* International Journal of K\
Envi I R h

and Public Healdh - MDPI]
Article
Risk Factors Associated with Outcomes of

Recombinant Tissue Plasminogen Activator Therapy
in Patients with Acute Ischemic Stroke

Yi-Ju Tseng 1-2-3(, Ru-Fang Hu !, Shin-Tyng Lee !, Yu-Li Lin *, Chien-Lung Hsu 1-3:6:7:8,
Shih-Wei Lin 119, Chia-Wei Liou "'2, Jiann-Der Lee >!3, Tsung-I Peng >14 and
Tsong-Hai Lee 10/12:%

1 Department of Information Management, Chang Gung University, Taoyuan 33302, Taiwan;

yjtseng@mail.cgu.edu.tw (Y.-].T.); a5170555@gmail.com (R.-E.H.); view102483@gmail.com (S.-T.L.);
clhsu@mail.cgu.edu.tw (C.-L.H.); swlin@mail.cgu.edu.tw (S.-W.L.)
Department of Laboratory Medicine, Chang Gung Memorial Hospital at Linkou, Taoyuan 333, Taiwan

3 Healthy Aging Research Center, Chang Gung University, Taoyuan 33302, Taiwan

4 Department of Nursing, Chang Gung Memorial Hospital at Linkou, Taoyuan 333, Taiwan;
andrina_lin@yahoo.com.tw

5 Department of Nursing, Chang Gung University of Science and Technology, Taoyuan 33302, Taiwan

®  Graduate Institute of Business and Management, Chang Gung University, Taoyuan 33302, Taiwan

7 Department of Visual Communication Design, Ming-Chi University of Technology,
New Taipei City 24301, Taiwan

8 Department of Nursing, Taoyuan Chang Gung Memorial Hospital, Taoyuan 333, Taiwan

9 Department of Industrial Engineering and Management, Ming-Chi University of Technology, New
Taipei City 24301, Taiwan

10" Stroke Center and Department of Neurology, Linkou Chang Gung Memorial Hospital, Taoyuan 333, Taiwan

11" Department of Neurology, Kaohsiung Chang Gung Memorial Hospital, Kaohsiung 83301, Taiwan;
cwliou@adm.cgmh.org.tw

12 College of Medicine, Chang Gung University, Taoyuan 33302, Taiwan; jdlee@mail.cgu.edu.tw (J.-D.L.);
tipeng@cgmbh.org.tw (T.-LP.)

13

Department of Neurology, Chiayi Chang Gung Memorial Hospital, Chiayi 613, Taiwan
Department of Neurology, Keelung Chang Gung Memorial Hospital, Keelung 20401, Taiwan
*  Correspondence: thlee@adm.cgmh.org.tw; Tel.: +886-3-3281200 (ext. 8340)

14

check for

Received: 15 November 2019; Accepted: 15 January 2020; Published: 18 January 2020 updates

Abstract: Ischemic stroke is the most common type of stroke, and early interventional treatment
is associated with favorable outcomes. In the guidelines, thrombolytic therapy using recombinant
tissue-type plasminogen activator (rt-PA) is recommended for eligible patients with acute ischemic
stroke. However, the risk of hemorrhagic complications limits the use of rt-PA, and the risk factors
for poor treatment outcomes need to be identified. To identify the risk factors associated with
in-hospital poor outcomes in patients treated with rt-PA, we analyzed the electronic medical
records of patients who were diagnosed with acute ischemic stroke and treated for rt-PA at Chang
Gung Memorial Hospitals from 2006 to 2016. In-hospital death, intensive care unit (ICU) stay,
or prolonged hospitalization were defined as unfavorable treatment outcomes. Medical history
variables and laboratory test results were considered variables of interest to determine risk factors.
Among 643 eligible patients, 537 (83.5%) and 106 (16.5%) patients had favorable and poor outcomes,
respectively. In the multivariable analysis, risk factors associated with poor outcomes were female
gender, higher stroke severity index (SSI), higher serum glucose levels, lower mean corpuscular
hemoglobin concentration (MCHC), lower platelet counts, and anemia. The risk factors found in this
research could help us study the treatment strategy for ischemic stroke.
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1. Introduction

Ischemic stroke is the most common type of stroke, responsible for approximately 87% of all
strokes worldwide [1], and it can cause loss of functions, such as speaking, moving, and reading.
In Taiwan, according to statistics of the Ministry of Health and Welfare (MOHW), stroke fourth highest
cause of death, and similar to the data published by the American Heart Association, approximately
70%—-80% of stroke patients had ischemic stroke [2,3].

The guideline-recommended treatment for eligible patients with acute ischemic stroke is
thrombolytic therapy using recombinant tissue-type plasminogen activator (rt-PA) to dissolve blood
clots, which was approved by the U.S. Food and Drug Administration in 1996 for intravenous use
within 3 h of stroke [4,5]. According to evidence, the guidelines completely describe the emergency
evaluation and treatment with intravenous rt-PA therapies [6]. For instance, the guidelines recommend
intravenous alteplase administration for selected patients who can be treated within 3 h or 34.5 h of
ischemic stroke symptom onset. Physicians should review the criteria of use such as blood pressure of
<185/110 mmHg and initial glucose levels of >50 mg/dL to determine patient eligibility [6]. The use of
rt-PA is also limited by important contraindications, including coagulopathy, recent surgery, or stroke
or head injury within the past 3 months [6].

Previous studies indicate that treatment with rt-PA may effectively improve neurological deficits in
patients with acute ischemic stroke [7,8]. Early rt-PA treatment promotes independence and increases
quality-adjusted life years (QALY) for stroke victims [9]. The prescription of rt-PA between 3 and 4.5 h
after onset improves the clinical outcome [10] and the functional recovery [11] in patients with acute
ischemic stroke. For long-term outcome evaluation, a study indicated that patients with acute ischemic
stroke treated with rt-PA experience longer survival, delayed hospital readmission, and shorter time to
independence [12]. Furthermore, patients at high risk of symptomatic intracranial hemorrhage still
benefit from alteplase [13]. In addition to the time-to-treatment, stroke severity and stroke subtype
might also affect the benefit from rt-PA treatment [14]. However, treatment with rt-PA requires careful
consideration of both the risks and benefits, as bleeding is the most common side effect, which may
cause the underuse of rt-PA despite guideline recommendations [15-21]. Despite the low use rate, one
research concluded that larger hospitals were more likely to administer rt-PA [20]. Further efforts to
improve appropriate administration of rtPA should be encouraged.

Previous studies used electronic medical records estimating risk factors associated with hemorrhage
after rt-PA treatment. Patients diagnosed with hyperlipidemia, cardioembolism, severe stroke, or
advanced age are at a higher risk of hemorrhaging, and the use of rt-PA should be considered
carefully [22,23]. Under the condition that all patients are eligible for receiving rt-PA therapy based on
the guidelines, only a few studies used both laboratory test results and medical history data to evaluate
treatment outcomes [22-24]. However, using both laboratory test results and medical history data to
identify the risk factors that lead to poor outcomes after rt-PA therapy in the general population still
need to be explored [25].

