

A

ACV de circulacién
anterior

* mRS0-1

* NIHSS >6

* ASPECTS >6

A

A\ 4

Iniciar rtPA EV Realizar trombectomia

mecanica
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El tiempo es cerebro...

HAY MAS TIEMPQO?



Cambios en los tejidos por isquemia

Flujo Sanguineo Cerebral

ml/100 g/min
Oligohemia 60-80
| TEJIdO wa!ole Normal
Vasos colateral Sin riesgo de infarto
Penumbra
Disfuncion neuronal 20
Tejido en riesgo Fallas en
Dafio reversible e

Infarto
Dano irreversible

10

Vasos colaterales

Modificado de: ElI-Koussy M, et al. Imaging of Acute Ischemic Stroke. Eur Neurol 2014;72:309-316



Volumen de tejido

Cambios en los tejidos por isguemia

Tiempo

Vasos colaterales

Vasos colaterales

Volumen de tejido
Volumen de tejido

Tiempo Tiempo

Vasos colaterales

=

M

Vasos colaterales

Modificado de:
El-Koussy M, et al. Imaging of Acute Ischemic Stroke. Eur Neurol 2014;72:309-316
Rocha M, et al. Fast Versus Slow Progressors of Infarct Growth in Large Vessel Occlusion Stroke. Stroke. 2017;48:2621-2627

Vasos colaterales

N

e

Vasos colaterales
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Utilidad de las imagenes

« OCLUSION )

e Circulacion colateral

« NUCLEO ISQUEMICQ ===

Heit JJ, et al. Advanced Neuroimaging of Acute Ischemic Stroke Penumbra and Collateral Assessment. Neuroimag Clin N Am. 2018; 28(4): 585-597
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Thrombectomy 6 to 24 Hours after Stroke
with a Mismatch between Deficit and Infarct

R.G. Nogueira, A.P. Jadhav, D.C. Haussen, A. Bonafe, R.F. Budzik, P. Bhuva,
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E.l. Levy, P. Mitchell, M. Chen, ].D. English, Q.A, Shah, F.L. Silver, V.M. Pereira,
B.P. Mehta, B.W, Baxter, M.G, Abraham, P. Cardona, E. Veznedaroglu,

F.R. Hellinger, L. Feng, |.F. Kirmani, D.K, Lopes, B.T. Jankowitz, M.R. Frankel,
V. Costalat, N.A Vora, A J. Yoo, AM. Malik, AJ. Furlan, M. Rubiera, A. Aghaebrahim,
J.-M. Olivot, W.G. Tekle, R. Shields, T. Graves, R.]. Lewis, W.5. Smith,

D.5. Liebeskind, J.L. Saver, and T.G. Jovin, for the DAWN Trial Investigators®

This article was published on November
11, 2017, at MEJM . arg

DAWN

Ensayo clinico con sponsor de la industria (Stryker Neurovascular).

Nogueira RG, et al. Thrombectomy 6 to 24 hours after stroke with a mismatch between deficit and infarct. N EnglJ Med 2018;378:11-21.



DAWN trial

Seleccion inicial. Pacientes con inicio 6-24 hs

Afectacion < 1/3 Oclusién ACl y/o ACM-

NIHSS >10 mRS previo 0-1 ACM M1 por CTA o MRA

MISMATCH Clinica / Imagen

Infarto 0-21 cc y NIHSS > 10 Infarto 31-51 cc y NIHSS > 20

Randomizacion

Trombectomia mecanica con TREVO

. L, Tratamiento médico
(a 60 min de randomizacion)

Nogueira RG, et al. Thrombectomy 6 to 24 hours after stroke with a mismatch between deficit and infarct. N Engl J Med
2018;378:11-21.



