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INTRODUC TION

The benefits of recanalizing therapies in acute ischemic stroke are 
highly time- dependent [1,2]. Each minute lost reduces therapeutic 
efficacy [3,4]. Critical factors for the swift application of intravenous 
thrombolysis (IVT) and endovascular treatment (EVT) are a sensitive 
triage and a well- organized stroke team. Current guidelines recom-
mend the establishment of stroke teams and education programs [5]. 
Improving process times in a multicentric design has been challenging. 
The French AVC II trial did not meet its primary goal to improve process 
times, but increased thrombolysis rates [6]. The interventions of the US 
INSTINCT trial and the Dutch PRACTISE trial had aimed primarily at 
increasing the rate of IVT. Process times were not influenced [7,8].

Crew resource management (CRM) was coined in 1979 by NASA 
psychologist John Lauber [9]. CRM strengthens non- technical skills 
like communication and teamwork [10,11]. Similar to CRM, simula-
tion training has been shown to enhance team operations and has 
been associated with improved clinical outcomes [12– 14]. Recently, 
a significant alleviation of job strain for nurses on intensive care units 
by a simulation program has been reported [15]. There are several 
reports showing efficacy of simulation- based interventions directed 
at stroke teams of single hospitals [16,17], specific members of the 
stroke team [18,19] and regional stroke networks [20,21].

The STREAM Trial was directed at high- level stroke centers in a 
multicentric, prospective, interventional design to assess the effect 
of a multicomponent quality improvement program. We hypothe-
sized that the implementation of a stroke team algorithm, applying 
the principles of CRM and stroke team simulation training would im-
prove the process times of acute stroke care.

METHODS

The data that support the findings of this study as well as the stroke 
team training materials are available from the corresponding author.

Trial design

STREAM (Simulation- based Training of Rapid Evaluation and 
Management of Acute Stroke) was a single- arm, prospective, multicenter 
trial with a pre- test post- test design and central source data monitoring. 
The details of the study protocol were published previously [22]. Seven 
tertiary care neurocenters located at university hospitals in Germany 
jointly underwent the trial interventions in parallel and collected data 
on all direct- to- center patients receiving recanalizing therapies. This 
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Abstract
Background: The objective of the STREAM Trial was to evaluate the effect of simulation 
training on process times in acute stroke care.
Methods: The multicenter prospective interventional STREAM Trial was conducted 
between 10/2017 and 04/2019 at seven tertiary care neurocenters in Germany with 
a pre-  and post- interventional observation phase. We recorded patient characteristics, 
acute stroke care process times, stroke team composition and simulation experience for 
consecutive direct- to- center patients receiving intravenous thrombolysis (IVT) and/or 
endovascular therapy (EVT). The intervention consisted of a composite intervention cen-
tered around stroke- specific in situ simulation training. Primary outcome measure was 
the ‘door- to- needle’ time (DTN) for IVT. Secondary outcome measures included process 
times of EVT and measures taken to streamline the pre- existing treatment algorithm.
Results: The effect of the STREAM intervention on the process times of all acute stroke 
operations was neutral. However, secondary analyses showed a DTN reduction of 5 min 
from 38 min pre- intervention (interquartile range [IQR] 25– 43 min) to 33 min (IQR 23– 
39 min, p = 0.03) post- intervention achieved by simulation- experienced stroke teams. 
Concerning EVT, we found significantly shorter door- to- groin times in patients who were 
treated by teams with simulation experience as compared to simulation- naive teams in the 
post- interventional phase (−21 min, simulation- naive: 95 min, IQR 69– 111 vs. simulation- 
experienced: 74 min, IQR 51– 92, p = 0.04).
Conclusion: An intervention combining workflow refinement and simulation- based stroke 
team training has the potential to improve process times in acute stroke care.
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trial had the approval of the ethics committee of Frankfurt University 
Hospital (ID 433/16) and secondary approvals were obtained from the 
ethics committees of all participating centers.

Patients

All adult (age ≥18 years) patients receiving IVT and/or EVT for stroke 
after direct referral by the emergency medical services (direct- to- 
center patients) were enrolled. Patients who were transferred from 
another hospital (e.g. for EVT) or patients with an in- hospital or walk-
 in stroke were excluded from the trial. The trial intervention itself, 
which was a guideline- based quality improvement program planned 
jointly by the participating centers and thus standard of care, did not 
require individual consent. Nevertheless, informed consent to the 
central data collection from patients or their legal representatives was 
sought by the trial teams in the days following the acute treatment.