For patients given rt-PA after stroke onset, we sought to investigate the general risk factors
associated with poor rt-PA treatment outcomes. Therefore, our study carried out an analysis for
patients in favorable and poor outcome groups to determine what factors might be associated with
in-hospital poor outcomes, mainly in-hospital death, intensive care unit (ICU) stay, and prolonged
length of hospital stay (LOS).
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2. Materials and Methods

2.1. Data Source

This study was conducted using the pooled electronic medical records (EMRs) from the Stroke
Registry of the Chang-Gung Healthcare System (SRICHS) [26] and the Chang Gung Research Database
(CGRD) from the Chang Gung Memorial Hospitals (CGMHs), the largest group of healthcare providers
in Taiwan. We analyzed the EMRs of patients who were diagnosed with acute ischemic stroke at
CGMHs between 2006 and 2016, including 7 branches of CGMHs located in Linkou, Taipei, Taoyuan,
Keelung, Yunlin, Chiayi, and Kaohsiung from northern to southern Taiwan. Medical histories defined
by the history of diagnosis based on international classification of diseases (ICD) codes and laboratory
test results were used as the variables of interest to determine the risk factors. The Chang Gung
Medical Foundation Institutional Review Board approved this study (IRB no. 107-1113C) and granted
waivers for patient consent.

2.2. Case Identification

This study included patients who had an emergency department visit for one of the top three
diagnoses related to stroke (ICD-9-CM codes 433-436; ICD-10-CM codes 163, 165, 166, or 1679) followed
by hospitalization with a primary diagnosis of acute ischemic stroke (ICD-9-CM codes 433-434;
ICD-10-CM codes 163) at CGMHs from 2006 to 2016 [27].

2.3. Outcome Definition

Three criteria were used in our study to define poor outcomes, including in-hospital death,
intensive care unit (ICU) stay, and prolonged hospitalization. The in-hospital death is one of the worst
outcomes of clinical care and has been evaluated in multiple studies [28-30]. ICU stay and prolonged
hospitalization indicate that the patients need critical care or more time to recover after receiving
rt-PA therapy [28-31]. In-hospital death was defined by death in hospital or a care home recorded on
the discharge statement. Note that 24 patients without discharge statement records were considered
as cases without in-hospital deaths. In CGMH, most of the patients receiving rt-PA therapy were
admitted in the ICU for follow-up for 2 days. Therefore, all the patients treated with rt-PA will have at
least 2 days of ICU stay. To identify the patients who need ICU admission owing to poor outcome, we
set a threshold of 2 days to exclude the patients who were admitted in the ICU only for follow-up.
The last criterion was prolonged hospitalization. The period between hospital admission and hospital
discharge in an episode of care was calculated as the LOS. We defined prolonged hospitalization as
the LOS of >55 days. The 55-day threshold was defined by the 90th percentile of the LOS in our data
set [32]. If the time period between two hospitalizations, emergency department visits, and outpatient
visits related to stroke was less than 3 days (i.e., a 3-day persistence window), these two visits were
merged into a single episode of care, which is a means to apply consistent rules for medical conditions
to infer distinct episodes of care, according to a previous study [33]. Patients fulfilling one of the
criteria were included in the poor outcome group, but patients who fulfilled none of the criteria were
included in the favorable outcome group.

2.4. Laboratory Assessments

Laboratory tests which were available in more than 80% of the ischemic stroke patients were
included as a variable for further analysis: complete blood count (CBC), creatinine, sodium, alanine
aminotransferase (ALT), blood glucose, and potassium levels. The glucose test can be performed using
a traditional blood glucose test or finger stick blood glucose test. To include all the glucose test results,
we collected both traditional and finger stick blood glucose test results to perform further analysis.
Patients could have several laboratory tests during hospitalization. We only included laboratory tests
that were collected within the stroke episode and those closest to the time before rt-PA treatment.
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2.5. Medical History Assessment

To investigate medical histories, the Elixhauser comorbidity index developed by the Healthcare
Cost and Utilization Project (HCUP) was applied to the diagnosis records [34]. We used the emr R
package [35], a tool for integrating and processing EMRs, to evaluate the medical history variables
for further analysis. This package can be used to group multiple ICD codes into a smaller number of
clinically meaningful categories by the Elixhauser comorbidity classification. To exclude the medical
histories that were recorded in only a few patients in our study population, we excluded the medical
histories recorded in less than 5% of the patients in poor and favorable outcome groups. That is, we
included the medical histories with more than 5% occurrence for the patients in poor or favorable
outcome groups.

2.6. Stroke Severity Measurement

We use the stroke severity index (SSI) as a measure of stroke severity. The study by Sung et al.
confirmed that the claims-based SSI is a valid substitute for the national institute of health stroke scale
(NIHSS) score for estimating the stroke severity of patients hospitalized for acute ischemic stroke [36].
We calculated billing codes of Taiwan’s National Health Insurance for the SSI and separated it into
three severities: mild (SSI < 5), moderate (5 < SSI < 12), and severe (SSI > 12) stroke according to
previous studies [36,37].

2.7. Sensitivity Analyses

Two sensitivity analyses were applied to evaluate the effect of the proposed outcome definition,
and the method we used to group the laboratory test results. The first sensitivity analysis defined a
poor outcome as in-hospital death or ICU stay. Furthermore, instead of using real values of the test
results, in the second sensitivity analysis, we categorized laboratory test results as normal, high, or low
in accordance with the applicable reference ranges. This method can evaluate the effect of grouping
laboratory test results by means of the reference range. Univariable and multivariable analyses were
conducted in both sensitivity analyses.

2.8. Statistical Analysis

We performed a descriptive analysis of the characteristics of the patients in the favorable and
poor outcome groups. Continuous variables were summarized as means (standard deviations) or
medians (interquartile ranges) and discrete variables were summarized as frequencies and percentages.
The means and medians were tested using Student’s t-test or the Kruskal-Wallis test, respectively.
Chi-square tests or Fisher’s exact tests were used for the univariate analysis of the categorical variables.
We performed least absolute shrinkage and selection operator (Lasso) regression in the multivariable
analyses, which can address multicollinearity and is also an automated variable selection method [38].
The demographic characteristics, laboratory test results, and medical histories, which were different
between the poor and favorable outcome groups (p value < 0.1), were kept as dependent variables in
the Lasso model. The analyses were performed in R (version 3.4.4, The R Foundation for Statistical
Computing, http://www.r-project.org/, R Core Team, Vienna, Austria). All statistical tests were
two-sided, and statistical significance was defined as p < 0.05.
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3. Results

3.1. Population Characteristics

In total, 42,679 episodes of care from 29,378 patients were eligible for the study. Approximately
2% of patients (645 individuals) received rt-PA after acute ischemic stroke onset. Among them, at least
one targeted laboratory test was given in 652 episodes of care (643 patients) before rt-PA (Figure 1).
As shown in Figure 1, among the patients who were diagnosed with acute ischemic stroke and given
rt-PA, 537 had favorable outcomes and 106 had poor outcomes. Table 1 describes the demographic
characteristics and stroke severity of these patients. Compared with patients with favorable outcomes,
patients with poor outcomes were more likely to be older and have higher SSIs. The standardized
residuals of stroke severity are shown in Table S1. The distribution of sex was also different between
the two groups. Among the laboratory test results, hemoglobin level, mean corpuscular hemoglobin
concentration (MCHC), platelet counts, and glucose levels were different between patients with
favorable and poor outcomes (Table 2). Higher glucose values, lower hemoglobin levels, lower MCHCs,
and lower platelet counts were significantly associated with an increased risk of a poor outcome.

