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Abstract

Background: Evidence about whether white blood cell (WBC) or its subtypes can act as a biomarker to predict the
ischemic stroke events in the general population is scanty, particularly in Asian populations. The aim of this study is
to establish the predictive ability of total WBC count or subtypes for long-term ischemic stroke events in the cohort
population in Taiwan.

Methods: The Chin-Shan Community Cohort Study began from 1990 to 2007 by recruiting 1782 men and 1814
women of Chinese ethnicity. Following a total of 3416 participants free from ischemic stroke events at baseline for
a median of 15.9 years; we documented 187 new incident cases.

Results: The multivariate relative risk for the comparison of the participants in the fifth and first WBC count
quintiles was 1.67 (95% confidence interval [CI], 1.02–2.73; P for trend=0.03), and the corresponding relative risk for
neutrophil count was 1.93 (95% CI, 1.13–3.29; P for trend=0.02). The discriminative ability by WBC and neutrophil
counts were similar (area under the receiver operating characteristic curve, 0.600 for adding WBC, 0.610 for adding
neutrophils, 0.595 for traditional risk factor model). In addition, the net reclassification improvement (NRI) values
between the neutrophil and white blood cell count models were not significant (NRI, =-2.60%, P=0.35), indicating
the similar discrimination performance for both WBC and neutrophil counts.

Conclusions: WBC and neutrophil count had a similar ability to predict the long-term ischemic stroke events
among Taiwanese.
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Background
Total white blood cell (WBC) count is an indicator for
acute or chronic inflammation, and an elevated WBC
count also is a risk factor for atherosclerotic vascular
disease. WBC derived a series of phagocyte reactions
believed to contribute to vascular injury and atheroscler-
otic progression [1-3]. Several prospective studies have
shown a positive and independent association between
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WBC count and risk for coronary heart disease (CHD)
[3,4], stroke [3,5], and all-cause mortality [6,7]. Further-
more, the subtypes of WBC are also known to be bio-
markers for cardiovascular or stroke risk prediction.
Some studies found that leukocyte count is associated
with aortic arch plaque thickness [8], progression of aor-
tic atheroma in patients with stroke [9], or increased risk
of stroke and vascular death in patients with symptom-
atic intracranial atherosclerotic disease [10]. Other stud-
ies have showed that neutrophil count adds prognostic
information to major adverse cardiac events in acute
coronary syndrome [11] or as an independent predictor
of recurrent ischemic stroke [12]. In addition, one study
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demonstrated that granulocyte count was the strongest
biomarker for the association between CHD, ischemic
stroke incidence and cardiovascular disease mortality [3].
However, most evidence has come from studies of

western populations and few data are available on pre-
dicting ischemic stroke events in eastern people, leaving
uncertainty as to the generalized ability of the findings.
Moreover, it is still not clear that whether WBC or its
subtypes are the best biomarker to predict the ischemic
stroke events in the general population, particularly
among Asian people. Therefore, the aim of this study is
to establish the predictive ability of total WBC count or
subtypes for long-term ischemic stroke events in a co-
hort population in Taiwan.

Methods
Study design and participants
Details of this cohort study have been published previ-
ously [13-15]. Briefly, the Chin-Shan Community Cohort
Study began in 1990 by recruiting 1782 men and 1814
women of Chinese ethnicity from the town of Chin-
Shan, 30 kilometers north of Taipei, Taiwan. Information
about lifestyle and medical conditions and anthropomet-
ric measures was assessed by interview questionnaires
and physical examinations; the validity and reliability of
the collected data and measurements have been reported
in detail [15,16]. The procedure of follow-up strategy
and outcome ascertainment for our documentation of
incident ischemic stroke have been previously described
and validated [13,17]. For the establishment of the pre-
dictive ability of total WBC count or subtypes for long-
term ischemic stroke events in this study, participants
who had a previous history of stroke (n=89) were
excluded from this study. We recruited incident stroke
cases during 1990-2007. The incident of new stroke
cases was ascertained according to the following criteria:
a sudden neurological symptom of vascular origin that
lasted > 24 hours with supporting evidence from an
image study; fatal stroke cases were included. The transi-
ent ischemic attacks and hemorrhagic stroke were
excluded in this study because the former is difficult to
define and the latter has different pathogenetic mechan-
ism from ischemic stroke. The cases were confirmed by
cardiologists and neurologists, and the National Taiwan
University Hospital (NTUH) Committee Review Board
approved the study protocol. Participants with incom-
plete blood data (n=40) at baseline were also excluded
from this investigation. After the exclusion of previous
history of stroke, transient ischemic attacks, hemorrhagic
stroke and incomplete blood data cases, the final analytic
sample included 3416 participants.
The follow-up and verification for events and deaths

