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FRECUENTE PREVENIBLE GRAVES 
CONSECUENCIAS TRATABLE
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Por cada 15 minutos ganados en la aplicación del tratamiento, disminuye la 
mortalidad en un 4 % y aumenta otro 4 % la probabilidad de sobrevivir al 
ictus sin secuelas1
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Resultado favorable (mRS 0-1) frente a tiempo2

1. Saver JL, et al. Time to treatment with intravenous tissue plasminogen activator and outcome from ischemic stroke. JAMA. 2013;309(23):2480-2488.

2. Lees et al. Lancet 2010;375:1695-1703

NNT: número de pacientes que es necesario tratar; OTT: tiempo desde el inicio del ictus hasta el inicio del tratamiento; mRS: puntuación de Rankin modificada
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La probabilidad de un resultado favorable es mayor si se ganan 30 min. al inicio 
de los síntomas que si se gana ese mismo tiempo más tarde
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ANTAGONISTAS DE LA
VITAMINA K RIVAROXABAN**

APIXABAN**

EDOXABAN** INR<1.7 IDARUCIZUMAB

DABIGATRAN
48 horas previas * 
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BACKGROUND
Specific reversal agents for non–vitamin K antagonist oral anticoagulants are lack-
ing. Idarucizumab, an antibody fragment, was developed to reverse the anticoagu-
lant effects of dabigatran.

METHODS
We undertook this prospective cohort study to determine the safety of 5 g of in-
travenous idarucizumab and its capacity to reverse the anticoagulant effects of 
dabigatran in patients who had serious bleeding (group A) or required an urgent 
procedure (group B). The primary end point was the maximum percentage reversal 
of the anticoagulant effect of dabigatran within 4 hours after the administration 
of idarucizumab, on the basis of the determination at a central laboratory of the 
dilute thrombin time or ecarin clotting time. A key secondary end point was the 
restoration of hemostasis.

RESULTS
This interim analysis included 90 patients who received idarucizumab (51 patients 
in group A and 39 in group B). Among 68 patients with an elevated dilute throm-
bin time and 81 with an elevated ecarin clotting time at baseline, the median 
maximum percentage reversal was 100% (95% confidence interval, 100 to 100). 
Idarucizumab normalized the test results in 88 to 98% of the patients, an effect 
that was evident within minutes. Concentrations of unbound dabigatran remained 
below 20 ng per milliliter at 24 hours in 79% of the patients. Among 35 patients 
in group A who could be assessed, hemostasis, as determined by local investigators, 
was restored at a median of 11.4 hours. Among 36 patients in group B who under-
went a procedure, normal intraoperative hemostasis was reported in 33, and mildly 
or moderately abnormal hemostasis was reported in 2 patients and 1 patient, respec-
tively. One thrombotic event occurred within 72 hours after idarucizumab adminis-
tration in a patient in whom anticoagulants had not been reinitiated.

CONCLUSIONS
Idarucizumab completely reversed the anticoagulant effect of dabigatran within 
minutes. (Funded by Boehringer Ingelheim; RE-VERSE AD ClinicalTrials.gov number, 
NCT02104947.)
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Fibrinolisis 
intravenosa

Ventana 
terapéutica

Oclusión

(AngioTC/RM) Selección Criterios neuroimagen

MR. CLEAN Permitido 6 horas ICA, M1-M2, 
ACA

>18 años

NIHSS≥2

Exclusión de HIC

(TC o RM)

EXTEND-IA Obligatorio 6 horas ICA, M1-M2
>18 años

NIHSS≥0

TC perfusión (RAPID):

Core < 70 ml


Penumbra > 10 ml

ESCAPE Permitido 12 horas ICA, M1-M2
>18 años

NIHSS≥5

ASPECTS ≥ 6

AngioTC: buenas/moderadas 

colaterales

SWIFT-
PRIME Obligatorio 6 horas ICA, M1

<85 años

NIHSS≥8

<80 años: lesión <50 ml (RM) 

o < 40 ml (TC)


80-85 años: lesión <20 ml (RM) 

o <10 ml (TC)

REVASCAT Permitido 8 horas ICA, M1
<85 años

NIHSS≥6

ASPECTS ≥ 7
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Características de las unidades de ictus y equipos de ictus en España en el año 2018  Proyecto Pre2Ictus. Neurología; 2020.
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ESTUDIO 
DE LABORATORIO NEUROIMAGEN ESTUDIO DE TSA 
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CRITERIOS TOAST (Trial of Org 10172 in Acute Stroke Treatment)

Classification of subtype of acute ischemic stroke. 
Definitions for use in a multicenter clinical trial. TOAST. Trial of Org 10172 in Acute Stroke Treatment. Stroke; 1993. 