Data collection

The trial intervention was flanked by two 3- month observation 
phases. All direct- to- center stroke patients receiving IVT and/
or EVT were recorded in the 3 months before and after the inter-
vention. During the 6 months of the intervention no patients were 
recruited. Monitored screening logs ensured adequate efforts at 
consecutive inclusion of all eligible patients. We collected data on 
individual patient case report forms as described previously [22]. 
The trial- specific simulation training was accompanied by a short 
questionnaire on the expectations (pre) and the rating (post) of the 
training that has been published previously [20].

Intervention

The intervention [22] consisted of five components:

1. Centers were asked to nominate three key persons of differ-
ent professions and disciplines involved in acute stroke care to 
act as local champions of the STREAM intervention: emergency 
department/stroke unit nursing, neurology, neuroradiology and 
anesthesiology. These champions then attended one of two iden-
tically structured central 2- day site champion meetings comprising:

2. critical peer- to- peer review of their institutions' stroke protocol 
with the aim of a critical revision and written adaptation (‘over-
haul’) of the standard operating procedure (SOP) and

3. introduction to the concepts of simulation training as well as 
CRM, described in detail in the supplements online. The next step 
were

4. two full- day stroke team trainings at each trial site led by the 
principal investigator's dedicated stroke team trainers, starting 
with a theoretical introduction focused on acute stroke therapies 
as well as CRM [23]. This theoretical primer was followed by in 

situ simulation for the entire interdisciplinary, multiprofessional 
stroke team with a high- fidelity manikin (Resusci Anne, Laerdal 
Medical, Puchheim, Germany) at the emergency department, 
computed tomography and angiography suite. The training was 
concluded by an intensive interdisciplinary debriefing focusing on 
CRM principles like closed- loop- communication [24,25]. Details 
concerning simulation training are described in detail in the sup-
plemental material online.

5. The champions at each center were provided with teaching mate-
rials to establish independent stroke team trainings.

Trial outcomes

All time intervals were calculated centrally after central on- site 
source data monitoring as described previously [22]. ‘Door- to- 
needle’ time (DTN), the interval from the patient's arrival at the 
hospital until the start of IVT as the most important benchmark 
parameter for acute stroke therapy, was the primary endpoint. 
Secondary endpoints were the ‘door- to- groin’ time (DTG) mark-
ing the interval from the patient's arrival at the hospital to the 
start of the endovascular procedure (groin puncture). In patients 
receiving IVT prior to EVT, we collected the time interval from 
IVT initiation to the arrival in the angio suite (‘needle- to- angio’) 
reflecting the interdisciplinary decision- making process to pro-
ceed towards EVT, and the interval from the arrival at the angio 
suite to the start of the procedure (‘angio- to- groin’) reflecting the 
handover to and preparations by the anesthesiology and neuro-
interventions team.

Since an acceleration of procedures may take its toll on patient 
safety (e.g. by overlooking possible contraindications to thromboly-
sis linked to a higher bleeding risk), we recorded intracranial hemor-
rhages on follow- up imaging as a safety outcome measure according 
to the Heidelberg Bleeding Classification [26] (classified as symp-
tomatic or asymptomatic by the local investigators).

Data analysis

A priori sample size calculation based on a pilot trial in the re-
gional stroke network INVN Rhein- Main yielded a minimal num-
ber of 110 patients in each observational phase for a statistical 
power of 80% and a type 1 error probability of < 0.05 to reduce 
door- to- needle time by 10 min [20]. Site feasibility questionnaires 
showed that the seven stroke centers performed 170 IVTs (mean, 
range 80– 250) per year, and were thus able to recruit 200 pa-
tients in each intervention phase considering a potential dropout 
rate for missing reports or informed consent in one- third of the 
patients.

