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Abstract

Background: Various studies demonstrate better patient outcome and higher thrombolysis rates achieved by centralized
stroke care compared to decentralized care, i.e. community hospitals. It remains largely unclear how to improve
thrombolysis rate in decentralized care. The aim of this simulation study was to assess the impact of previously identified
success factors in a central model on thrombolysis rates and patient outcome when implemented for a decentral model.

Methodss: Based on a prospectively collected dataset of 1084 ischemic stroke patients, simulation was used to replicate
current practice and estimate the effect of re-organizing decentralized stroke care to resemble a centralized model. Factors
simulated included symptom onset call to help, emergency medical services transportation, and in-hospital diagnostic
workup delays. Primary outcome was proportion of patients treated with thrombolysis; secondary endpoints were good
functional outcome at 90 days, Onset-Treatment-Time (OTT), and OTT intervals, respectively.

Results: Combining all factors might increase thrombolysis rate by 7.9%, of which 6.6% ascribed to pre-hospital and 1.3% to
in-hospital factors. Good functional outcome increased by 11.4%, 8.7% ascribed to pre-hospital and 2.7% to in-hospital
factors. The OTT decreased 17 minutes, 7 minutes ascribed to pre-hospital and 10 minutes to in-hospital factors. An
increase was observed in the proportion thrombolyzed within 1.5 hours; increasing by 14.1%, of which 5.6% ascribed to
pre-hospital and 8.5% to in-hospital factors.

Conclusions: Simulation technique may target opportunities for improving thrombolysis rates in acute stroke. Pre-hospital
factors proved to be the most promising for improving thrombolysis rates in an implementation study.
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Introduction organizational model versus nine community hospitals united in
a decentralized organizational system of acute stroke care [11].
So far, it remains largely unclear how to improve thrombolysis
delivery in decentralized stroke care; i.e. community hospitals. A
method to study improvement of thrombolysis delivery is using

symptoms [1,2]. However, thrombolysis is substantially underused. Randomized Controlled Trials (RCTs). Although the benefits of
Of all stroke patients, currently between 1-8% [3-5] are treated

with tPA worldwide and around 11% (ranging from 4-26%)
within the Netherlands [6], while 24-31% may be achieved in
optimized settings [7,8]. Reasons for this undertreatment are
multi-factorial. Patients may not be familiar with the symptoms of
a stroke or may not know how to act. Also, access to stroke care
and expertise may vary by location [9,10]. Other factors
influencing the use of thrombolysis ensue from the organization
of acute stroke care. Recently we demonstrated a 50% greater
likelihood and up to 22% overall rate of treatment with
thrombolysis achieved by a stroke center in a centralized

Treatment with tissue plasminogen activator (tPA) or throm-
bolysis is the most effective therapy for acute ischemic stroke
patients within the first 4.5 hours following the onset of stroke

RCTs have been clearly established in case of single interventions,
their efficacy may be limited in case of complex patient pathways
such as thrombolysis. For example, two recently published RCTs
showed nonsignificant increases in thrombolysis rate following an
intensive multicomponent intervention [12,13]. Taken together,
these studies focused on singular aspects of thrombolysis delivery
(i.e. the in-hospital phase) and seem to yield very little gains- in
terms of an increase in thrombolysis use- for the time and money
invested. This warrants the question whether alternative research
strategies are needed to study delivery of thrombolysis.
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Various studies have shown how simulation models may be used
as an efficient alternative or precursor to clinical trials, for example
by predicting the prognosis after aortic heart valve replacement
before implementation of the therapy [14], and studying the
clinical benefit of reducing in-hospital delays to maximize the
population benefit of thrombolysis in acute ischemic stroke [15].
As opposed to RCTs, simulation models allow for studying the
effect of multiple factors along the entire stroke pathway at high
pace and low costs.

The aim of this simulation study was to assess the impact of
previously identified success factors in a central model on
thrombolysis rates and patient outcome when implemented for a
decentral model.