ENFERMEDAD CEREBROVASCULAR

Ø Déficit neurológico máximo instaurado bruscamente (en segundos o pocos minutos).

Ø Aparición durante la vigilia.

Ø Pérdida de consciencia (transitoria) y/o crisis comiciales al inicio del cuadro.

Ø Múltiples infartos cerebrales simultáneos.

Ø Infartos cerebrales o AIT previos en diferentes territorios vasculares.

Ø Historia o coexistencia de embolismos sistémicos.

ICTUS DE  ETIOLOGÍA CARDIOEMBÓLICA
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FA responsable de 1/3 de los  Ictus cardioembólicos

Ictus relacionados con FA: 
-Son más frecuentes en mujeres
-Más graves
-Más incapacitantes
-Mayor riesgo de institucionalización
-Mayor riesgo de recurrencia
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DABIGATRAN RIVAROXABAN APIXABAN EDOXABAN
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Statistical analysis
We obtained information about the following out comes 
from the main trial publications, supplemental appen-
dices, and relevant subsequent analyses:5–8,15–23 stroke 
and systemic embolic events, ischaemic stroke, 
haemor  rhagic stroke, all-cause mortality, myocardial 
infarction, major bleeding, intracranial haemorrhage 
(including haemor rhagic stroke, epidural, subdural, 
and subarachnoid haemorrhage), and gastrointestinal 
bleeding. When poss ible, we did analyses with the 
intention-to-treat population for effi  cacy outcomes and 
with the safety population for bleeding outcomes. In 
RE-LY5 and ENGAGE AF–TIMI 48,8 two doses of 
dabigatran and edoxaban, respectively, were compared 
with warfarin. Rather than combining data with both 
doses into one meta-analysis, which would merge the 
benefi t and risk of diff erent doses, potentially com-
promising interpretability, we undertook a meta-
analysis with both higher doses (dabigatran 150 mg 
twice daily for RE-LY and edoxaban 60 mg once daily for 
ENGAGE AF–TIMI 48) combined with the single doses 
studied in ROCKET AF6 (rivaroxaban 20 mg once daily) 
and ARISTOTLE7 (5 mg twice daily). In a separate 
analysis we undertook a meta-analysis of the two lower 
doses (dabigatran 110 mg twice daily for RE-LY and 
edoxaban 30 mg once daily for ENGAGE AF–TIMI 48). 
We did two sensitivity analyses including a meta-analy-
sis of only the factor Xa inhibitors, with removal of the 
thrombin inhibitor dabigatran, and an analysis com-
bining all doses of all drugs (both high and low doses of 
dabigatran and edoxaban with rivaroxaban and apixa-
ban). We did not use any data from phase 2 dose-
ranging studies because of their small sample size and 
short follow-up, which precluded comparable ascertain-
ment for all the outcomes analysed.

We calculated relative risks (RRs) and corresponding 
95% CIs for each outcome and trial separately and 
checked fi ndings against published data for accuracy. 
When necessary, we calculated numbers of outcome 
events on the basis of event rates, sample size, and 
duration of follow-up. Outcomes were then pooled and 
compared with a random-eff ects model.24 We assessed the 
appropriateness of pooling of data across studies with use 
of the Cochran Q statistic and I² test for heterogeneity.25

We assessed comparative effi  cacy and safety for stroke 
or systemic embolic events and for major bleeding (the 
primary effi  cacy and safety outcomes) in important 
clinical subgroups: age (<75 vs ≥75 years), sex, history of 
previous stroke or transient ischaemic attack, history 
of diabetes, renal function (creatinine clearance 
<50 mL/min, 50–80 mL/min, >80 mL/min), CHADS2 
risk score (0–1, 2, 3–6), vitamin K antagonist status at 
study entry (naive or experienced), and centre-based 
time in therapeutic range (threshold of <66% vs ≥66%). 
The centre-based time in therapeutic range is the mean 
time in therapeutic range at each enrolling centre 
achieved in its patients randomised to warfarin. The 
range is used as a surrogate of the quality of control of 
international normalised ratio for all the patients 
receiving warfarin at that site. All four of the trials 
reported the centre-based time in therapeutic range 
achieved in their respective warfarin groups by quartiles. 
We selected our threshold of centre-based time in 
therapeutic range because RE-LY, ROCKET AF, and 
ARISTOTLE all had a quartile boun dary near 66% and 
because the threshold diff erentiates the effi  cacy and 
safety of oral anticoagulants from dual antiplatelet 
therapy.6,16,22 Because we had access to the clinical 
database in ENGAGE AF–TIMI 48, we could run this 
analysis at a threshold of 66%. We did all analyses with 
Comprehensive Meta-Analysis software (version 2).