Statistical analysis was performed with SPSS version 27.0 
(IBM) and GraphPad Prism 9.0 (GraphPad Software). Mean or me-
dian (depending on the presence of normal distribution, tested by 
quantile- quantile plots) and 25– 75 percent interquartile ranges 
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(IQR) of the process times are presented [27]. The statistical signif-
icance of differences between the intervention phases was tested 
via two- tailed Student's t- test or Wilcoxon−Mann−Whitney test. 
Interrupted time series analysis (ITSA) by means of the autoregres-
sive integrated moving average function (ARIMA) was employed 
to assess the effect of the intervention on the process time trends 
during the two observation periods. To improve reliability of ITSA, 
outliers (n = 1 from each observation period) were identified using 
Grubb's test and excluded from ARIMA modelling. Following es-
tablished paradigms, slopes of segmented linear regression of a 
pre-  and post- intervention interval were tested for significant 
differences (online supplemental Figure 2) [28,29]. Pearson's chi- 
square test was used for nominally scaled values. A p < 0.05 was 
considered significant.

The primary analysis (Figure 1a) comparing all patients in the 
pre- observational versus all patients in the post- observational 
phase captures the effect of all five components of the interven-
tion as planned in the trial protocol, but is susceptible to an incom-
plete penetration of the trial- specific in situ simulation trainings to 
the entire workforce of clinicians involved in acute stroke care at 
each center.

To assess the potential for efficacy of the STREAM interven-
tion in case of good adherence and simulation exposure of the en-
tire workforce, we performed two post- hoc secondary analyses. 
The first post- hoc analysis (Figure 1b) captures the combined ef-
fect of workflow overhaul and simulation training in the setting of 
optimal adherence to the trial intervention by comparing process 
times of simulation- naive teams in the pre- interventional phase 
with teams of whom at least one member had participated in the 
STREAM simulation training in the post- interventional phase. The 
second post- hoc analysis (Figure 1c) evaluates the isolated simula-
tion training effect by comparing the operations of simulation- naive 
teams versus simulation- experienced teams exclusively in the post- 
interventional phase.

RESULTS

Patient characteristics

A total of 378 stroke team operations from patient admission to the 
emergency department up to the initiation of a recanalizing therapy 
were evaluated in the trial (Figure 2). Pre-  and post- interventional 
patient characteristics did not differ significantly in terms of age and 
pre- stroke disability (modified Rankin Score [mRS]; Table 1). Stroke 
severity was slightly higher in the post- interventional group (National 
Institutes of Health Stroke Scale [NIHSS] 5 vs. 6). We found a higher 
rate of large vessel occlusion (LVO) in the post- interventional phase 
(29% pre vs. 45% post, p = 0.001). Utilization of vessel imaging was 
not different (97% pre vs. 98% post, p = 0.81; Table 1). Selecting 
patients treated by simulation- experienced stroke teams (teams of 
whom at least one member had participated in the STREAM simula-
tion training) did not lead to further significant imbalances in patient 
characteristics (Table 1).

Primary outcome

Mean DTN was not altered significantly in the primary analy-
sis (Figure 1a; 38 min, IQR 25– 43 min vs. 36 min, IQR 25– 40 min, 
p = 0.28; Table 2). However, we observed an incomplete penetra-
tion of the stroke team simulation training to the entire stroke 
team workforce. Only 53% (89/169) of all patients who received 
IVT and 51% (30/59) of all patients who received EVT in the post- 
interventional observation phase were treated by a team in which at 
least one member had simulation experience. To estimate the puta-
tive effect of regular stroke team simulation trainings that reach the 
entire staff, we performed a secondary analysis capturing the com-
bined effect of workflow overhaul and simulation training in the set-
ting of optimal adherence to the trial intervention (Figure 1b) which 