Patients with
Acute ischemic stroke
n=29,378
Number of episodes = 42,679

l

| '
Received rt-PA Did not received rt-PA
n =645 n=28,733
Number of episodes = 654 Number of episodes = 42,025

l

Patients who received at least
one target laboratory tests
before being treated with rt-PA
n=0643
Number of episodes = 652

] ]
Favorable outcome Poor outcome
n=537 n=106
Number of episodes = 546 Number of episodes = 106

Figure 1. Study flow diagram. rtPA: recombinant tissue-type plasminogen activator.

Table 1. Univariate analysis of the patient characteristics.

Patient Characteristics Favorable Outcome (1 =546)  Poor Outcome (n = 106) p Value
Sex (%) 0.013 %
Male 356 (65.2) 55 (51.9)
Female 190 (34.8) 51 (48.1)
Age (median [IQR 2, Q1-Q3 P]) 66.00 [18, 56.00-74.00] 71.00 [18.75, 59.25-78.00] 0.001 *
SSI € (median [IQR, Q1-Q3]) 9.65[3.51, 8.28-11.79] 15.21[11.34,10.20-21.54] ~ <0.001 ***
Stroke severity (%) <0.001 ***
Mild 99 (18.1) 14 (13.2)
Moderate 313 (57.3) 20 (18.9)
Severe 134 (24.5) 72 (67.9)

*p <0.05, ** p < 0.001, ? IQR, interquartile range [first quartile, third quartile], b Q1-Q3, quartile 1-3, ¢ Stroke
severity index. SSI: stroke severity index.
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Table 2. Univariate analysis of the laboratory results.

Laboratory Tests Favorable Outcome (1 =546)  Poor Outcome (n = 106) p Value
Creatinine (median [IQR 2, Q1-Q3 b]) 0.94 [0.36, 0.78-1.14] 0.95 [0.44, 0.79-1.23] 0.472
Hemoglobin (median [IQR, Q1-Q3]) 14.20 [2.3, 13.00-15.30] 13.70 [2.6, 12.30-14.90] 0.015*
Hematocrit (median [IQR, Q1-Q3]) 41.70 [5.8, 38.70-44.50] 41.10 [6.2, 37.30-43.50] 0.053
MCH (mean corpuscular hemoglobin) . .
(median [IQR, Q1-Q3]) 30.50 [2.4, 29.30-31.70] 30.60 [2.4, 29.30-31.70] 0.826
MCHC (mean corpuscular
hemoglobin concentration) (median 33.90 [1.5, 33.20-34.70] 33.60 [1.8, 32.80-34.60] 0.024 *
[1QR, Q1-Q3])
MCV (mean corpuscular volume) . .

(median [IOR, Q1-Q3]) 89.60 [6, 86.50-92.50] 90.20 [6.2, 86.90-93.10] 0.259
Sodium (median [IQR, Q1-Q3]) 139.00 [3.85, 137.15-141.00] 138.90 [3, 137.00-140.00] 0.116
Platelets (median [IQR, Q1-Q3]) 206.00 [72, 170.00-242.00] 186.00 [64, 159.00-223.00] 0.007 **

RBCs (red blood cells) (median [IQR, 4.69 [0.67, 4.36-5.03] 4.69 [0.85, 4.15-5.00] 0.116
Q1-Q3])

RDW (red cell distribution width)
(median [IQR, Q1-Q3]) 13.60 [3.6, 12.90-16.50] 13.60 [2.5, 12.80-15.30] 0.608

WBCs (white blood cells) (median
7.90 [3.5, 6.40-9.90 7.50 [3, 6.50-9.50 0.639

[1OR, Q1-Q3) [ ] [ ]
ALT (alanine aminotransferase)

(median [IQR, Q1-Q3]) 23.00 [15, 17.00-32.00] 22.50 [17, 16.00-33.00] 0.694

Glucose (median [IQR, Q1-Q3]) 128.00 [47, 110.00-157.00] 144.00 [56, 124.00-180.00]  <0.001 ***
Potassium (median [IQR, Q1-Q3]) 3.70 [0.5, 3.44-3.94] 3.70[0.42, 3.57-3.99] 0.139

*p <0.05,** p < 0.01, ** p < 0.001, 2 IQR, interquartile range [first quartile, third quartile], ® Q1-Q3, quartile 1-3.

3.2. Medical History Analysis

The medical histories of the patients, defined based on the Elixhauser comorbidity classification,
are summarized in Table 3. The two groups did not differ in terms of their medical histories (all
p-values > 0.05).

Table 3. Univariate analysis of the medical history variables.

Medical Histories (%) Favorable Outcome (1 = 546)  Poor Outcome (1 = 106) p-Value
Deficiency anemias 11 (2.0) 6 (5.7) 0.068
Congestive heart failure 42 (7.7) 7 (6.6) 0.851

Diabetes without chronic complications 85 (15.6) 16 (15.1) 1

Hypertension, uncomplicated 187 (34.2) 33 (31.1) 0.611
Hypertension, complicated 21 (3.8) 6(5.7) 0.554
Liver disease 28 (5.1) 8 (7.5) 0.444
Chronic pulmonary disease 45 (8.2) 12 (11.3) 0.401
Solid tumor without metastasis 29 (5.3) 8 (7.5) 0.496
Valvular disease 34 (6.2) 8 (7.5) 0.771

3.3. Multivariable Analysis

We included laboratory test results and medical histories that were different (p-value < 0.1) between
patients with favorable and poor outcomes and their demographic characteristics as independent
variables in the Lasso model. Table 4 shows the model’s coefficients (lambda = 0.009326033). Only the
important variables whose coefficient was not zero are shown. Variables that emerged as risk factors of
poor treatment outcome for patients with acute ischemic stroke included patients who were female
and had anemia, a more severe SSI, a higher glucose value, lower MCHC, and a lower platelet count.
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Table 4. Risk factors identified by the Lasso model and their associated coefficients.