were reviewed by physicians on the Committee of Mortal-
ity and Morbidity within the study team. Medical records
were used to determine the possibility cause of death.
Four cardiologists were responsible for reviewing the
questionnaires, medical records, and laboratory reports to
determine whether each event met the protocol estab-
lished by the project steering committee, and addition to
household visits to verify the causes of deaths and events.
Relatives of nonrespondents were contacted to obtain
information on the health status of uncooperative indivi-
duals. Medical records were reviewed at Chin-Shan Com-
munity Health Center, local clinics, and NTUH. By using
national vital statistics records, the study team was able to
obtain the information about the deceased number of par-
ticipants and determine the attributed cause of death.
The informed consent was given for all participants in

this study and all of our enrolled participants agreed.

Measurement of clinical, lifestyle, and biochemical
markers
The procedures for clinical and biochemical measures
have been reported elsewhere [15,16]. In short, blood
pressure was measured twice in the right arm using a
mercury sphygmomanometer with the subject seated
comfortably and arms supported and positioned at the
level of the heart.
The average of the blood pressure measurements was

used as described previously [14,18]. All venous blood
samples drawn after a 12-hour overnight fast were im-
mediately refrigerated and transported within 6 hours to
the NTUH. Serum samples were then stored at -70°C
before batch assay for levels of total cholesterol, trigly-
ceride, and high-density lipoprotein cholesterol. Stand-
ard enzymatic tests for serum cholesterol were used
(Merck 14354 and 14366, respectively). Blood samples
for glucose analysis were drawn into glass test tubes
each containing 80 mol/L fluoride/oxalate reagents after
centrifugation by 1500 g for 10 minutes; glucose levels
were measured in supernatant by enzymatic assay
(Merck 3389 commercial kit) in an Eppendorf 5060 autoa-
nalyzer. The peripheral blood cell analysis was measured
using a blood cell counter (Sysmex Cell Counter NE-8000;
TOA Medical Electronics Co Ltd, Kobe, Japan).

Statistical analysis
We classified participants on the basis of quintiles of
white blood cell count, and continuous variables were
presented as the mean (SD) or as the median.
Relationships between the baseline white blood cell

count and other biomarkers were examined by evaluat-
ing age- and sex-adjusted Spearman partial correlation
coefficients. The incidence rates of ischemic stroke were
calculated by dividing the number of cases by the num-
ber of person-years of follow-up for each white blood
cell count quintile. The hazard ratio (HR) of ischemic
stroke was calculated by dividing the incidence rate for
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each quintile by the rate in the first quintile. We used
Cox proportional hazards models to adjust for potential
confounding variables, including age group (35-44, 45-54,
55-64, 65-74, or≧ 75 years), sex, BMI (< 18, 18-20.9, 21-
22.9, 23-24.9, or≧ 25 kg/m2), alcohol intake, smoking,
regular exercise, marital status, educational level (< 9/≧
9 years) , occupation (no work, manual work, or profes-
sional), family history of diabetes and hypertension, regular
exercise, history of diabetes, hypertension, coronary heart
disease, atrial fibrillation, and left ventricular hypertrophy.
To test for a linear trend across white blood cell count
quintiles, we used the median white blood cell count for
each category as a continuous variable in the multivariate
Table 1 Baseline characteristics by quintiles of white blood ce