Perfusion (Tmax>6.0s) volume: 100.0 mi
Mismatch volume: 28.0 ml
Mismatch ratio: 50.0

Nogueira RG, et al. Thrombectomy 6 to 24 hours after stroke with a mismatch between deficit and infarct. N EnglJ Med
2018;378:11-21.
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ORIGINAL ARTICLE

Thrombectomy for Stroke at 6 to 16 Hours
with Selection by Perfusion Imaging

G.W. Albers, M.P. Marks, 5. Kemp, 5. Christensen, J.P. Tsai, 5, Ortega-Gutierrez,
R.A McTaggart, M.T. Torbey, M. Kim-Tenser, T. Leslie-Mazwi, A, Sarraj,
5.E. Kasner, S.A, Ansari, 5.0, Yeatts, 5. Hamilton, M. Mlynash, |.}, Heit,

G. Zaharchuk, 5. Kim, ). Carrozzella, Y.Y, Palesch, A.M, Demchuk, R, Bammer,

P.W. Lavori, |.P. Braderick, and M.G. Lansberg, for the DEFUSE 3 Investigators®

DEFUSE 3

Ensayo clinico con NIH como sponsor.

Albers GW, Marks MP, Kemp S, et al. Thrombectomy for stroke at 6 to 16 hours with selection by perfusion imaging. N Engl J Med
2018;378:708-18



DEFUSE 3 - Poblacion

Pacientes 18-90 afos con inicio 6-16 hs. NIHSS > 6.

mRS previo 0-2

Oclusion ACl intracraneal o cuello o ACM-M1 por CTA o MRA

MISMATCH (CTP o MRI DWI+PW]1) con software RAPID

Volumen de infarto
volumen de Mismatch ratio 1,8
<70 ml penumbra > 15 ml

Randomizacion

Trombectomia mecanica _ o
_ o Tratamiento médico
(a 90 min de randomizacidn)

Albers GW, Marks MP, Kemp S, et al. Thrombectomy for stroke at 6 to 16 hours with selection by perfusion imaging. N Engl J Med
2018;378:708-18



Mismatch Infarto/Clinica
Tiempo 6-24 hs

(ol

ETRIAL 3

Mismatch Infarto/Penumbra

d = f L) [ 3 * Tiempo 6-16 hs

Nogueira RG, et al. Thrombectomy 6 to 24 hours after stroke with a mismatch between deficit and infarct. N Engl J Med 2018;378:11-21
Albers GW, Marks MP, Kemp S, et al. Thrombectomy for stroke at 6 to 16 hours with selection by perfusion imaging. N Engl J Med 2018;378:708—-18
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% mRS 0-2 a 90 dias

=
o

Respuesta al tratamiento en diferentes horarios
de ventana extendida

mRS 0-2 a 90 dias

B Endovascular H Tratamiento habitual

46% 47%

26%

= FEndovascular

—Tratamiento habitual

15%

HERMES DAWN + DEFUSE 3

<9 hs 9-12 hs >12 hs Ventana 6 hs Ventana extendida

Modificado de:
Nogueira RG, et al. Thrombectomy 6 to 24 hours after stroke with a mismatch between deficit and infarct. N Engl J Med 2018; 378: 11-21
Albers GW, et al. Thrombectomy for Stroke at 6 to 16 Hours with Selection by Perfusion Imaging. N EnglJ Med 2018; 378:708-718
Saver JL, et al. Time to Treatment With Endovascular Thrombectomy and Outcomes From Ischemic Stroke: A Meta-analysis. JAMA. 2016;316(12):1279-1288



Paciente con déficit neuroldgico focal

v
Glucemia > 50 mg/d|
v
TC de cerebro sin sangrado y sin otro diagndstico mas probable
Y
;I'oma de muestra de < ACV |SQUEM|CO
aboratorio
TIEMPO DE EVOLUCION
v i v
<4,5 hs e/ 4,5y 6 hs >6 hs
v

Cumple criterios para rtPA
EV y no presenta
contraindicaciones?