Methods

Study setting and patients

In the North of The Netherlands a centralized and a
decentralized organizational model co-exist. The centralized
model covers the catchment area of 4 hospitals, in which
thrombolysis is only provided by University Medical Center
Groningen (UMCG) acting as a designated stroke center. The
decentralized model is adopted by 9 community hospitals all
providing thrombolysis for their own catchment area. Irom
February 1 to July 31 2010 all ischemic stroke patients admitted
or referred to hospitals were registered. For both models identical
protocols for tPA treatment (adjusted ECASS III [16]), identi-
fication and triage of suspected stroke patients, and 911 systems
were used. Further details on population densities and access to
healthcare services are provided in a previously published paper

[11].

Simulation model

A simulation model was developed using Plant Simulation
software [17]. Factors in which the central model performed
significantly better than the decentral model were incorporated in
the simulation model: lapse between symptom onset to call for
help, first responder; ie. 911 or General Practitioner (GP),
Emergency Medical Services (EMS) transport, high priority
transport by EMS, and the time from hospital arrival to
neurological- and neuroimaging (Computed Tomography, CT)
examination. Data collected in a previously performed prospective
study of 801 diagnosed ischemic stroke patients admitted in a
decentralized model and 283 in a centralized model were used as
mput for the simulation model [11]. We aimed to simulate current
practice and compare it with scenarios in which we implemented
success factors of the central model in the decentral model. Next,
the impact on thrombolysis rates and patient outcome were
assessed for single factors and combinations thereof. Probability
distributions derived from empirical data were used to model
event rates, activity durations and diagnostic accuracy. Details on
stroke pathway setup, simulation methodology, and model data
are provided in Text S1. In the model, 10,000 patients progressed
along the stroke pathway.

Data collection

Data of ischemic stroke patients were collected for both the
pre-hospital and in-hospital phase by ambulance personnel and
experienced stroke neurologists. All data were entered directly
into a web-based database to ensure high quality of data. Patients
not transported by EMS were referred by the GP and arrived at
the hospital by self transport in case no longer eligible for
thrombolysis and the medical condition allowed such (i.e. stable
or not).
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Outcome measures

The primary end-point was the proportion of patients treated
with thrombolysis. Secondary end-points were proportion of
patients with good functional outcome at 90 days (modified
Rankin Scale 0-1), Onset-Treatment-Time (OTT), and shift of
OTT to a shorter time window, because the benefit of
thrombolysis is strongly time dependent, the sooner the better.

Statistical analysis

Mann-Whitney U tests and Chi-square tests were performed for
continuous and categorical variables. A p-value <0.05 was
considered statistically significant. SPSS 20.0 for windows software
package (Chicago, 1) was used.

Informed consent

Informed consent was obtained from all subjects participating in
the previous observational study and extended for current use
[11]. Written consent was given by the patients for their
information to be stored in the hospital database and used for
research. The study was approved by the institutional review
board of the University Medical Center Groningen.

Results

Observational study — performance for organizational
models

In the observational study, the difference in thrombolysis rate
between the decentralized and centralized model was 7.8%
(14.1% vs. 21.9%, respectively). Table 1 describes the performance
for each factor investigated in both models, and Table 2 shows the
results of the nine scenarios selected for this study on primary and
secondary outcome measures. Details on the distributions under-
lying activity durations and diagnostic accuracy of both the
decentralized- and centralized organizational model are presented
in Table S1 and Table S2, respectively. Key activities of the acute
stroke pathway and treatment decision are presented in Figure S1
and Figure S2, respectively.

Primary outcome

Compared to current practice, improving all factors to the level
of the central model might increase thrombolysis rate by 7.9%, of
which 6.6% ascribed to pre-hospital factors, and 1.3% to in-
hospital factors. Of all pre-hospital factors, improving lapse
between symptom onset to call for help contributed 1.7% to the
total effect, 911 calls 0.9%, EMS transport 2.8%, and high priority
EMS transport 0.2%. The remaining 1.0% is caused by an
interaction effect between symptom onset to call for help and EMS
transport. Of all in-hospital factors, 0.5% can be attributed to
neurological examination, and 0.8% to neuroimaging examina-
tion.