Selected Variable Coefficient
Anemia 0.752
Sex: Male -0.178
Ss1a 0.887
MCHC -0.042
Platelet Count -0.142
Glucose 0.200

2 Stroke severity index

3.4. Sensitivity Analysis: Outcome Definition

In the sensitivity analysis, we redefined a poor outcome as in-hospital death or ICU stay. There
were 591 and 61 episodes in the new favorable and poor outcome groups, respectively. Compared
with the univariate analysis of patient characteristics, the variables that were significantly different
between the two groups were the same in this sensitivity analysis (Table 52). In the univariate analysis
of the laboratory test results, higher glucose and potassium values were significantly associated with
an increased risk of poor treatment outcome (Table S3). In contrast to the primary analysis (Table 2),
the platelet counts not different, but the RBC counts and potassium levels were different between the
two groups in this sensitivity analysis. The results of the medical histories are described in Table S54;
only hypertension complicated by other diseases was associated with poor outcomes. The risk factor
selected by Lasso in this analysis was SSI, whose coefficient was 0.146 and lambda was 0.1519911.

3.5. Sensitivity Analysis: Transformed Laboratory Test Results

In the second sensitivity analysis, we divided the laboratory test results into categories based
on their reference ranges, and the univariate analysis results are shown in Table S5. This table
shows that poor outcomes are associated with abnormal levels of hemoglobin, hematocrit, RBCs,
and glucose. Above normal values of hemoglobin and glucose were more likely to result in a
poor prognosis. Regarding risk factors, after transforming the laboratory test results, gender, SSI,
hemoglobin, hematocrit, sodium, glucose, and a history of anemia were considered relevant factors
selected by the Lasso method, as shown in Table S6. Similar to the primary analysis results, being
female, having a higher SSI and glucose level, and anemia, were also found to be important features in
this sensitivity analysis.

4. Discussion

Due to undesirable side effects, such as hemorrhaging, and low usage rates of rt-PA [39], it is
essential to identify risk factors relative to treatment outcomes. We included demographic information,
medical histories, and laboratory test results to determine the variables associated with the outcome of
rt-PA therapy. Female patients, patients with anemia, patients with a higher SSI and glucose level, and
lower MCHCs and platelet counts were more likely to have poor outcomes after receiving rt-PA. Stroke
severity was selected as an important risk factor in the primary analysis and in the two sensitivity
analyses. Anemia, female gender, and higher serum glucose levels were selected in the primary
analysis and the sensitivity analysis, which grouped laboratory results based on their reference ranges.
In the sensitivity analysis that used an alternative outcome definition, only SSI was kept in the Lasso
model. The possible reason is that the number of episodes in the alternative poor outcome groups was
only 61; the alternative poor outcome group was much smaller than the favorable outcome group.

Previous studies have shown that stroke severity and serum glucose level had a significant influence
on intracerebral hemorrhage after intravenous tissue plasminogen activator therapy [22-24,40], which
was consistent with our findings, even though we used SSI as a substitute for NIHSS score as a measure
of stroke severity. In addition to the glucose level, diabetes may be associated with poor outcome of
rt-PA therapy [41,42]. One study found that in the diabetic subgroup, the glycated hemoglobin index
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was positively correlated with symptomatic intracranial hemorrhage [40]. Instead of focusing on a
specific subgroup, we considered all the patients with acute ischemic stroke who were treated with
rt-PA as study cases. In the general population, the glycated hemoglobin index test was performed in
only a few patients; therefore, we only included the glucose level in laboratory assessments. A recent
study used functional ambulatory status as an outcome to investigate the association between risk
factors and outcomes in ischemic stroke patients who received rt-PA and were on antihypertensive
medications [24]. In our study, we defined poor outcomes as in-hospital death, ICU stay, and prolonged
LOS, which are different from the published study.

Gender differences among patients with acute ischemic stroke who received rt-PA have been
discussed in many studies [43-51]. A systematic review suggested that no gender difference existed in
the outcome among patients treated with intravenous rt-PA [45]. The clinical outcome and the number
of patients with a favorable outcome did not differ between women and men [50]. Few studies have
reported that the usual gender difference in outcomes favoring men was not observed among patients
treated with rt-PA [43,44,47,51]. However, similar to the findings of our study, few studies showed that
women have a higher poststroke mortality, rate of disability, depression, and dementia, and poorer
mRS (modified rankin scale) scores at discharge compared with men [48,49]. Gender differences in
symptoms at presentation may create treatment delays for women [52]. The difference found in this
study could possibly be explained by physiologic derangement not included in the dataset [14,50].
Similar to a previous study [46], we found that middle-aged women have a better outcome than
middle-aged men, whereas at a more advanced age, men have a better outcome than women. However,
the differences are not statistically significant. The gender differences among rt-PA therapy are still
different across studies, and further research is required.

Our study used the Lasso approach to select significant features in the multivariable analysis
because there was a high correlation between MCHC, hemoglobin levels, and hematocrit levels. In
addition, some studies reported that the regression coefficients in a stepwise selection model may have
considerable bias [53,54]. Similarly, with stepwise regression, Lasso, which adds regularization to
penalize the number of parameters in the model, prevents overfitting and prevents multicollinearity.

The main feature of our study is that we considered the demographic characteristics, laboratory
test results, and medical history for exploring the risk factors for poor outcomes after receiving rt-PA.
Only a few studies include laboratory test results for rt-PA treatment outcome analysis and no study
has investigated the associations between laboratory results and poor treatment outcome in the general
population of patients with acute ischemic stroke; we found that glucose level, MCHCs, and platelet
counts were associated with the treatment outcome. Moreover, because laboratory test results can be
described as normal and abnormal, and the definition of treatment outcome can affect the analysis
results, we also evaluated the effect of changing the definition of the variables. To address the problems
mentioned above, we conducted sensitivity analyses to evaluate the effect of applying different outcome
definitions and grouping the laboratory test results based on their reference ranges. Our results can
provide prognostic information about using rt-PA for ischemic stroke.

Our study has several limitations. First, the number of patients who were treated with rt-PA was
only 643, due to the low usage of rt-PA, although we included 11 years of data and 42,679 acute ischemic
stroke episodes. Second, Charlson comorbidities have often been used to measure comorbidities [55].
However, the Charlson comorbidity index only includes 17 comorbidity categories, and some
important diseases related to rt-PA outcome evaluation, such as anemia, are not included in the
Charlson comorbidity index. To extensively define and analyze the medical histories of stroke patients,
we chose Elixhauser comorbidities index, which includes 30 comorbidity categories, to group the
diagnoses [34,56]. Third, medical histories might be missing if patients do not have a related diagnosis
in their EMR. However, in our study group, more than 70% of the patients had visited CGMH before
having a stroke. Moreover, in-hospital EMRs alone should only be used to build a risk model in
worst-case scenarios wherein unconscious patients are admitted to the emergency department and no
additional information can be provided. Fourth, patients included in the study might be ineligible
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for rt-PA treatment based on the guidelines. In our study, we included all patients who were given
rt-PA for ischemic stroke to ensure a sufficient number of cases and to reflect the conditions in the real
world. Another limitation is that time-to-treatment data, which is known as a factor associated with
outcomes, was not available in our dataset. A previous study concluded that thrombolytic therapy
beyond the 4.5 h time window seems to be associated with a significant increase in mortality in clinical
practice [25]. However, according to previous studies, the third quartile of onset-to-treatment time
was less than 3 h in Taiwan [2,57], that is, only a small proportion of cases was treated beyond the
4.5 h time window. The other clinical features that are important in predicting the clinical outcome,
such as the subtype of stroke [46], cerebral arterial recanalization [58], and the presence and site of
occlusion [58] could not be extracted from our dataset. These data should be collected for further
analysis, including for building predictive models. For the NIHSS value at admission [46], we used the
SSI, a valid substitute for the NIHSS score [36], as a measure of stroke severity.