Quintile of ba

1 2

participants, n 715 715

Gender

men, % 36.8 43.9

women, % 63.2 56.2

Current smoker (yes), % 26.6 30.8

Alcohol drinking (yes), % 25.2 27

Marital status

single, % 2.2 2.7

Live with spouse, % 86.2 85.6

Divorced or separated, % 11.6 11.6

Education level

<9 years, % 96.6 95

≧9 years, % 3.4 5.5

Job status

No job, % 53.6 50.6

Farmer, laborer, % 32.0 35.7

Professional, business, % 14.4 13.7

Regular exercise (yes), % 17.2 14.5

History of hypertension, % 25.3 23.9

History of diabetic mellitus, % 8.7 10.5

Age, years* 55.3 54.8

BMI, kg/m2* 22.6 23.2

Systolic blood pressure, mmHg* 123 122

Diastolic blood pressure, mmHg* 76 76

Total cholesterol, mg/dL* 190.3 193.4

Triglycerides, mg/dL* 99.7 110.8

HDL cholesterol, mg/dL* 50.1 48.9

LDL cholesterol, mg/dL* 128.8 132.8

Coronary heart disease, % 4.6 4.8

Atrial fibrillation, % 1 1.1

Left ventricular hypertrophy, % 6.4 7.1

* Data are expressed as the mean.
model. We also used the test of Hosmer and Lemeshow to
evaluate the goodness of fit for the model [19] and the sta-
tistics were not rejected. In addition, we provided several
additional statistics, including net reclassification improve-
ment (NRI) and integrated discrimination improvement
(IDI) for the comparison between white blood cell count
and neutrophil count models [20] because the areas under
the curve (AUC) value are not the best discriminatory sta-
tistics for prediction power.
The NRI statistic was based on the reclassification

tables and was calculated from a sum of differences be-
tween the ‘upward’ movement in categories for event
participants and the ‘downward’ movement in those for
ll count in 3416 individuals

seline WBC count

3 4 5 p

672 673 641

<.0001

49.3 49.5 56.9

50.6 50.7 43.5 <.0001

39.3 38.2 48.0 <.0001

32.7 30.6 33.2 0.002

0.3

3.1 3.9 2.3

85.9 87.7 85.5

11.1 8.5 12.0

0.004

93.8 92.1 93.1

6.3 7.9 6.9

0.04

48.8 47 44.8

34.1 35.1 37.4

17.1 18 17.8

16.1 13.7 12.8 0.14

29.5 31.8 30.4 0.005

11.8 15.9 17.9 <.0001

54.4 53.6 54.6 0.1647

23.5 24.1 24.0 <.0001

126 126 127 <.0001

77 78 78 <.0001

200.8 199.6 205.3 <.0001

131.5 133.9 155.0 <.0001

46.7 46.2 45.7 <.0001

140.7 140.4 145.9 <.0001

4.8 5.1 4.8 1

1.3 0.7 0.9 0.86

7.7 7.9 9.4 0.34
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nonevent participants. We presented the NRI according
to the quintile of WBC and neutrophil count. The IDI
can be interpreted as a difference between improvement
in average sensitivity and any potential increase in
average ‘1–specificity’ and the statistic was a difference
in Yates discrimination slopes between the new and old
models. All statistical tests were 2-tailed and P values
less than 0.05 were considered statistically significant.
Analyses were performed with SAS software (version 9.1;
SAS Institute) and Stata (version 9.1; Stata Corporation).

Results
Participants in the highest WBC count quintile were more
likely to be male and more likely to smoke and drink alco-
hol than the participants in the other quintiles. They also
had a higher prevalence of the history of hypertension,
diabetic mellitus, BMI, systolic and diastolic blood pres-
sure, higher concentration of cholesterol, triglycerides,
HDL and LDL cholesterol (Table 1). For the cohort
follow-up from 1990 to the end of 2007 (median
15.9 years, interquintiles range: 12.8 to 16.9 years), we
documented 187 new incident cases of ischemic stroke
(including cases of ischemic and undetermined type).
Table 2 shows the HRs and 95% confidence intervals (CIs)
for the WBC count quintile at baseline. After adjustment
for age, sex, lifestyle, the HRs according to white blood
cell count quintile were 1.25, 1.19, 1.65, and 2.06 (95% CI,
1.30 –3.27; P for trend = 0.0006). After additional adjust-
ment for the other covariates, the HR for the comparison
of the participants in the fifth and first WBC count quin-
tiles was 1.67 (95% CI, 1.02–2.73; P for trend = 0.03).
Table 3 shows the HRs and 95% confidence intervals (CIs)
for neutrophil count quintile at baseline. After adjustment
for age, sex, lifestyle, the HRs according to neutrophil
count quintile were 1.63, 1.47, 1.72, and 2.32 (95% CI, 1.39
–3.87; P for trend =0.002). After additional adjustment for
Table 2 Median WBC count, number of study participants, inc
for the association with ischemic stroke in the participants