F I G U R E  1  Description of the STREAM Trial intervention and presentation of the primary and secondary analyses. (a) Primary analysis: 
the mean door- to- needle (DTN) (primary endpoint) and endovascular treatment (EVT) process times (secondary endpoints) of all pre- 
interventional patients is compared to the mean of all post- interventional patients treated with intravenous thrombolysis (IVT). (b) 
Secondary analysis capturing the effects of workflow overhaul and simulation training: the mean process times of all pre- interventional 
stroke team performances of simulation- naive stroke teams are compared to the mean process times of all post- interventional stroke 
team performances in which at least one team member had simulation experience. (c) Secondary analysis capturing the isolated effect 
of simulation training: the mean process times of simulation- naive versus simulation- experienced stroke teams exclusively in the post- 
interventional observation phase are compared. CRM, crew resource management. [Colour figure can be viewed at wileyonlinelibrary.com]
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showed a significant decrease by 5 min in the post- interventional 
phase (38 min, IQR 25– 43 min vs. 33 min, IQR 23– 39 min, p = 0.03; 
Table 2). Patients had a non- significant greater likelihood of being 
treated within the first 20 min after hospital arrival (pre: 11% 
[18/171] vs. post: 17% [15/89], p = 0.15) and there was a non- 
significant numerically smaller proportion of patients being treated 
beyond 60 min of admission (pre: 12% [20/171] vs. post: 6% [5/89], 
p = 0.12; Table 2). To evaluate the effect of the simulation training 
independent of the workflow overhaul, we compared process times 
achieved by teams with simulation experience versus simulation- 
naive teams exclusively in the post- interventional observation phase 
(Figure 1c). For simulation- experienced teams, we observed a reduc-
tion of the DTN by 6 min (39 min, IQR 25– 44 vs. 33 min, IQR 23– 39, 
p = 0.05; online supplemental Figure 1).

Secondary outcomes

EVT process times

Since the intervention was directed at all acute stroke patients re-
ceiving recanalizing therapies, EVT was applied in only 17.5% pre- 
interventional and 31.2% post- interventional. EVT process times 
were analyzed as secondary endpoints. The primary analysis of all 
patients in the pre-  versus the post- interventional phase (Figure 1a) 
showed no significant difference of the door- to- groin time (DTG, pre: 
76 min, IQR 52– 95 vs. post: 84 min, IQR 55– 96, p = 0.30; Table 2).

We performed two post- hoc secondary analyses. The first anal-
ysis captured the combined effect of workflow overhaul entailed by 
the peer- to- peer review during the central seminar and simulation 

training in the setting of optimal adherence to the trial interven-
tion (Figure 1b). The difference between stroke team performances 
leading to EVT of simulation- naive teams in the pre- interventional 
phase versus those of simulation- experienced teams in the post- 
interventional phase was not significant (pre: 78 min, IQR 55– 100 
vs. 74 min, IQR 52– 92, p = 0.70; Table 2).

The second analysis capturing the isolated simulation training ef-
fect by comparing stroke team operations of simulation- naive versus 
simulation- experienced teams exclusively in the post- interventional 
observation phase (Figure 1c) was independent of the significant 
differences in LVO prevalence and location (Table 1). We found a 
21 min shorter DTG time by simulation- experienced teams (−21 min, 
simulation- naive: 95 min, IQR 69– 111 vs. simulation- experienced: 
74 min, IQR 51– 92, p = 0.04; Figure 3).

Safety outcomes

Intracerebral hemorrhage on follow- up imaging did not increase (pre: 
15 (7.9%) vs. post: 14 (7.4%), p = 0.87). Symptomatic hemorrhagic 
transformation occurred in 2.6% (n = 5) of all patients during the 
pre- interventional phase and 1.6% (n = 3) in the post- interventional 
phase, respectively (p = 0.41; Table 2).

Workflow and behavioral changes

Baseline assessment in the pre- interventional phase showed that 
measures to accelerate IVT that have been described in a seminal 
paper by Meretoja et al. were already carried out in a considerable 

F I G U R E  2  Patient flow in the STREAM Trial. EVT, endovascular treatment; IVT, intravenous thrombolysis [Colour figure can be viewed at 
wileyonlinelibrary.com]
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proportion of the acute stroke treatments [30]. Between the pre-  
and the post- interventional phase, an increase of the involvement 
of emergency medical services (EMS) in the acute stroke workflow 
(pre: 25.9% vs. post: 38.4%, p = 0.01; online supplemental Table 1) 
and a trend towards an increase in the administration of the IVT 
bolus on the computed tomography (CT)/magnetic resonance imag-
ing (MRI) table (pre: 56.1% vs. post: 64.7%, p = 0.07) was found. In 
patients with simulation experience compared to simulation- naive 
teams, we observed a significant increase of initiation of IVT directly 
in the scanner (pre: 55.4% vs. post: 69%, p = 0.02; online supple-
mental Table 1).