Secondary outcomes

Improving all factors led to an 11.4% increase in patients with
good functional outcome, of which 8.7% ascribed to pre-hospital
factors and 2.7% to in-hospital factors. The OTT decreased
17 minutes; of which 7 minutes ascribed to pre-hospital factors
and 10 minutes to the in-hospital factors. A shift was observed in
the proportion of patients thrombolyzed within 1.5 hours;
increasing by 14.1%, of which 5.6% ascribed to pre-hospital
factors, and 8.5% to in-hospital factors. Treatment between 1.5—
3.0 and 3.0-4.5 hours decreased by 9.3% and 4.8%, respectively;
of which 4.3% and 2.2% attributed to pre-hospital factors and
5.0% and 2.6% to in-hospital factors, respectively. Figures 1 and 2
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Table 1. Organizational model performance for the pre- and in-hospital acute stroke pathway.

Centralized model Decentralized model

N 283 801

Pre-hospital phase

Symptom onset to call for help time, valid cases 152 (53.7) 249 (31.1)*
Median (min) 40.5 36.5
First responder
General practitioner (%) 135 (47.7) 456 (56.9)1
911 (%) 84 (29.7) 184 (23.0)
Transported by EMS (%) 213 (75.3) 462 (57.8)*
High priority transportation by EMS (%) 170 (79.8) 310 (67.1)*
In-hospital phase
In-hospital diagnostic workup, median (min)
Time to neurological examination 0.0 4.0%
Time to neuroimaging examination 8.0 22.0*

EMS indicates emergency medical services.
*P<0.01.

P<0.05.
doi:10.1371/journal.pone.0079049.t001

show the proportion of patients treated with thrombolysis Discussion

according the OT'T intervals and the proportion of patients with o . ) .
This simulation study quantifies the potential benefit of

good functional outcome, respectively. ) . z N : T
implementing success factors from a centralized organizational

Table 2. Re-configuration decentralized model: results simulation experiments.
OTT min tPA 3.0-4.5 hr

tPA rate (95% CI) (95% CI) tPA 0-1.5 hr (95% CI) tPA 1.5-3.0 hr (95% CI) (95% CI) mRS 0-1%
Scenario
0. Current practice 14.4% (13.7% -15.1%) 134 (63-235)  14.3% (12.6% -16.3%) 70.5% (68.1% -72.8%) 15.2% (13.4% -17.1%) 14.7%
Pre-hospital phase
1. Symptom onset 16.1% (15.4% -16.8%) 128 (50-238)  21.0% (19.0% -23.0%) 64.7% (62.3% -67.0%) 14.4% (12.7% -16.2%) 17.5%
to call for help
2. First responder 15.3% (14.6% —16.0%) 130 (63-235)  15.5% (13.8% —17.4%) 71.8% (69.5% -74.0%) 12.7% (11.1% -14.5%) 15.9%
3. EMS transport 17.2% (16.4% —17.9%) 134 (67-235)  13.2% (11.7% -14.9%) 73.0% (70.9% -75.1%) 13.8% (12.2% -15.5%) 17.5%
4. High priority 14.6% (13.9% -15.3%) 133 (64-240) 14.8% (13.1% —16.7%) 70.1% (67.7% -72.4%) 15.1% (13.4% -17.1%) 15.0%
transport by EMS
5. Combining all 20.8% (20.0% -21.6%) 127 (44-241)  20.8% (19.1% -22.6%) 66.2% (64.2% -68.2%) 13.0% (11.6% -14.5%) 22.7%
pre-hospital scenarios
In-hospital phase
6. Neurological 14.9% (14.2% -15.6%) 130 (63-235)  17.1% (15.3% -19.1%) 69.9% (67.6% -72.2%) 13.0% (11.4% -14.8%) 15.7%
examination
7. Neuroimaging 15.2% (14.5% —15.9%) 127 (56-232)  20.0% (18.1% -22.1%) 66.9% (64.5% -69.2%) 13.1% (11.5% —14.9%) 16.4%
examination
8. Combing both 15.4% (14.8% -16.2%) 124 (55-230)  22.8% (20.8% -25.0%) 65.5% (63.1% -67.9%) 11.7% (10.2% -13.4%) 17.2%
in-hospital scenarios
9. Combining all 22.3% (21.5% -23.1%) 117 (32-236)  28.4% (26.8% -30.3%) 61.2% (59.2% -63.2%) 10.4% (9.3% -11.8%) 26.1%
scenarios
tPA indicates tissue plasminogen activator; Cl, confidence interval; OTT, onset-treatment-time; mRS, modified rankin scale; EMS, emergency medical services.
FIndicates the proportion of patients with good outcome (mRS 0-1) ascribed to treatment with thrombolysis. The number needed to treat to achieve one patient
with mRS 0-1 at 90 days for OTT 0-90 = 4.5, OTT 91-180 = 9.0, OTT 181-270 = 14.1 [21].
doi:10.1371/journal.pone.0079049.t002
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Figure 1. Number of patients treated with thrombolysis according to onset-treatment-time (OTT) intervals.