5. Conclusions

We analyzed the risk factors that may be associated with unfavorable rt-PA treatment outcomes.
Our findings demonstrated that female gender, higher serum glucose levels, lower MCHC, lower
platelet counts, history of anemia, and severe stroke were the risk factors relevant to rt-PA treatment
outcomes, and these findings could help us study the treatment strategy for acute-stage ischemic stroke.
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analysis—outcome definition. Table S4. Univariate analysis of the medical history variables in the sensitivity
analysis-outcome definition. Table S5. Univariate analysis of laboratory categorical variables in the sensitivity
analysis—transformed laboratory test results. Table S6. Risk factors identified by the Lasso model (lambda:
0.01072267) and their associated coefficients in the sensitivity analyses—transformed laboratory test results.

Author Contributions: Y.-].T. and R.-EH. had full access to all the data in the study and take responsibility for the
integrity of the data and the accuracy of the data analysis. Y.-].T., R-FH., S.-T.L., and T.-H.L. analyzed/interpreted
the data, performed experiments, designed the study, and wrote the paper. Y.-L.L.,C.-L.H.,S-W.L.,C-W.L,,].-D.L.,
T-LP, and T.-H.L. reviewed/edited the manuscript for important intellectual content and provided administrative,
technical, or material support. Y.-J.T., S.-W.L., C.-L.H., and T.-H.L. obtained funding and supervised the study.
All authors have read and agreed to the published version of the manuscript.

Funding: This research was supported by Chang Gung Memorial Hospital (CMRPD310011), the Ministry of
Science and Technology, Taiwan (MOST 108-2636-E-182-001, MOST 106-2632-H-182-001), and the Featured Areas
Research Center Program within the Framework of the Higher Education Sprout Project by the Ministry of
Education (MOE) in Taiwan (EMRPD110431, EMRPD110501, and EMRPD110481). The funders had no role in the
design and conduct of the study; collection, management, analysis, and interpretation of the data; preparation,
review, or approval of the manuscript; and decision to submit the manuscript for publication.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design of the
study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or in the decision to
publish the results.

References

1.  Benjamin, E.J.; Virani, S.S.; Callaway, C.W.; Chamberlain, A.M.; Chang, A.R.; Cheng, S.; Chiuve, S.E.;
Cushman, M,; Delling, EN.; Deo, R.; et al. Heart disease and stroke statistics—2018 update: A report from
the american heart association. Circulation 2018, 137, E67-E492. [CrossRef] [PubMed]

2. Chu, HJ.; Tang, S.C.; Lee, C.W.,; Jeng, ].S.; Liu, H.M. Endovascular thrombectomy for acute ischemic stroke:
A single-center experience in Taiwan. J. Formos. Med. Assoc. 2018, 117, 806-813. [CrossRef] [PubMed]

3.  Health Promotion Administration, Ministry of Health and Welfare. The Key to Stroke Response is FAST.
Available online: https://www.hpa.gov.tw/EngPages/Detail.aspx?nodeid=1038&pid=10548 (accessed on
7 January 2020).

4. The National Institute of Neurological Disorders and Stroke rt-PA Stroke Study Group. Tissue plasminogen
activator for acute ischemic stroke. N. Engl. |. Med. 1995, 333, 1581-1588. [CrossRef] [PubMed]


http://www.mdpi.com/1660-4601/17/2/618/s1
http://dx.doi.org/10.1161/CIR.0000000000000558
http://www.ncbi.nlm.nih.gov/pubmed/29386200
http://dx.doi.org/10.1016/j.jfma.2017.09.016
http://www.ncbi.nlm.nih.gov/pubmed/29097075
https://www.hpa.gov.tw/EngPages/Detail.aspx?nodeid=1038&pid=10548
http://dx.doi.org/10.1056/NEJM199512143332401
http://www.ncbi.nlm.nih.gov/pubmed/7477192

Int. |. Environ. Res. Public Health 2020, 17, 618 10 of 12

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Wardlaw, ].M.; Murray, V.; Berge, E.; DelZoppo, G.; Sandercock, P.; Lindley, R.L.; Cohen, G. Recombinant
tissue plasminogen activator for acute ischaemic stroke: An updated systematic review and meta-analysis.
Lancet 2012, 379, 2364-2372. [CrossRef]

Powers, W].; Rabinstein, A.A.; Ackerson, T.; Adeoye, O.M.; Bambakidis, N.C.; Becker, K.; Biller, J.; Brown, M.;
Demaerschalk, B.M.; Hoh, B.; et al. Guidelines for the early management of patients with acute ischemic
stroke: 2019 update to the 2018 guidelines for the early management of acute ischemic stroke: A guideline
for healthcare professionals from the American heart association/American stroke. Stroke 2019, 50, 344—418.
[CrossRef] [PubMed]

Hacke, W.; Kaste, M.; Fieschi, C.; Toni, D.; Lesaffre, E.; vonKummer, R.; Boysen, G.; Bluhmki, E.; Hoxter, G.;
Mahagne, M.-H.; et al. Intravenous thrombolysis with recombinant tissue plasminogen activator for acute
hemispheric stroke: The European cooperative acute stroke study (ECASS). JAMA 1995, 274, 1017-1025.
[CrossRef] [PubMed]

Krishnamurthi, R.R.V,; Feigin, V.L.; Forouzanfar, M.H.; Mensah, G.A.; Connor, M.; Bennett, D.A.; Moran, A.E.;
Sacco, R.L.; Anderson, L.M.; Truelsen, T.; et al. Global and regional burden of first-ever ischaemic and
haemorrhagic stroke during 1990-2010. Lancet Glob. Health 2013, 1, e259-e281. [CrossRef]

Lapchak, P.A. Critical early thrombolytic and endovascular reperfusion therapy for acute ischemic stroke
victims: A call for adjunct neuroprotection. Transl. Stroke Res. 2015, 6, 345-354. [CrossRef]

Hacke, W.; Kaste, M.; Bluhmki, E.; Brozman, M.; Davalos, A.; Guidetti, D.; Larrue, V.; Lees, K.R.; Medeghri, Z.;
Machnig, T.; et al. Thrombolysis with Alteplase 3 to 4.5 hours after acute ischemic stroke. N. Engl. |. Med.
2008, 359, 1317-1329. [CrossRef]