Quintile of

Q1 Q2 Q3 Q4

Median WBC count, per μl 4400 5400 6100 700

Individuals, n 715 715 672 67

Incident cases, n 31 35 32 42

person-years 10232 10094 9548 956

Rate(/1000 person-year) 3 3.5 3.4 4.4

HR, model 1*,† 1 1.21 (0.74-1.96) 1.17 (0.71-1.91) 1.62 (1.0

HR, model 2*,‡ 1 1.25 (0.76-2.03) 1.19 (0.72-1.97) 1.65 (1.0

HR, model 3*,§ 1 1.18 (0.72-1.95) 1.00 (0.59-1.67) 1.34 (0.8

*Data for HR (95% CI) are expressed relative to WBC count quintile1.
†Model 1: Adjusted for age and sex.
‡Model 2: Model 1 plus BMI, alcohol intake, smoking, marital status, education level
§Model 3: Model 2 plus systolic blood pressure, diastolic blood pressure, diabetes, t
atrial fibrillation, left ventricular hypertrophy, and coronary artery disease.
the other covariates, the HR for the comparison of the
participants in the fifth and first neutrophil count quintiles
was 1.93 (95% CI, 1.13–3.29; P for trend=0.02). For the
lymphocyte counts, the association was not significant
(data not shown).
The Kaplan–Meier survival estimates of ischemic

stroke events associated with each quintile of leukocyte
count in participants are shown in the Figure 1. The log-
rank test showed that the survival curves were signifi-
cantly different (P < 0.01).
Predictive ability was tested by the following perform-

ance measures (Figure 2). First, the discriminative ability
by WBC and neutrophil counts was similar (the AUC,
0.600 for adding WBC, 0.610 for adding neutrophils,
0.595 for traditional risk factor model). Second, the NRI
and IDI values between the traditional and white blood
cell count models were not significant (NRI =2.1%,
P=0.36; IDI= 0.003, P=0.01), the NRI and IDI values be-
tween the traditional and neutrophil models were not
significant (NRI =-0.92%, P=0.77; IDI= 0.007, P<0.01),
and the NRI and IDI values between the white blood cell
count and neutrophil models were not significant
(NRI =-2.60%, P=0.35; IDI= 0.03, P=0.02), indicating a
similar discrimination performance between the neu-
trophil count and WBC count model for predicting
the risk of long term ischemic stroke events. Higher
WBC count, as shown in Table 2, predisposed the subjects
to have a higher risk of developing stroke with an increa-
sing significant trend across the WBC quintile groups (all
three multivariable-adjusted models, p<0.05 in trend).
Similarly, increased neutrophil count was associated with
raised risk for occurrence of stroke, after clinical con-
founding factors were adjusted (in Table 3, p<0.05 in
trend). As compared with the traditional prediction
model, including WBC or neutrophil count into the tra-
ditional stroke prediction model, moreover, raised the
idence case, person-years, rate, and HRs by WBC quintile

baseline white blood cell count

Q5 P for trend P for Hosmer and Lemeshow test

0 8500

3 641

47

8 8731

5.4

2-2.58) 2.00 (1.27-3.15) 0.0008 0.72

3-2.64) 2.06 (1.30-3.27) 0.0006 0.33

2-2.19) 1.67 (1.02-2.73) 0.03 0.23

, occupation, exercise, family history of diabetes and hypertension.
otal cholesterol, triglyceride, low density lipoprotein, high density lipoprotein,



Table 3 Median neutrophil count, number of study participants, incidence case, person-years, rate, and HRs by
neutrophil quintile for the association with ischemic stroke in the participants