Role of the funding source
There was no funding source for this study. All 
authors had full access to all the data in the study and 
had fi nal responsibility for the decision to submit for 
publication.

Results
42 411 participants received a new oral anticoagulant and 
29 272 participants received warfarin. The table shows 
base line characteristics for each study. The average age 
of patients was similar between trials as was the 
proportion of women recruited (table). However, the 
underlying risk for stroke diff ered signifi cantly across 
the trials as shown by the proportion of patients with 
CHADS2 scores of 3–6 (table). Median follow-up ranged 
from 1·8 years to 2·8 years and the median time in 

Figure 1: Stroke or systemic embolic events
Data are n/N, unless otherwise indicated. Heterogeneity: I²=47%; p=0·13. NOAC=new oral anticoagulant. RR=risk ratio. *Dabigatran 150 mg twice daily. †Rivaroxaban 
20 mg once daily. ‡Apixaban 5 mg twice daily. §Edoxaban 60 mg once daily.

RR (95% CI) pNOAC (events) Warfarin (events)

 RE-LY5*
 ROCKET AF6†
 ARISTOTLE7‡
 ENGAGE AF–TIMI 488§
 Combined (random)

 134/6076
 269/7081
 212/9120
 296/7035
 911/29 312

 199/6022
 306/7090
 265/9081
 337/7036
 1 107/29 229

 0·66 (0·53–0·82) 0·0001
 0·88 (0·75–1·03) 0·12
 0·80 (0·67–0·95) 0·012
 0·88 (0·75–1·02) 0·10
 0·81 (0·73–0·91) <0·0001

1·00·5 2·0

Favours warfarinFavours NOAC
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therapeutic range in patients in the warfarin groups 
ranged from 58% to 68% (table).

Figure 1 shows the comparative effi  cacy of high-dose 
of new oral anticoagulants and warfarin. Allocation to a 
new oral anticoagulant signifi cantly reduced the com-
posite of stroke or systemic embolic events by 19% 
compared with warfarin (fi gure 1). The benefi t was 
mainly driven by a large reduction in haemorrhagic 
stroke (fi gure 2). New oral anticoagulants were also 
asso ciated with a signifi cant reduction in all-cause 
mortality (fi gure 2). The drugs were similar to warfarin 
in the prevention of ischaemic stroke and myocardial 
infarction (fi gure 2).

Randomisation to a high-dose new oral anticoagulant 
was associated with a 14% non-signifi cant reduction in 
major bleeding (fi gure 3). In line with the reduction in 
haemorrhagic stroke, a substantial reduction in intra-
cranial haemorrhage was observed, which included 
haemorrhagic stroke, and subdural, epidural, and sub-
arachnoid bleeding (fi gure 2). New oral anticoagulants 
were, however, associated with increased gastrointestinal 
bleeding (fi gure 2).

The benefi t of new oral anticoagulants compared with 
warfarin in reducing stroke or systemic embolic events 
was consistent across all subgroups examined (fi gure 4). 
The safety of new oral anticoagulants compared with 

warfarin was generally consistent for the reduction of 
major bleeding across subgroups, with the exception of 
a signifi cant interaction for centre-based time in thera-
peutic range (fi gure 4). We noted a greater relative 
reduction in bleeding with new oral anticoagulants at 
centres that achieved a centre-based time in therapeutic 
range of less than 66% than at those achieving a time in 
therapeutic range of 66% or more (fi gure 4).

The low-dose new oral anticoagulant regimens had 
similar effi  cacy to warfarin for the composite of stroke 
or systemic embolic events (appendix). When diff eren-
tiated by stroke type, the low-dose regimens were asso-
ciated with an increase in ischaemic stroke compared 
with warfarin, which was balanced by a large decrease 
in haemorrhagic stroke (appendix). Similar to the 
higher-dose regimens, the low doses showed a signifi -
cant reduc tion in all-cause mortality (appendix). Signifi -
cantly more myocardial infarctions were reported with 
the low-dose regimens than with warfarin (appen dix). 
The low-dose regimens were associated with a non-
signifi cant reduction in major bleeding, but with a 
signifi  cant reduction in intracranial haemor rhage. 
Gastro  intestinal bleeding was similar between low-dose 
new oral anti coagulants and warfarin (appendix).