ACV de circulacion
anterior

* mRS0-1

* NIHSS >6

* ASPECTS >6

A

A 4

Iniciar rtPA EV Realizar trombectomia

mecanica




Paciente con déficit neuroldgico focal
v
Glucemia > 50 mg/dl
v
TC de cerebro sin sangrado y sin otro diagndstico mas probable

v

ACV ISQUEMICO

Toma de muestra de

A

laboratorio
TIEMPO DE EVOLUCION
v
> 6 hs
\

( - \
\ J
i

clinica
S NO
Realizar trombectomia Monitoreo, control e iniciar

mecanica antiagregacion




Paciente con déficit neuroldgico focal

v
Glucemia > 50 mg/dI
v
TC de cerebro sin sangrado y sin otro diagndstico mas probable
v
;I'oma de muestra de < ACV |SQUE|\/||CO
aboratorio
TIEMPO DE EVOLUCION
v | v
<4,5 hs Mas de 4,5 hs
v

Cumple criterios para rtPA
EV y no presenta
contraindicaciones?

v v
Obstrucciéon de ACI distal o segmento Sin Obstruccion de ACI
Iniciar rtPA EV proximal de ACM +/- evaluacién de distal o segmento
penumbra proximal de ACM

v

o
Realizar trombectomia Momtoreo control e
mecanica iniciar antiagregacién Z
®



Evaluar viabilidad tisular por medio de las imagenes

WAKE-UP EXTEND ECASS 4

Pacientes con tiempo desconocido de Inicio de sintomas 4,5 a 9 hs Inicio de sintomas 4,5 a9 hs
inicio de sintomas Relacién hipoperfusién/infarto > 1,2

Relacién hipoperfusion/infarto > 1,2
Mismatch DWI/FLAIR (< 4,5 hs?) Hipoperfusion-Infarto > 10ml

Hipoperfusion > 20 ml
Infarto < 70 mi

Detenido por enrolamiento lento Detenido por reduccion de reclutamiento
Fue detenido por resultados de WAKE-UP

debido a otros trials

Score on the Modified Rankin Scale at 90 Days
O Ol O: @ m+ W WS
Scora on Madified Rankin Scale
0 E1 E: E3 EM4 NS Hé T mmASO =mRS1 =mRS2 mmAS3 mmAS4 EmASS mmise |

3z 12
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Thomalla G, et al. MRI guided thrombolysis for stroke with unknown time of onset. N EnglJ Med 2018; 379: 611-22
Ma H, et al. Thrombolysis guided by perfusion imaging up to 9 hours after onset of stroke. N EnglJ Med 2019; 380: 1795-803
Ringleb P, Bendszus M, Bluhmki E, et al. Extending the time window for intravenous thrombolysis in acute ischemic stroke using magnetic resonance imagingbased patient selection. IntJ Stroke 2019; published online April 4.
DOI:10.1177/1747493019840938



Déficit neurolodgico focal agudo ACV I S q u é m I C O

* Estabilizar al paciente

* Evaluacién neuroldgica
* Impresion diagnodstica ACV hemorragico

Neuroimagen

ACV isquémico

[ éCandidato a reperfusion? l

S NO

Trombolisis Trombectomia

> Estudios etiolégicos <«

Ajustar Prevencién Secundaria

> |nicio de rehabilitacion <

A



Medidas generales



Controles en internacion - Hipertension

* Ensayos clinicos no han logrado demostrar si el descenso de la TA o su
mantenimiento sean mejor

* Las guias recomiendan que en pacientes no reperfundidos, no se
descienda activamente hasta por encima de 220/120 mmHg, salvo
requerimiento por comorbilidad

* Es razonable, |la discontinuacion o descenso de la medicacion
antihipertensiva previa

* Iniciar tratamiento antihipertensivo cuando el paciente se encuentre
estable

Powers WJ, et al. 2018 Guidelines for the Early Management of Patients With Acute Ischemic Stroke . Stroke. 2018;49:e46—e99
Pigretti SG, et al. Consenso sobre accidente cerebrovascular isquémico agudo. MEDICINA (Buenos Aires) 2019; Vol. 79 (Supl. 11): 1-46



