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Abstract Background The treatment of acute ischemic stroke with cerebral reperfusion
therapy requires rapid care and recognition of symptoms.
Objective To analyze the effectiveness of implementing protocols for acute ischemic
stroke in reducing care time.
Methods Systematic review, which was performed with primary studies in Portu-
guese, English, and Spanish published between 2011 and 2020. Inclusion criteria: study
population should comprise people with acute ischemic stroke and studies should

Keywords present results on the effectiveness of using urgent care protocols in reducing care
= Ischemic Stroke time. The bibliographic search was conducted in June 2020 in the LILACS, MEDLINE,
» Acute Disease Embase, Scopus, CINAHL, Academic Search Premier, and SocINDEX databases. The
» Clinical Protocols articles were selected, and data were extracted by two independent reviewers; the
= Emergency synthesis of the results was performed narratively. The methodological quality of
Treatment articles was evaluated through specific instruments proposed by the Joanna Briggs
= Program Evaluation Institute.
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Results A total of 11,226 publications were found, of which 35 were included in the
study. Only one study reported improvement in the symptoms-onset-to-door time
after protocol implementation. The effectiveness of the therapeutic approach proto-
cols for ischemic stroke was identified in improving door-to-image, image-to-needle,
door-to-needle and symptoms-onset-to-needle times. The main limitation found in the
articles concerned the lack of clarity in relation to the study population.
Conclusions Several advances have been identified in in-hospital care with protocol
implementation; however, it is necessary to improve the recognition time of stroke
symptoms among those who have the first contact with the person affected by the
stroke and among the professionals involved with the prehospital care.

Antecedentes O tratamento do acidente vascular cerebral (AVC) isquémico com
terapia de reperfusdo requer rapido atendimento e reconhecimento dos sintomas.
Objetivo Analisar a efetividade da implementacao de protocolos para AVC isquémico
agudo na reducdo do tempo de atendimento.

Métodos Revisao sistematica realizada com estudos primarios em portugués, inglés
e espanhol publicados entre 2011 e 2020. Critérios de inclusdo: a popula¢do do estudo
foi constituida por pessoas com AVC isquémico agudo e estudos que apresentassem
resultados sobre a efetividade da implantacdo de protocolos no tempo de atendi-
mento. A pesquisa bibliografica foi realizada em junho de 2020 nas bases de dados
LILACS, MEDLINE, Embase, Scopus, CINAHL, Academic Search Premier e SocINDEX. A
selecdo dos artigos e a extracdao dos dados foram feitas por dois revisores indepen-
dentes; a sintese dos resultados foi feita de forma narrativa. A qualidade metodoldgica
dos artigos foi avaliada por meio de instrumentos do Joanna Briggs Institute.
Resultados Foram encontradas 11.226 publicacdes, das quais 35 foram incluidas no
estudo. Apenas um estudo relatou melhora no tempo inicio dos sintomas-porta apds a
implementacdo do protocolo, no entanto, foi efetiva na melhora dos tempos porta-
imagem, imagem-agulha, porta-agulha e inicio dos sintomas-agulha. A principal
limitacdo encontrada nos artigos diz respeito a falta de clareza quanto a populacdo
de estudo.

Conclusdes Varios avancos foram identificados no atendimento intra-hospitalar com
implantacdo de protocolo; porém, é necessario melhorar o tempo de reconhecimento
dos sintomas do AVC entre aqueles que tém o primeiro contato com a pessoa
acometida e entre os profissionais envolvidos com o atendimento pré-hospitalar.

The treatment of acute ischemic stroke with cerebral
reperfusion therapy (intravenous thrombolysis and mechan-

Epidemiological data on stroke worldwide are extremely
important to outline strategies for preventing and managing
the disease, incisively impacting political decisions. It is
known that approximately 80% of strokes are ischemic and
that the burden of the disease goes beyond mortality, since
approximately 50% of survivors tend to present some dis-
ability or chronic incapacity.! Global data from 2019 showed
that ischemic strokes occurred in 77.2 million people and
caused 3.3 million deaths worldwide.? The vast majority of
these deaths occurred in countries with medium and low-
income per capita, and a 42% decrease in deaths from the
disease was observed in high-income countries throughout
the last decade.’3
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ical thrombectomy) requires rapid neuroimaging tests such
as cranial computed tomography (CT) or magnetic resonance
imaging (MRI) of the brain. Thus, all international guidelines
for managing patients with acute stroke recommend devel-
oping institutional care protocols for early diagnosis and
treatment initiation.*> The speed in treatment initiation for
patients with acute ischemic stroke is essential,® since
thrombolysis within 4.5 hours and mechanical thrombec-
tomy within 24 hours after symptoms onset improves func-
tional outcomes.’