doi:10.1371/journal.pone.0079049.g001

model in a decentralized model. Combining all factors raised
thrombolysis rates by 7.9% thereby closing the gap observed
between both models. Furthermore, our model demonstrates that
the proportion of patients with a good functional outcome (mRS
0-1) may increase by 11.4% and those thrombolyzed within
1.5 hours by 14.1%.

This simulation study provides an example of an alternative
resecarch method to study delivery of thrombolysis in acute
ischemic stroke. Contrary to traditional approaches that evaluate
improvement strategies (i.e. RCTs), simulation models may be

I OTT0-1.5h
14

better suited to investigate multiple factors of stroke system
organization simultaneously and allow for quicker answers at
lower costs [15]. Instead of time-consuming and expensive trials
such as double-blinded randomized trials, we advocate action
research. This means implementing critical success factors
determined from the simulation study in the existing acute stroke
pathway and study the effects of interventions with baseline
measurements. Simulation experiments obviously precede imple-
mentation to check whether comparable results can actually be
achieved in clinical practice. By using the results obtained from
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Figure 2. Patient outcome at 90 days for onset-treatment-time (OTT) intervals.

doi:10.1371/journal.pone.0079049.g002
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simulation, implementation studies may be tailored towards
improving factors impacting most on thrombolysis rates and
patient outcome, while excluding others that do not.

Based on the identified potential for improving thrombolysis
rates and patient outcomes pre-hospital factors seem primary
targets for change. The importance of the pre-hospital phase in
advancing the acute stroke care pathway is supported by a recent
review article emphasizing that every link in the care pathway
matters and should be studied for potential improvements [18]. In
addition, we observed an interaction effect between improving
symptom onset to call for help and EMS transport. This
interaction effect may be explained by a volume effect — meaning
more patients arriving at the hospital in time for thrombolysis, and
by shortening the time to treatment for those already thrombo-
lyzed. As treatment rates with thrombolysis are relatively high in
our study compared to international standards, we would expect
even larger effects when implemented in regions with low
treatment rates.

Our study has limitations. Firstly, we were limited by the
documentation of symptom onset times by ambulance and
hospital personnel, i.e. possibly some of the ‘unknown’ onset
times were actually known but never documented. However, the
proportion of patients with unknown or estimated onset times was
comparable to or even better than in previous studies [19,20].
Secondly, the interaction between hospital size, i.e. stroke center
and community hospitals, may be difficult to interpret because
requirements of stroke centers are such that community hospitals
are unlikely to meet them.

Conclusions

This study demonstrates that simulation may be employed as
research tool to target opportunities for improving the acute stroke
care pathway and therefore thrombolysis rates. Pre-hospital factors
proved to be the most promising targets for improving acute stroke
care in an implementation study.

Supporting Information

Figure S1 Acute stroke pathway: key activities.
(DOCX)

Figure S2 Treatment decision: a patient’s chance of
being treated given the overall time delay.
(DOCX)

Table S1 Distributions specifying activity durations
and diagnostic characteristics for the decentralized
model. Route 1, 2, and 3 indicate patients transported by
emergency medical services, patients arriving by self transport, and
those suffering a stroke in the hospital, respectively; GP, general
practitioner; Al, A2, B indicate normative values for ambulance

References

1. The National Institute of Neurological Disorders and Stroke Rt-PA Stroke Study
Group (1995) Tissue plasminogen activator for acute ischemic stroke.
N Engl J] Med 333: 1581-1587.