—_— PA<185/110 mmHG

¢ N

sl NO
MONITOREAR LA PA —
Cada 15 minutos durante
las primeras 2h l
Cada 30 minutos durante
las siguientes 6 h
Cada 60 minutos en las * LABETALOL 10-20mg
siguientes 16 h IV {puede repetirse
una vez)
*  MNICARDIPINA S mg/h
¥ I, titula desde 2.5
mgfh cada 5-15
5i PAS 180-730 mmHG o PAD minutos | dosis
105-120mmHg maxima 15 mg/h
*  HIDARALAZIMNA
‘1" * EMALAPRILATO

v

MONITOREAR LA PA
5i la PAno se controla o PAD > 140
Cada 15 minulos durante mimiHg, 52 debe considerar
las primeras 2h NITROPRUSIATO DESODIO

Cada 30 minutos durante O A KT

6h "l-f

Cada 60 minutos en las

siguientes 16 h

Sila PA > 185/110 mmHgse
contraindica rtPA

Pigretti SG, et al. Consenso sobre accidente cerebrovascular isquémico agudo. MEDICINA (Buenos Aires) 2019; Vol. 79 (Supl. 11): 1-46



ACY ISQUEMICO-NO
rtPA

NO

PAS = 220 mmHg
y/oPAD > 120
mmHg

Primeras 24 h no
tratar PA

!

La medicacion

neurcldgica

antihipertensiva habitual
en los pacientes
previamente hipertensos
puede reiniciarse luego de
las 24 h si hay estabilidad

Pigretti SG, et al. Consenso sobre accidente cerebrovascular isquémico agudo. MEDICINA (Buenos Aires) 2019; Vol.

sl

|

Bajar PA en un
15% durante las
primeras 24 h

}

LABETALOL 10-20mg
IV [puede repetirse
una vez)
NICARDIPINA 5 mg/h
IV, titula desde 2.5
mg/h cada 5-15
minditos | dosis
maxima 15 mg/h
HIDRALATINA
ENALAPRILATO

79 (Supl. 11): 1-46




Controles en internacion - Hipoglucemia

* Uno de los principales stroke mimics
* La glucemia < 50 mg/d| es una contraindicacion de trombolisis

Hiperglucemia

* 1/3 de los pacientes la presentan al ingreso
* Es un marcador de mal prondstico
* El incremento de glucemia se relaciona a mayor riesgo de HICs

* Las guias siguen recomendando mantener la glucemia entre 140-180
mg/dl

Pigretti SG, et al. Consenso sobre accidente cerebrovascular isquémico agudo. MEDICINA (Buenos Aires) 2019; Vol. 79 (Supl. I1): 1-46



TVP/TEP

* Hasta 3% de los pacientes con ACV pueden desarrollar TVP

* La profilaxis se asocia a disminucion de mortalidad hospitalaria vy
menor estadia

 Movilizacion

 Compresion intermitente

 Farmacos Medias de
compresion

neumatica
intermitente

Powers WJ, et al. 2018 Guidelines for the Early Management of Patients With Acute Ischemic Stroke . Stroke. 2018;49:e46—e99
Pigretti SG, et al. Consenso sobre accidente cerebrovascular isquémico agudo. MEDICINA (Buenos Aires) 2019; Vol. 79 (Supl. Il): 1-46






Otras medidas

* Adecuada hidratacion y nutricion
* Prevencion del delirium

* Evaluar riesgo y prevenir las ulceras por decubito



Cuando otorgar el alta

 Estable neurolégicamente
* Estable clinicamente

* Descartadas las etiologias mas probables y de mayor recurrencia
segun el caso

* Optimizado u orientado el control de factores de riesgo
* Programacion del plan de rehabilitacion
* Inicio de seguimiento ambulatorio



Muchas gracias por su atencion