Staff participation and acceptance

We carried out two in situ stroke team simulation trainings at each 
center with in total 186 participants of the seven centers' stroke 
teams. Before the study intervention, 5 participants had previous 
experience with stroke simulation; these were excluded from sub-
group analysis targeting the effect of simulation training (Table 1). 
Different teams participated in the two on- site simulation trainings 
at each trial site. No participant received more than one training. 
The training was rated as useful by 95.5% (105/110) of all partici-
pants and this perception did not differ significantly by profession 
or –  in the subgroup of physicians –  by formative level. Most par-
ticipants (93.6%, 103/110) would welcome a regular training and the 
suggested interval for repetition was 1 year (online supplemental 
Figure 3).

DISCUSSION

In spite of the neutral results of the primary analysis, our trial 
provides strong indicators for a beneficial effect of stroke team 
simulation training on process times of both IVT and EVT if this in-
tervention is made accessible to a relevant share of employees from 
all involved disciplines. The STREAM trial evaluated the effects of a 

multicomponent intervention consisting of recruitment of champi-
ons from the crucial disciplines at each site and introduction to simu-
lation training as a vehicle to improve technical and non- technical 
aspects of stroke team operations followed by the delivery of two 
centrally designed stroke team simulation trainings at each trial site. 
In two independent secondary analyses taking into account the ac-
tual simulation exposure of at least one member of the stroke team, 
we observed a modest but statistically significant reduction of the 
DTN by 5 min (38 min, IQR 25– 43 min vs. 33 min, IQR 23– 39 min, 
p = 0.033) and of the DTG by 21 min (95 min, IQR 69– 111 vs. 4 min, 
IQR 51– 92, p = 0.04) without an increase in symptomatic or asymp-
tomatic intracerebral hemorrhage. Concerning clinical endpoints, 
this is one of the first trials demonstrating efficacy of simulation 
training on procedural time metrics in real- life clinical practice.

We recognize that the time gains of the DTN for IVT (−5 min) 
are modest but probably clinically relevant [2,3]. However, the time 
gains of the DTG for EVT by simulation- experienced teams (−21 min) 
are substantial [31]. We hypothesize that this discrepancy is caused 
by the more complex decision process and a number of handovers 
which both benefit from interdisciplinary fine- tuning and training. 
Accordingly, the ‘needle- to- angio’ interval between IVT and the 
handover to the angio suite in patients undergoing EVT, reflecting 
the period of interdisciplinary therapeutic decision- making, was 
shortened most notably by the STREAM intervention. Noteworthy, 
regarding all stroke team operations leading to EVT, we counterintui-
tively found faster DTGs in the pre- interventional observation phase. 
Since LVO was substantially more frequent in the post- interventional 
phase despite only a small increase in stroke severity as measured 
by the NIHSS, we assume that the definition of LVO that could be 
treated by EVT gradually expanded during the trial. This is reflected 
by considerably more non- M1/internal carotid artery (ICA) occlu-
sions in the EVT cohort of the post- interventional phase (pre: 14.5% 
vs. post: 25.9%, p = 0.22). It seems plausible that these cases involved 
longer decision- making times of the interdisciplinary teams. To avoid 
this confounder, we concentrated our analysis on the comparison of 
DTGs achieved by simulation- experienced versus simulation- naive 
teams exclusively in the post- interventional phase.