2. Hacke W, Kaste M, Bluhmki E, Brozman M, Davalos A, et al. (2008)
Thrombolysis with alteplase 3 to 4.5 hours after acute ischemic stroke.
N Engl J] Med 359: 1317-1329.

3. Adeoye O, Hornung R, Khatri P, Kleindorfer D (2011) Recombinant tissue-type
plasminogen activator use for ischemic stroke in the united states: A doubling of
treatment rates over the course of 5 years. Stroke 42: 1952-1955.

4. Wardlaw JM, Sandercock PA, Murray V (2009) Should more patients with acute
ischaemic stroke receive thrombolytic treatment? BM]J 339: b4584.

5. Singer OC, Hamann GF, Misselwitz B, Steinmetz H, Foerch C, et al. (2012)
Time trends in systemic thrombolysis in a large hospital-based stroke registry.
Cerebrovasc Dis 33: 316-321.

PLOS ONE | www.plosone.org

Improving Thrombolysis by Simulation

arrival within 15, 30, and >30 minutes from the 911 call until
arrival at the location of the patients, respectively; CT,
computated tomography; tPA, tissue plasminogen activator;
EMS, emergency medical services. Neurological examination,
neuroimaging, and laboratory examination are considered parallel
activities.

(DOCX)

Table S2 Distributions specifying activity durations
and diagnostic characteristics for the centralized model.
Route 1, 2, and 3 indicate patients traversing the entire pathway,
those patients suffering a stroke while being hospitalized, and
patients arriving at the hospital by self referral, respectively; GP,
general practitioner; Al, A2, B indicate normative values for
ambulance arrival within 15, 30, and >30 minutes from the 911
call until arrival at the location of the patients, respectively; EMS,
emergency medical services. Neurological examination, neuroim-
aging, and laboratory examination are considered parallel
activities.

(DOCX)

Text S1 Supplemental methods and results.
(DOC)

Acknowledgments

Members of the study group

We wish to express our gratitude to all participating hospitals,
emergency medical services, and general practitioner out of hours co-op
for providing data for this study: S.Schade van Westrum, MD, Martini
Hospital Groningen, Netherlands, K.M.Horvath, MD, PhD, Refaja
Hospital Stadskanaal, Netherlands, A.van As, MD, Ommelander Hospital
Group, Location Delfzicht Delfzijl, Netherlands, C.Felisiak, MD, Omme-
lander Hospital Group, Location Lucas Winschoten, Netherlands,
W J.Schuiling, MD, PhD, Medical Center Leeuwarden, Netherlands,
R.F.Duyff, MD, Hospital The Tjongerschans Heerenveen, Netherlands,
K.Beintema, MD, Hospital Nij Smellinghe Drachten, Netherlands,
AM.H.P. Boreas, MD, PhD, Antonius Hospital Sneek, Netherlands,
G.Sulter, MD, PhD, Hospital Sionsberg Dokkum, Netherlands, J.N.Wes-
sel, MD, Wilhelmina Hospital Assen, Netherlands, Netherlands, L.Koops,
MD, and J.Trip, MD, Diaconessen Hospital Meppel, Netherlands, C.de
Langen, MD, en P.Oomes, MD, Bethesda Hospital Hoogeveen, Nether-
lands, R.de Vos, MD, Emergency Medical Services Groningen, Nether-
lands, T.Sandjer, MD, Emergency Medical Services Drenthe and Fries-
land, Netherlands, R.Kijlstra, Emergency Medical Services Friesland,
Netherlands, J.Post, MD, PhD, General Practitioner Out Of Hours Co-op
Groningen, Netherlands.

Author Contributions

Conceived and designed the experiments: MMHL DJZ GJL PCAJV EB.
Performed the experiments: MMHL DJZ. Analyzed the data: MMHL
DJZ. Contributed reagents/materials/analysis tools: MMHL DJZ. Wrote
the paper: MMHL DJZ GJL PCAJV EB.