In addition to reperfusion therapy, other resources and
strategies comprise the approach to stroke, namely:
prevention of deep venous thrombosis and aspiration,
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early mobilization, treatment of seizures, as well as
maintaining good glycemic index levels and the need
for secondary prevention, which mainly encompasses
the use of platelet aggregation inhibitors and oral anti-
coagulants etc.*

In view of the above, acute stroke management is broad
and complex, since it requires the combination and coordi-
nation of interventions based on implementing guidelines
for changes in habits, and for intra- and extra-hospital care.
These are necessary to heal, rehabilitate, and provide better
quality of life for the affected cases, increasing the country’s
capacity to cope with strokes. Therefore, this study aims to
analyze the knowledge produced about the effectiveness of
urgent care protocols for acute ischemic stroke in reducing
care times.

METHODS

This is a systematic review, which was conducted in accor-
dance with the Preferred Reporting Items for Systematic
Reviews and Meta-Analyses (PRISMA).8 The steps followed
in this review were: elaboration of the question with the use
of acronyms; study protocol elaboration; search in data-
bases; selection of studies through inclusion and exclusion
criteria; data extraction; narrative synthesis of data; and
evaluation of methodological quality.

The Population, Intervention, Comparison, and Outcome
(PICO) strategy was used to elaborate the research question,
according to the description of the Joanna Briggs Institute
(2020).° Thus, the study question is: What is the effective-
ness of urgent care protocols for acute ischemic stroke in
reducing care times? In which: P (population) comprises the
patients with acute ischemic stroke; I (intervention), are the
urgent care protocols; C (comparison), is the before and after
protocol implementation; and O (outcome), is the reduction
in care times.

The inclusion criteria for scientific productions were:
studies in Portuguese, English, and Spanish; articles with
study populations consisting of people who had acute ische-
mic stroke; and articles which addressed studying the effec-
tiveness of implementing stroke protocols on care times.
Articles that did not mention the care time in mean or
median and did not present a statistical comparison between
the period before and after protocol implementation were
excluded. Duplicate articles, technical productions (manuals,
protocols), letter to the editor/opinion, research protocols,
and secondary studies were also excluded.

The bibliographic search was conducted in June 2020 in
the following databases: Embase, Scopus, MEDLINE
(accessed by PubMed), and Latin American and Caribbean
Health Sciences Literature (accessed by the Regional Portal of
the Virtual Health Library). Finally, the searches performed
in the Cumulative Index to Nursing and Allied Health Litera-
ture (CINAHL), Academic Search Premier, and SocINDEX
databases were simultaneously performed through the
EBSCO host platform, accessed by the CAPES Periddicos
website. This platform automatically deletes duplicates
found in these databases.
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Vocabularies in Portuguese, English, and Spanish were
used in LILACS searches, while only vocabularies in
English were used for searches in other databases. The
controlled and free vocabularies in searching for the studies
included the terms: stroke and acute or urgent and protocol.
The specific search strategies for each database were limited
to articles published after 2011 and are presented in the
Supplementary material (available online).

After the bibliographic search in the databases, the results
were exported to the Rayyan Intelligent Systematic Review of
the Qatar Computing Research Institute (2016),'® which
enabled eliminating duplicates and selecting publications
by two independent reviewers. The selection was initially
made by reading the title and abstract of the articles, and a
third reviewer was consulted when there was disagreement
between the reviewers’ decision. Then, the materials
were read in full, and if they were relevant to the review,
data were extracted using a specific instrument adapted
from Ursi (2005),"" which included the following items:
title of the article, journal name, authors, study location,
language and year of publication, objective, study type,
population/sample, variables, study duration, statistical
analysis, and main results. This last item was used in the
narrative data synthesis.

The methodological quality of the articles was evaluated
through the use of specific instruments proposed by the
Joanna Briggs Institute (JBI).° In this case, we used the
instrument that evaluates cohort studies (which predicts
11 items), and another that evaluates cross-sectional studies
(which predicts 8 items), making it possible to indicate the
number of items adequately addressed in the studies, accord-
ing to the number of items predicted by the instruments. The
methodological quality evaluation was not used as a criteri-
on to exclude the studies.