F I G U R E  3  Process times of patients receiving intravenous thrombolysis (IVT) and endovascular treatment (EVT) in the post- 
interventional phase. The door- to- needle time (DTN) denotes the interval from patient arrival to the start of IVT (only available if IVT was 
performed) and is given in minutes. The door- to- groin time (DTG) of patients undergoing EVT with or without IVT achieved by simulation- 
naive versus simulation- experienced teams broken down into the door- to- angio time from patient arrival to arrival in the angio suite and 
the angio- to- groin time from the arrival in the angio suite to the start of the intervention. Normal distribution was confirmed by quantile- 
quantile plots. Statistical significance was tested with two- tailed Student's t- test. [Colour figure can be viewed at wileyonlinelibrary.com]
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In addition to and in continuation of the INSTINCT [7], PRACTISE 
[8] and AVC II [6] trials, which were based on similar concepts but 
could not show effects of the trial interventions on process times, 
we captured the actual reach of the trial intervention by recording 
for each individual acute stroke team operation whether at least one 
member of the stroke team had participated in the STREAM simu-
lation training. This allowed us to generate a main hypothesis why 
the result of the pre- planned primary analysis was neutral. Our data 
indicate that despite training 186 clinicians (neurologists, neurora-
diologists, anesthesiologists, nurses and radiology technicians) at 
seven trial sites, the on- site stroke team simulation training was “un-
derdosed” since only 53% of all stroke team operations in the post- 
interventional phase were carried out by teams in which at least one 
team member had participated in one of the simulation trainings. 
Our secondary analysis, capturing both workflow overhaul and sim-
ulation training (Figure 1b), allows an estimate of the effectiveness of 
the trial interventions under optimal institutional adherence to con-
tinued simulation training. This comparison has to be pondered with 
care since we cannot fully exclude a bias- by- participation (motivated 
colleagues would be more likely to participate in the trial- specific 
simulation training and –  possibly independent of this –  achieve 
faster process times). The comparison of process times achieved 
by simulation- naive compared to simulation- experienced teams ex-
clusively in the post- interventional phase (Figure 1c) corroborates 
our hypothesis of exposure to simulation training as the main driver 
of improvement. Since the training was rated as useful by the vast 
majority of the participants and most participants would welcome 
a regular training (online supplemental Figure 3), we conclude that 
even stroke teams of high- volume centers with ample practical ex-
perience benefit from stroke- specific team trainings. However, a 
follow- up inquiry on team training routines at the end of the trial 
revealed that only one center had intensified their previously occa-
sional team trainings whereas the other six centers had not managed 
to perpetuate independent team trainings. Professional societies 
could promote a more widespread use of simulation training by pro-
viding materials, certification criteria for trainers and programmes, 
and requirement of a structured team- based education program in 
the certification process for stroke centers. Simulation training is 
often viewed as time- consuming and costly, but recent comprehen-
sive studies have shown a positive cost−benefit relationship in terms 
of staff retention, reduction of absenteeism and staff satisfaction 
[15,32,33]. Therefore, future research needs to focus on barriers and 
enablers of simulation training for stroke teams in order to promote 
a more widespread use.

We acknowledge the following limitations of our trial. First, a pre-  
versus post- interventional comparison is definitely problematic as it 
strictly does not allow one to distinguish an effect of the interven-
tion from a natural history of improvement. Nevertheless, random-
ization or a stepped- wedge design was not appropriate due to the 
limited number and heterogeneity of centers. Besides that, we found 
two robust indicators for improvements beyond general trends to-
wards faster treatment times in acute stroke care: (1) the secondary 
analysis of process times achieved by simulation- experienced versus 

simulation- naive stroke teams exclusively in the post- interventional 
period and (2) the significant difference in time trend slopes of the 
interrupted time series analysis (online supplemental Figure 2). 
Second, it may be discussed whether an increased treatment of 
stroke mimics entailing unnecessary treatment risks and costs would 
have been a more valid safety endpoint than hemorrhagic transfor-
mation on follow- up brain imaging. We decided against this in favor 
of an unequivocal endpoint and argue that similar patient numbers 
in the pre-  and post- interventional observation period argue against 
an uncritical application of IVT. Third, including only tertiary care 
university hospital neurocenters in Germany limits the generaliz-
ability of our results. But since the mean pre- interventional DTN of 
our cohort is significantly faster than the mean DTN reported from 
prospective registries of several other countries [34,35], our results 
most probably even underestimate the treatment effect that could 
be possible in less- effective centers where even larger time gains can 
be made. We would expect that the effects of workflow optimization 
would be even more pronounced in these centers with simulation 
training exerting an independent additive effect as a team- specific 
measure. Fourth, it must be pointed out that our data cannot show 
an influence on clinical outcomes because we decided to relinquish 
a 90 days follow- up evaluation for the benefit of practicability and 
data completeness. Finally, it is not entirely possible to discern the 
impact of each of the five components of our intervention, but the 
robust effects especially on the stroke team performances in the 
post- interventional phase comparing simulation- naive to simulation- 
experienced teams argue for a simulation- specific effect.

CONCLUSIONS

The pragmatic and rigorously controlled STREAM Trial demon-
strates potential efficacy of the intervention on acute stroke care 
process times. Very high acceptance among the trained teams and 
the willingness for regular training make simulation- based training 
an effective tool for the education of interdisciplinary and multipro-
fessional stroke teams.
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