6. Bauer A, Limburg M, Visser MC (2013) Variation in clinical practice of
intravenous thrombolysis in stroke in the netherlands. Cerebrovasc Dis Extra 3:
74-77.

7. Boode B, Welzen V, Franke C, van Oostenbrugge R (2007) Estimating the
number of stroke patients eligible for thrombolytic treatment if delay could be
avoided. Cerebrovasc Dis 23: 294-298.

8. Waite K, Silver F, Jaigobin C, Black S, Lee L, et al. (2006) Telestroke: A multi-
site, emergency-based telemedicine service in ontario. J Telemed Telecare 12:
141-145.

9. Mikulik R, Bunt L, Hrdlicka D, Dusek L, Vaclavik D, et al. (2008) Calling 911 in
response to stroke: A nationwide study assessing definitive individual behavior.
Stroke 39: 1844-1849.

10. Gropen T, Magdon-Ismail Z, Day D, Melluzzo S, Schwamm LH, et al. (2009)
Regional implementation of the stroke systems of care model: Recommendations
of the northeast cerebrovascular consortium. Stroke 40: 1793-1802.

November 2013 | Volume 8 | Issue 11 | e79049



. Lahr MM, Luijckx GJ, Vroomen PC, van der Zee DJ, Buskens E (2012)

Proportion of patients treated with thrombolysis in a centralized versus a
decentralized acute stroke care setting. Stroke 43: 1336—1340.

Scott PA, Meurer WJ, Frederiksen SM, Kalbfleisch JD, Xu Z, et al. (2013) A
multilevel intervention to increase community hospital use of alteplase for acute
stroke (INSTINCT): A cluster-randomised controlled trial. Lancet Neurol 12:
139-148.

. Dirks M, Niessen LW, van Wijngaarden JD, Koudstaal PJ, Franke CL, et al.

(2011) Promoting thrombolysis in acute ischemic stroke. Stroke 42: 1325-1330.

. Puvimanasinghe JP, Steyerberg EW, Takkenberg ]J, Eijkemans M]J, van

Herwerden LA, et al. (2001) Prognosis after aortic valve replacement with a
bioprosthesis: Predictions based on meta-analysis and microsimulation. Circu-
lation 103: 1535-1541.

. Monks T, Pitt M, Stein K, James M (2012) Maximizing the population benefit

from thrombolysis in acute ischemic stroke: A modeling study of in-hospital
delays. Stroke 43: 2706-2711.

. Wahlgren N, Ahmed N, Davalos A, Ford GA, Grond M, et al. (2007)

Thrombolysis with alteplase for acute ischaemic stroke in the safe implemen-

PLOS ONE | www.plosone.org

17.
18.

20.

21.

Improving Thrombolysis by Simulation

tation of thrombolysis in stroke-monitoring study (SITS-MOST): An observa-
tional study. Lancet 369: 275-282.

Siemens PLM (2012) Plant simulation. Accessed 2013 July 12.

Fassbender K, Balucani C, Walter S, Levine SR, Haass A, et al. (2013)
Streamlining of prehospital stroke management: The golden hour. Lancet
Neurol 12: 585-596.

Kleindorfer DO, Broderick JP, Khoury J, Flaherty ML, Woo D, et al. (2007)
Emergency department arrival times after acute ischemic stroke during the
1990s. Neurocrit Care 7: 31-35.

Reed SD, Cramer SC, Blough DK, Meyer K, Jarvik JG (2001) Treatment with
tissue plasminogen activator and inpatient mortality rates for patients with
ischemic stroke treated in community hospitals. Stroke 32: 1832-1840.

Lees KR, Bluhmki E, von Kummer R, Brott TG, Toni D, et al. (2010) Time to
treatment with intravenous alteplase and outcome in stroke: An updated pooled
analysis of ECASS, ATLANTIS, NINDS, and EPITHET trials. Lancet 375:
1695-1703.

November 2013 | Volume 8 | Issue 11 | e79049