Chen, YYW,; Sung, S.E; Chen, C.H.; Tang, S.C.; Tsai, L.K.; Lin, H.J.; Huang, H.Y.; Po, H.L.; Sun, Y.; Chen, PL.;
etal. Intravenous thrombolysis administration 3-4.5 h after acute ischemic stroke: A retrospective, multicenter
study. Front. Neurol. 2019, 10, 1-9. [CrossRef]

Betts, K.A.; Hurley, D.; Song, J.; Sajeev, G.; Guo, J.; Du, E.X; Paschoalin, M.; Wu, E.Q. Real-world outcomes
of acute ischemic stroke treatment with intravenous recombinant tissue plasminogen activator. J. Stroke
Cerebrovasc. Dis. 2017, 26, 1996-2003. [CrossRef] [PubMed]

Yaghi, S.; Willey, J.Z.; Cucchiara, B.; Goldstein, ].N.; Gonzales, N.R.; Khatri, P.; Kim, L.J.; Mayer, S.A,;
Sheth, K.N.; Schwamm, L.H. Treatment and outcome of hemorrhagic transformation after intravenous
alteplase in acute ischemic stroke a scientific statement for healthcare professionals from the American heart
association/American stroke association. Stroke 2017, 48, e343—-e361. [CrossRef] [PubMed]

Chen, W,; Pan, Y.; Zhao, X,; Liu, L.; Li, H.; Liao, X.; Wang, C.; Wang, Y.; Wang, Y. Intravenous thrombolysis in
Chinese patients with different subtype of mild stroke: Thrombolysis in patients with mild stroke. Sci. Rep.
2017, 7, 2299. [CrossRef] [PubMed]

Hsieh, EI; Lien, L.M.; Chen, S.T.; Bai, C.H.; Sun, M.C.M.H.; Tseng, H.P,; Chen, YYW.; Chen, C.H,; Jeng, ].S.;
Tsai, S.Y.; et al. Get with the guidelines-stroke performance indicators: Surveillance of stroke care in the
Taiwan stroke registry: Get with the guidelines-stroke in Taiwan. Circulation 2010, 122, 1116-1123. [CrossRef]
Sung, S.E; Tseng, M.C. Code stroke: A mismatch between number of activation and number of thrombolysis.
J. Formos. Med. Assoc. 2014, 113, 442-446. [CrossRef]

Cheng, T.].; Peng, G.S.; Jhao, W.S.; Lee, ].T.; Wang, T.H. Nationwide “hospital emergent capability accreditation
by level-stroke” improves stroke treatment in Taiwan. J. Stroke 2017, 19, 205-212. [CrossRef]

Lyden, P. Why don’t more patients receive intravenous rt-PA for acute stroke? Expert Rev. Neurother. 2015,
15,571-574. [CrossRef]

Willeit, J.; Geley, T.; Schoch, J.; Rinner, H.; Tiir, A.; Kreuzer, H.; Thiemann, N.; Knoflach, M.; Toell, T,;
Pechlaner, R.; et al. Thrombolysis and clinical outcome in patients with stroke after implementation of the
Tyrol stroke pathway: A retrospective observational study. Lancet Neurol. 2015, 14, 48-56. [CrossRef]

Fang, M.C.; Cutler, D.M.; Rosen, A.B. Trends in thrombolytic use for ischemic stroke in the United States.
J. Hosp. Med. 2010, 5, 406—409. [CrossRef]

Chapman, S.N.; Mehndiratta, P.; Johansen, M.C.; McMurry, T.L.; Johnston, K.C.; Southerland, A.M. Current
perspectives on the use of intravenous recombinant tissue plasminogen activator (tPA) for treatment of acute
ischemic stroke. Vasc. Health Risk Manag. 2014, 10, 75-87. [CrossRef]

Liu, M,; Pan, Y.; Zhou, L.; Wang, Y. Predictors of post-thrombolysis symptomatic intracranial hemorrhage in
Chinese patients with acute ischemic stroke. PLoS ONE 2017, 12, e0184646. [CrossRef] [PubMed]


http://dx.doi.org/10.1016/S0140-6736(12)60738-7
http://dx.doi.org/10.1161/STR.0000000000000211
http://www.ncbi.nlm.nih.gov/pubmed/31662037
http://dx.doi.org/10.1001/jama.1995.03530130023023
http://www.ncbi.nlm.nih.gov/pubmed/7563451
http://dx.doi.org/10.1016/S2214-109X(13)70089-5
http://dx.doi.org/10.1007/s12975-015-0419-5
http://dx.doi.org/10.1056/NEJMoa0804656
http://dx.doi.org/10.3389/fneur.2019.01038
http://dx.doi.org/10.1016/j.jstrokecerebrovasdis.2017.06.010
http://www.ncbi.nlm.nih.gov/pubmed/28689999
http://dx.doi.org/10.1161/STR.0000000000000152
http://www.ncbi.nlm.nih.gov/pubmed/29097489
http://dx.doi.org/10.1038/s41598-017-02579-2
http://www.ncbi.nlm.nih.gov/pubmed/28536425
http://dx.doi.org/10.1161/CIRCULATIONAHA.110.936526
http://dx.doi.org/10.1016/j.jfma.2012.07.029
http://dx.doi.org/10.5853/jos.2016.01655
http://dx.doi.org/10.1586/14737175.2015.1041510
http://dx.doi.org/10.1016/S1474-4422(14)70286-8
http://dx.doi.org/10.1002/jhm.689
http://dx.doi.org/10.2147/VHRM.S39213
http://dx.doi.org/10.1371/journal.pone.0184646
http://www.ncbi.nlm.nih.gov/pubmed/28922363

Int. |. Environ. Res. Public Health 2020, 17, 618 11 of 12

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Yeo, L.L.L,; Luen, T.H.; Sharma, V.; Chan, B.; Lin, ].R.; Liow, C.W.; Lee, ].D.; Peng, T.L; Chien, S.C.; Lee, TH.
Derivation and validation of a scoring system for intravenous tissue plasminogen activator use in Asian
patients. J. Stroke Cerebrovasc. Dis. 2017, 26, 1695-1703. [CrossRef]

Fleming, T.; Blum, B.; Averkamp, B.; Sullivan, J.; Nathaniel, T. Effect of antihypertensive medications on
thrombolysis therapy and outcomes in acute ischemic stroke patients. J. Clin. Hypertens. 2019, 21, 271-279.
[CrossRef] [PubMed]

Gumbinger, C.; Reuter, B.; Stock, C.; Sauer, T.; Wietholter, H.; Bruder, I.; Rode, S.; Kern, R.; Ringleb, P;
Hennerici, M.G.; et al. Time to treatment with recombinant tissue plasminogen activator and outcome of
stroke in clinical practice: Retrospective analysis of hospital quality assurance data with comparison with
results from randomised clinical trials. BM] 2014, 348, g3429. [CrossRef]