Quintile of baseline neutrophil count

Q1 Q2 Q3 Q4 Q5 P for trend P for Hosmer and
Lemeshow test

Median neutrophil count, per μl 2500 3300 3800 4500 5900

Individuals, n 694 615 603 631 610

Incident cases, n 24 35 28 37 44

person-years 10113 8756 8476 8939 8238

Rate(/1000 person-year) 2.4 4 3.3 4.1 5.3

HR, model 1*,† 1 1.59 (0.95-2.68) 1.41 (0.82-2.43) 1.66 (0.99-2.79) 2.27 (1.38-3.76) 0.002 0.79

HR, model 2*,‡ 1 1.63 (0.96-2.77) 1.47 (0.85-2.56) 1.72 (1.02-2.91) 2.32 (1.39-3.87) 0.002 0.25

HR, model 3*,§ 1 1.52 (0.88-2.61) 1.22 (0.69-2.17) 1.52 (0.89-2.62) 1.93 (1.13-3.29) 0.02 0.45

*Data for HR (95% CI) are expressed relative to WBC count quintile1.
†Model 1: Adjusted for age and sex.
‡Model 2: Model 1 plus BMI, alcohol intake, smoking, marital status, education level, occupation, exercise, family history of diabetes and hypertension.
§Model 3: Model 2 plus systolic blood pressure, diastolic blood pressure, diabetes, total cholesterol, triglyceride, low density lipoprotein, high density lipoprotein,
atrial fibrillation, left ventricular hypertrophy, and coronary artery disease.
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general discriminatory abilities to identify subjects at
greater risk of stroke (Table 4).
Discussion
This prospective cohort study based on ethnic Chinese in
Taiwan discovered that both WBC count and neutrophil
count could predict future ischemic stroke events. The pre-
diction was still significant after adjusting multiple ischemic
stroke risk factors. Overall, there were a 67% and 93% in-
crease in risk of ischemic stroke compared with the WBC
count and neutrophil count for each first and fifth quintile
respectively. We also examined the lymphocyte count for
predictive ability of ischemic stroke events in this study but
no difference was found between different quintiles. A simi-
lar finding was noted by a Northern Manhattan study,
which demonstrated that relative elevation in WBC count
predicts first cerebral infarction, and is also associated with
myocardial infarction and vascular death [21]. However, the
Figure 1 Kaplan–Meier survival estimates of ischemic stroke
events by five different WBC count quintiles in the Chin-Shan
Community cohort study with a total of 3416 participants, and
were followed up for 17 years. The bottom numbers showed
patients remaining at each time period.
researchers did not mention the effect of ischemic stroke
associated with WBC differentials because they had no
data. Another study has found that elevated WBC count is
directly associated with the risk of CHD and ischemic
stroke incidence and mortality from cardiovascular disease
[3]. After further examining the association between differ-
ential WBC counts, these researchers showed that granulo-
cyte and monocyte counts have a strong association with
ischemic stroke incidence but the same results were not
found after analysis of lymphocytes. However, the study’s
focus was solely on the population group of African-
Americans and Caucasian. In an Asian population study,
researchers observed a positive association between increased
WBC count and risk of ischemic stroke but the relationship
between WBC count and the risk of hemorrhagic stroke was
not significant [22]. These results are also found in our data,
but this study did not discuss the relationship between ische-
mic stroke and WBC subtypes. Another study found that
WBC counts mainly neutrophil counts was independently
associated with recurrent ischemic events in high risk popu-
lations [12]. Although those data did not all yield the same
results, that the leukocyte and its subtypes could increase the
risk of ischemic stroke can’t be denied.
The reason why elevated leukocyte counts or its sub-

types increased cardiovascular and ischemic stroke risk
is still not fully understood. Several potential mechan-
isms have nonetheless been proposed. Elevated WBC
count may enhance atherogenesis and is also reflected in
the inflammatory activity of atherosclerosis that causes
vascular injury and tissue ischemia [1]. Neutrophil plays
a key role in plaque development and instability [11],
Neutrophil also releases autacoids, which induce vaso-
constriction and platelet aggregation [23]. Monocytes
are believed to be involved in the pathogenesis of ath-
erosclerosis and present in every phase of atherogenesis