A meta-analysis of only the factor Xa inhibitors , with 
removal of dabigatran, showed similar results to the 

Figure 2: Secondary effi  cacy and safety outcomes
Data are n/N, unless otherwise indicated. Heterogeneity: ischaemic stroke I²=32%, p=0·22; haemorrhagic stroke I²=34%, p=0·21; myocardial infarction I²=48%, 
p=0·13; all-cause mortality I²=0%, p=0·81; intracranial haemorrhage I²=32%, p=0·22; gastrointestinal bleeding I²=74%, p=0·009. NOAC=new oral anticoagulant. 
RR=risk ratio.

Figure 3: Major bleeding
Data are n/N, unless otherwise indicated. Heterogeneity: I²=83%; p=0·001. NOAC=new oral anticoagulant. RR=risk ratio. *Dabigatran 150 mg twice daily. 
†Rivaroxaban 20 mg once daily. ‡Apixaban 5 mg twice daily. §Edoxaban 60 mg once daily.

RR (95% CI) pPooled NOAC 
(events)

Pooled warfarin 
(events)

Efficacy
Ischaemic stroke
Haemorrhagic stroke
Myocardial infarction
All-cause mortality

 665/29 292
 130/29 292
 413/29 292
 2022/29 292

 724/29 221
 263/29 221
 432/29 221
 2245/29 221

 0·92 (0·83–1·02) 0·10
 0·49 (0·38–0·64) <0·0001
 0·97 (0·78–1·20) 0·77
 0·90 (0·85–0·95) 0·0003

Safety
Intracranial haemorrhage
Gastrointestinal bleeding

 204/29 287
 751/29 287

 425/29 211
 591/29 211

 0·48 (0·39–0·59) <0·0001
 1·25 (1·01–1·55) 0·043

10·2 20·5

Favours warfarinFavours NOAC

RR (95% CI) pNOAC (events) Warfarin (events)

 RE-LY5*
 ROCKET AF6†
 ARISTOTLE7‡
 ENGAGE AF–TIMI 488§
 Combined (random)

 375/6076
 395/7111
 327/9088
 444/7012
 1 541/29 287

 397/6022
 386/7125
 462/9052
 557/7012
 1 802/29 211

 0·94 (0·82–1·07) 0·34
 1·03 (0·90–1·18) 0·72
 0·71 (0·61–0·81) <0·0001
 0·80 (0·71–0·90) 0·0002
 0·86 (0·73–1·00) 0·06

1·00·5 2·0

Favours warfarinFavours NOAC

See Online for appendix

EFICACIA

SEGURIDAD

Ruff. 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.
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ICTUS DE  ETIOLOGÍA ATEROTROMBÓTICO
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DISPLASIA FIBROMUSCULAR ENFERMEDAD DE MOYAMOYA DISECCIÓN CAROTÍDEA



ENFERMEDAD CEREBROVASCULAR: Carotid web
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• Cumplir con los objetivos de seguimiento al alta. 
• Asegurar la comprensión de las medidas terapéuticas. 
• Comprobar los posibles efectos adversos de la medicación y la correcta adherencia.
• Prevención secundaria de ictus.
• Establecer un plan de cuidados y de rehabilitación (domiciliaria, ambulatoria) individualizado, 

en función de las secuelas neurológicas adquiridas. 

Al alta hospitalaria, se recomienda el contacto inmediato con Atención 
Primaria (AP) para realizar una primera evaluación clínica.

Comunidad de Madrid. Plan de atención a los pacientes con ictus 2021. Madrid: Dirección General de Proceso Integrado de Salud Servicio Madrileño de Salud. Consejería 
de Sanidad; 2021
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Hipertensión arterial (HTA)
Iniciar tratamiento antihipertensivo, una vez superada la fase aguda, en los pacientes con cifras >140/90 mmHg

Diabetes mellitus (DM)
• Evaluar la hemoglobina A1c (HbA1c) para el diagnóstico de una posible DM desconocida. 

• En DM previa, llevar un estrecho control de los niveles de glucemia y mantener la HbA1c <7 % (pero individualizando según las condiciones del 
paciente).  

Hipercolesterolemia
• Se recomienda atorvastatina 80 mg o con terapia intensiva con estatinas tras ictus isquémico de etiología aterotrombótica o por enfermedad 

de pequeño vaso. 

• En los demás pacientes se debe valorar el tratamiento con estatinas en función del riesgo vascular (coexistencia de otras patologías en las que 
estén indicadas).  Objetivo: disminuir el colesterol-LDL ≤70 mg/dL (1,8 mmol/L) o al menos un 50 %. 

Seguimiento en AP tras ictus. Prevención secundaria del ictus. 
Control de los factores de riesgo vascular
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