Lee, TH.; Chang, C.H.; Chang, Y.J.; Chang, K.C.; Chung, J.; Liu, S.J.; Liou, CW.; Chen, S.C.; Lee, ].D.;
Peng, T.Y,; et al. Establishment of electronic chart-based stroke registry system in a Medical System in Taiwan.
J. Formos. Med. Assoc. 2011, 110, 543-547. [CrossRef]

Goldstein, L.B. Accuracy of ICD-9-CM coding for the identification of patients with acute ischemic stroke:
Effect of modifier codes. Stroke 1998, 29, 1602-1604. [CrossRef] [PubMed]

Yang, Y.; Liu, B.; Wu, L.; Guan, X.; Luo, Y,; Jiang, C.; Gupta, S.; Huang, Z.; Everett, G. Safety of intravenous
thrombolysis for acute ischemic stroke in patients with thrombocytopenia. Cerebrovasc. Dis. 2019, 06606, 1-8.
[CrossRef]

Holroyd-Leduc, ].M.; Kapral, M.K,; Austin, P.C.; Tu, ].V. Sex differences and similarities in the management
and outcome of stroke patients. Stroke 2000, 31, 1833-1837. [CrossRef]

Nasr, D.M.; Biller, J.; Rabinstein, A.A. Use and in-hospital outcomes of recombinant tissue plasminogen
activator in pediatric arterial ischemic stroke patients. Pediatr. Neurol. 2014, 51, 624-631. [CrossRef]

Wada, T.; Yasunaga, H.; Inokuchi, R.; Horiguchi, H.; Fushimi, K.; Matsubara, T.; Nakajima, S.; Yahagi, N.
Effects of edaravone on early outcomes in acute ischemic stroke patients treated with recombinant tissue
plasminogen activator. J. Neurol. Sci. 2014, 345, 106-111. [CrossRef]

Lee, H.C,; Chang, K.C.; Lan, C.F; Hong, C.T.; Huang, Y.C.; Chang, M.L. Factors Associated with Prolonged
Hospital Stay for Acute Stroke in Taiwan. Acta Neurol. Taiwan. 2008, 17, 17-25. [PubMed]

Tseng, Y.J.; Cami, A.; Goldmann, D.A.; DeMaria, A.; Mandl, K.D. Incidence and patterns of extended-course
antibiotic therapy in patients evaluated for Lyme disease. Clin. Infect. Dis. 2015, 61, 1536-1542. [CrossRef]
[PubMed]

Elixhauser, A.; Steiner, C.; Harris, D.R.; Coffey, RM. Comorbidity Measures for use with administrative data.
Med. Care 1998, 36, 8-27. [CrossRef] [PubMed]

Tseng, Y.J.; Chiu, H.J. Tool of Electric Medical Record for grouping with ICD-9 and ICD-10 codes by ccs,
comorbidities and phecodes, and calculating condition era emr. Available online: https://github.com/DHLab-
CGU/emr/ (accessed on 7 January 2020).

Sung, S.E; Hsieh, C.Y,; Lin, H.J.; Chen, Y.W.; Chen, C.H.; Kao Yang, Y.H.; Hu, Y.H. Validity of a stroke severity
index for administrative claims data research: A retrospective cohort study. BMC Health Serv. Res. 2016, 16,
509. [CrossRef]

Sung, S.E; Hsieh, C.Y; Kao Yang, Y.H.; Lin, H.J.; Chen, C.H.; Chen, Y.W.; Hu, Y.H. Developing a stroke
severity index based on administrative data was feasible using data mining techniques. J. Clin. Epidemiol.
2015, 68, 1292-1300. [CrossRef]

Tibshirani, R. Regression Shrinkage and Selection via the Lasso. J. R. Stat. Soc. Ser. B 1996, 58, 267-288.
[CrossRef]

Hsieh, C.Y.; Chen, C.H.; Chen, Y.C.; Kao Yang, Y.H. National survey of thrombolytic therapy for acute
ischemic stroke in Taiwan 2003-2010. J. Stroke Cerebrovasc. Dis. 2013, 22, €620-e627. [CrossRef]

Liu, S.Y,; Cao, W.E; Wu, L.E; Xiang, Z.B.; Liu, S.M,; Liu, H.Y,; Pan, Y.; Nie, F.; Wu, X.M.; Xie, X.F. Effect of
glycated hemoglobin index and mean arterial pressure on acute ischemic stroke prognosis after intravenous
thrombolysis with recombinant tissue plasminogen activator. Medicine 2018, 97, e13216. [CrossRef]

Kim, D.H.; Lee, D.S.; Nah, HW.; Cha, J.K. Clinical and radiological factors associated with unfavorable
outcome after intravenous thrombolysis in patients with mild ischemic stroke. BMC Neurol. 2018, 18, 30.
[CrossRef]


http://dx.doi.org/10.1016/j.jstrokecerebrovasdis.2017.03.033
http://dx.doi.org/10.1111/jch.13472
http://www.ncbi.nlm.nih.gov/pubmed/30672641
http://dx.doi.org/10.1136/bmj.g3429
http://dx.doi.org/10.1016/S0929-6646(11)60081-8
http://dx.doi.org/10.1161/01.STR.29.8.1602
http://www.ncbi.nlm.nih.gov/pubmed/9707200
http://dx.doi.org/10.1159/000504214
http://dx.doi.org/10.1161/01.STR.31.8.1833
http://dx.doi.org/10.1016/j.pediatrneurol.2014.07.030
http://dx.doi.org/10.1016/j.jns.2014.07.018
http://www.ncbi.nlm.nih.gov/pubmed/18564823
http://dx.doi.org/10.1093/cid/civ636
http://www.ncbi.nlm.nih.gov/pubmed/26223992
http://dx.doi.org/10.1097/00005650-199801000-00004
http://www.ncbi.nlm.nih.gov/pubmed/9431328
https://github.com/DHLab-CGU/emr/
https://github.com/DHLab-CGU/emr/
http://dx.doi.org/10.1186/s12913-016-1769-8
http://dx.doi.org/10.1016/j.jclinepi.2015.01.009
http://dx.doi.org/10.1111/j.2517-6161.1996.tb02080.x
http://dx.doi.org/10.1016/j.jstrokecerebrovasdis.2013.07.043
http://dx.doi.org/10.1097/MD.0000000000013216
http://dx.doi.org/10.1186/s12883-018-1033-4

Int. |. Environ. Res. Public Health 2020, 17, 618 12 of 12

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

Tang, H.; Zhang, S.; Yan, S.; Liebeskind, D.S.; Sun, J.; Ding, X.; Zhang, M.; Lou, M. Unfavorable neurological
outcome in diabetic patients with acute ischemic stroke is associated with incomplete recanalization after
intravenous thrombolysis. . Neurointerventional Surg. 2016, 8, 342-346. [CrossRef]