RESULTS

A total of 11,226 publications were retrieved from the data-
bases in the bibliographic search, with 5,218 being excluded
due to duplication. Then, after reading the titles and abstracts
of 6,008 publications, 5,741 were excluded. Thus, 267 selected
materials were considered eligible for full reading, from which
35 were included in the study (~Figure 1).

Out of 35 articles included in this review, 34 (97.1%)'2-4°
were published in English and one (2.9%)* in both English and
Spanish. Regarding the origin of the selected studies, 15

(42.9%) studies were performed in the
Americas,1317:182122.24.263031,37-404445 19 (286%) in
Europe, 1415:20.23,27.29,32,3435.46 7 (20.0%) in

Asia,'219:2.28.33.36.43 3nq 3 (8.6%) in Oceania.'®*"*2 From
the included articles, 15 (42.9%) were performed in the United
States of America,'17:1821:22.24.26,30.31.37-40.4445 4 (11 4%) in
China,'>2>3643 3 (86%) in Australia,'®**2 2 (5.7%) in
japan,w’33 2 (5.7%) in the Netherlands?33* 2 (5.7%) in
Norway,'#3> and 7 (20.0%) in varying countries'>-2%-27-29.32:46
(=Table 1).

The objectives and other characteristics of scientific pro-
duction regarding the systematic review on the effectiveness
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Identification

Articles identified in the databases

EMBASE - 4,168

SCOPUS - 2,816

MEDLINE - 2,670
Academic Search Premier — 790

CINAHL - 650
LILACS - 130

Socindex - 2

|

Screening

Duplicate articles excluded
(n=5,218)

Eligibility

Included

l

Articles to be selected through title
and abstract reading

(n=6,008)

Articles

excluded when reading the title and
abstract

(n=5,741)

Articles eligible for full reading
(n=267)

Articles included in the review -
narrative synthesis

(n=35)

Articles excluded after full reading
(n=188)

- 119 did not study effectiveness
- 44 revision/ update

- 30 studied the effectiveness but not
on care time

- 11 research protocol

- 10 did not mention care time in mean
or median

- 7 articles in other languages
- 5 letter to the editor/opinion

- 4 did not present a statistical
comparison between periods

- 2 duplicate articles

Figure 1 Flowchart of the number of publications analyzed at each
stage of the systematic review; regarding the effectiveness of the
urgent care protocols for acute ischemic stroke in reducing care
times, Ribeirdo Preto, Sdo Paulo, Brazil, 2020. Source: Adapted from
Moher et al. (2009).2

of the use of protocols in the therapeutic approach to acute
ischemic stroke are presented in =Table 1. A description of
the main results of the articles included in the narrative
literature review on the effectiveness of the urgent care
protocols for acute ischemic stroke in reducing care times
is presented in ~Table 2.

Only 1 study>® reported improvement in the symptoms’
onset-to-door time after protocol implementation, out of 14
studies'*16:23:27:30.36-43.46 that approached this outcome. All
(19) studies'16:23-25.272830-32,36,38-44.46 (hat  addressed
door-to-image time reported improving it. Image-to-needle
time improved in 10 studies'®16:19:23:25.26.30.36.41.46 ;¢ of
1115.16.19.23.25,26,30,32.36,41.46 that assessed it. Door-to-needle
time improved in 29 studies'?13:1°-18.20,22-30,32,34-4345.46 ;¢
of 32 studies'%13:1>-18:20-43.45.46 that addressed it. Finally,
1212:21,23,24,29,36-40,42,46 out of 19
studies'%17:21:23-26,.29,32,33,35-42.46 raported improvement in
the symptoms-onset-to-needle time (~Table 2).

The main limitation found in the articles regarding the
assessment of methodological quality concerned the lack of
clarity in relation to the study
population,'6:19-21-23.26.28,35-37,39-41.43 3y 3 possible unre-
liable measurement of exposures and outcomes, since some
studies collected data from secondary
sources.!316:17.19.20.24.26-29,31,34.38.40.41  aAdditionally, the
articles compared two moments (before and after the implan-
tation of the protocol) without the study of cause and effect, so
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the questions of the instrument related to identification of
confounding variables and strategies to minimize follow-up
losses did not apply to evaluating the articles included in the
review (~Supplementary Material, available online).