Al-hussain, F.; Hussain, M.S.; Molina, C.; Uchino, K.; Shuaib, A.; Demchuk, A.M.; Alexandrov, A.V.; Saqqur, M.
Does the sex of acute stroke patients influence the effectiveness of rt-PA? BMC Neurol. 2014, 14, 60. [CrossRef]
[PubMed]

Jovanovi¢, D.R.; Besla¢-Bumbasirevi¢, L.; Budimki¢, M.; Pekmezovi¢, T,; Zivkovié, M.; Kosti¢, V.S. Do women
benefit more from systemic thrombolysis in acute ischemic stroke? A Serbian experience with thrombolysis
in ischemic stroke (SETIS) study. Clin. Neurol. Neurosurg. 2009, 111, 729-732. [CrossRef] [PubMed]
Meseguer, E.; Mazighi, M.; Labreuche, J.; Arnaiz, C.; Cabrejo, L.; Slaoui, T.; Guidoux, C.; Olivot, ].M.;
Abboud, H.; Lapergue, B.; et al. Outcomes of intravenous recombinant tissue plasminogen activator therapy
according to gender: A clinical registry study and systematic review. Stroke 2009, 40, 2104-2110. [CrossRef]
[PubMed]

Buijs, ].E.; Uyttenboogaart, M.; Brouns, R.; DeKeyser, J.; Kamphuisen, PW.; Luijckx, G.J. The effect of age and
sex on clinical outcome after intravenous recombinant tissue plasminogen activator treatment in patients
with acute ischemic stroke. J. Stroke Cerebrovasc. Dis. 2016, 25, 312-316. [CrossRef]

Kent, D.M,; Price, L.L.; Ringleb, P,; Hill, M.D.; Selker, H.P. Sex-based differences in response to recombinant
tissue plasminogen activator in acute ischemic stroke: A pooled analysis of randomized clinical trials. Stroke
2005, 36, 62-65. [CrossRef]

Kapral, M.K,; Fang, J.; Hill, M.D.; Silver, F; Richards, ].; Jaigobin, C.; Cheung, A.M. Sex differences in stroke
care and outcomes: Results from the registry of the Canadian stroke Network. Stroke 2005, 36, 809-814.
[CrossRef]

Gargano, ].W.; Wehner, S.; Reeves, M. Sex differences in acute stroke care in a statewide stroke registry. Stroke
2008, 39, 24-29. [CrossRef]

Forster, A.; Gass, A.; Kern, R.; Wolf, M.E.; Ottomeyer, C.; Zohsel, K.; Hennerici, M.; Szabo, K. Gender
differences in acute ischemic stroke etiology, stroke patterns and response to thrombolysis. Stroke 2009, 40,
2428-2432. [CrossRef]

Lorenzano, S.; Ahmed, N.; Falcou, A.; Mikulik, R.; Tatlisumak, T.; Roffe, C.; Wahlgren, N.; Toni, D. Does sex
influence the response to intravenous thrombolysis in ischemic stroke? Answers from safe implementation
of treatments in stroke-international stroke thrombolysis register. Stroke 2013, 44, 3401-3406. [CrossRef]
Labiche, L.A.; Chan, W.; Saldin, K.R.; Morgenstern, L.B. Sex and acute stroke presentation. Ann. Emerg. Med.
2002, 40, 453-460. [CrossRef]

Steyerberg, E.W.; Eijkemans, M.].C.; Habbema, ].D.F. Stepwise Selection in small data sets. J. Clin. Epidemiol.
1999, 52, 935-942. [CrossRef]

Harrell, EE. Regression Modeling Strategies; Springer Series in Statistics; Springer: New York, NY, USA, 2001;
ISBN 978-1-4419-2918-1.

Quan, H.; Sundararajan, V.; Halfon, P.; Fong, A.; Burnand, B.; Luthi, J.C.; Saunders, L.D.; Beck, C.A;
Feasby, T.E.; Ghali, W.A. Coding Algorithms for defining comorbidities in icd-9-cm and icd-10 administrative
data. Med. Care 2005, 43, 1130-1139. [CrossRef] [PubMed]

Menendez, M.E.; Neuhaus, V.; VanDijk, C.N.; Ring, D. The Elixhauser comorbidity method outperforms the
Charlson index in predicting inpatient death after orthopaedic surgery. Clin. Orthop. Relat. Res. 2014, 472,
2878-2886. [CrossRef] [PubMed]

Su, YH,; Lin, H.J.; Chen, YW.; Tseng, M.C.; Hsieh, H.C.; Chen, C.H.; Sung, S.F. Safety and effectiveness of
intravenous thrombolysis for acute ischemic stroke outside the coverage of national health insurance in
Taiwan. Acta Neurol. Taiwan 2017, 26, 3-12.

Nogueira, R.C.; Bor-Seng-Shu, E.; Saeed, N.P; Teixeira, M.J.; Panerai, R.B.; Robinson, T.G. Meta-analysis of
vascular imaging features to predict outcome following intravenous rtPA for acute ischemic stroke. Front.
Neurol. 2016, 7, 77. [CrossRef] [PubMed]

@ © 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.1136/neurintsurg-2014-011643
http://dx.doi.org/10.1186/1471-2377-14-60
http://www.ncbi.nlm.nih.gov/pubmed/24669960
http://dx.doi.org/10.1016/j.clineuro.2009.06.014
http://www.ncbi.nlm.nih.gov/pubmed/19647928
http://dx.doi.org/10.1161/STROKEAHA.108.546325
http://www.ncbi.nlm.nih.gov/pubmed/19372440
http://dx.doi.org/10.1016/j.jstrokecerebrovasdis.2015.09.035
http://dx.doi.org/10.1161/01.STR.0000150515.15576.29
http://dx.doi.org/10.1161/01.STR.0000157662.09551.e5
http://dx.doi.org/10.1161/STROKEAHA.107.493262
http://dx.doi.org/10.1161/STROKEAHA.109.548750
http://dx.doi.org/10.1161/STROKEAHA.113.002908
http://dx.doi.org/10.1067/mem.2002.128682
http://dx.doi.org/10.1016/S0895-4356(99)00103-1
http://dx.doi.org/10.1097/01.mlr.0000182534.19832.83
http://www.ncbi.nlm.nih.gov/pubmed/16224307
http://dx.doi.org/10.1007/s11999-014-3686-7
http://www.ncbi.nlm.nih.gov/pubmed/24867450
http://dx.doi.org/10.3389/fneur.2016.00077
http://www.ncbi.nlm.nih.gov/pubmed/27242660
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Data Source 
	Case Identification 
	Outcome Definition 
	Laboratory Assessments 
	Medical History Assessment 
	Stroke Severity Measurement 
	Sensitivity Analyses 
	Statistical Analysis 

	Results 
	Population Characteristics 
	Medical History Analysis 
	Multivariable Analysis 
	Sensitivity Analysis: Outcome Definition 
	Sensitivity Analysis: Transformed Laboratory Test Results 

	Discussion 
	Conclusions 
	References