DISCUSSION

The response time when facing a suspected stroke case was
widely addressed in the studies included in this review, being
an indicator of the effectiveness of implementing the pro-
tocols and of reorganizing services for treating acute ische-
mic stroke cases. Thus, the response time was stratified into
several segments composing a list of indicators, namely:
symptoms onset-to-door time, door-to-image time; image-
to-needle time; door-to-needle time; and symptoms-onset-
to-needle time. In addition to the indicators mentioned
above, which were approached in this discussion, it is worth
mentioning the existence of other time indicators that were
contemplated in articles, but not mentioned in this review.

The symptoms onset-to-door time measures the time
elapsed between the onset of symptoms and the patient’s
arrival at the referral hospital. Only 1 article*® mentioned the
reduction of this time after implementing the stroke protocol,
revealing the importance of awareness programs directed to
lay people*”*® and pre-hospital care professionals*’***= to
shorten this time. These programs can be provided through
campaigns in accordance with community health services and
other social sectors. Thus, the effectiveness of implementing
protocols when training people to recognize stroke signs is
necessary and can lead to an increase in the proportion of
suspected cases identified**° and referred to the reference
service within the therapeutic time window.

The time between the patient’s hospital arrival until the
imaging exam (CT or MRI), called door-to-image time,
decreased with protocol implementation in all studies
that assessed it. It seems that this time was lower in
patients who arrived with suspected stroke'®#%>1->3 and
in those who arrived at hospitals which had the guideline to
immediately direct them to the examination instead of
referring it to another department of the hospital, 32>* or
for another exam.>? Thus, the local health system first needs
to have a reference hospital for the care of stroke cases,
which has to be warned in advance about the patient’s
arrival and organize for the direct referral of cases to an
imaging exam. To succeed, hospitals have to train the
administrative team of hospitals to reduce the time in
performing the bureaucracies involved in the admission
process of patients.

The image-to-needle time, which corresponds to the time
between the imaging exam performance and puncture for
thrombolysis or thrombectomy, showed a decrease in 90.9%
of the studies that addressed it. It is worth emphasizing the
importance of the presence of a neurologist for the exam
evaluation, either in person or remotely through telemedi-
cine in places where the reference hospital for the care of
stroke cases is already defined, as well as a qualified nursing
team, inputs and medicines for the rapid institution of
treatment, which must be initiated in the exam room.

Vol. 80 No. 7/2022 © 2022. Academia Brasileira de Neurologia. All rights reserved.
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Care time after implementing stroke protocols

The door-to-needle time showed a significant decrease in
90.6% of the studies after implementing the stroke protocol.
This time is closely related to the structural and operational
reorganization to provide adequate and timely care to affect-
ed cases in the stroke care units, and can also be reduced if an
adequate diagnostic hypothesis is raised for stroke cases by
the prehospital urgency and emergency medical ser-
vices, 40455054 with the intention of quickly activating the
stroke code.#6->0:>>

The symptoms-onset-to-needle time decreased in 63.2%
of the studies after implementing the
protocol.1:21:23:24.29.36-40,42.46 T despite the advances
in in-hospital care, efforts are required to raise awareness
and sensitize people in the community regarding recogni-
tion of the urgency of attending a case with signs and
symptoms compatible with stroke. In this sense, Primary
Health Care services and teams need to be involved in the
Stroke Care Network with clear roles and responsibilities to
achieve these objectives. Additionally, the availability of a
specific algorithm to avoid treatment delays and to prioritize
cases when emergency medical services are triggered should
be encouraged.

The need to better elucidate the study population should
be emphasized in the studies included in the present review,
to highlight the similarities between the groups studied, and
to provide reliable measures of exposures and outcomes by
conducting a prospective data collection.

This review had as a limitation the impossibility of
relating the effectiveness of using protocols in stroke care
based on their composition and characteristics, since they
were not always described in detail in the studies. The
systematic review is also limited, as the searches for articles
were conducted only by title, abstract, and keywords in
most of the databases—no full text search was made.
Additionally, meta-analysis and assessment of the quality
of the evidence of this systematic review could not be
performed.

In conclusion, the importance and relevance of imple-
menting protocols in stroke care and effectiveness in the
time elapsed between the onset of symptoms and initiating
treatment was identified in this study. Therefore, it is neces-
sary to seek improvement in the recognition time of stroke
symptoms among people who have first contact with the
person affected by the stroke, as well as prehospital care and
hospitalization, making efforts to provide reperfusion ther-
apy. Furthermore, the lack of detailed description of the
implemented protocols represents a gap to be investigated
in future comparative studies.

Supplementary material is avalilable online.
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