Figure 2 Areas under ROC curve comparison for ischemic stroke events in the Chin-Shan Community cohort study with a total of 3416
participants. The discriminative ability by WBC and neutrophil counts was similar, that is AUC readings were 0.595 for traditional risk factor
model, 0.600 for the addition with WBC, 0.610 for the addition with neutrophils. The traditional risk factors were shown at the bottom of this
figure.
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[11]. Monocyte-derived macrophages produce cytokine,
or other oxidants that can induce endothelial cell injury
and succeeding thrombus formation [2,24]. Furthermore,
lymphocytes play a role in chronic inflammation, and
the circulating levels of specific lymphocytes, such as the
subset of T lymphocytes, may be associated with un-
stable angina and recurrent ischemic stroke [25,26]. Al-
though WBC and subtypes can lead to vascular injury
and subsequent ischemic stroke events, we still don’t
know which one is the strongest predictor for ischemic
stroke events in the long term follow up.
To indentify which one is the strongest biomarker for

predicting ischemic stroke events in the long term follow
up, we used NRI and IDI to improve the performance
measures of the prediction power of adding new biomar-
kers. These statistics have been widely applied in evalu-
ating the performance of prediction models and novel
biomarkers [16,27].
Table 4 Comparison of general discriminating performance b

C-statistic

95% CI

Traditional model 0.59 0.55 to 0.64

vs

WBC-included model 0.60 0.55 to 0.65 0

Traditional model 0.59 0.55 to 0.64

vs

Neutrophil-included model 0.61 0.56 to 0.66 0.
Our study still has several potential limitations. First,
we have no data about the subtypes of ischemic stroke,
such as large vessel, lacunar or cardiogenic strokes.
While previous studies revealed some association of
leukocyte with large vessel atherosclerosis [8-10] and
cardiogenic stroke [21], there was admittedly still no
consistent evidence to prove the association of leuko-
cytes with lacunar stroke, though atherosclerosis may be
play a role in lacunar stroke [28]. We need to focus on
this problem in further research. Second, we did not
provide the monocyte information in this study. Pro-
spective studies suggest that monocytes were associated
with the ischemic stroke incidence [3] and predicted
clinical course and prognosis in human stroke [29]. Lack
of information may reduce power for the prediction.
Third, we did not have other important inflammatory
markers like C-reactive protein (CRP) and cytokines in
our first blood sampling. Previous literatures reveled
etween neutrophil-included and WBC-included models

Integrated discrimination improvement (IDI)

p IDI 95% CI p-value

reference

.18 0.003 0.0004 to 0.006 0.01

reference

002 0.007 0.004 to 0.01 <0.01
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CRP could increase the risk of stroke and post stroke
vascular disease recurrence [30,31]. Future studies
should assess other markers of inflammatory activity for
analysis. Finally, we tried to establish the predictive abil-
ity of WBC and neutrophil count for long-term ischemic
stroke events in this study, however, the predictors
chosen by us in this paper could be influenced by other
environmental elements or other diseases encountered
during follow-up, especially for such a long follow-up
period. We may need to focus more on this limitation
for our further study design and recruitment.

Conclusion
In conclusion, the results of our prospective study indi-
cate a positive association between the WBC, neutrophil
count and long term ischemic stroke events. The WBC
and neutrophil count had a similar ability to predict the
long term ischemic stroke events among Taiwanese. We
suggest that both WBC count and neutrophil count are
considered as risk factors for the risk of long term ische-
mic stroke events.

Competing interests
All authors declare that they have no competing interests.

Authors’ contributions
THW carried out the design and data collection and drafted the manuscript.
KLC carried out statistical analysis and revised the draft. HJL participated in
collecting data and statistical analysis. HCH participated in laboratory data
quality control and biochemical analysis. TCS participated in collecting data
and maintaining the study. MFC and YTL conceived of the study, and
participated in its design and coordination and helped to draft the
manuscript. All authors read and approved the final manuscript.

Acknowledgements
This study was partly supported by National Science Council (NSC 97-2314-B-
002-130-MY3, 97-3112-B-002-034). The authors express their thanks to the
adults in the Chin-Shan community who participated in the study.

Author details
1Department of Internal Medicine, National Taiwan University Hospital, Taipei
100, Taiwan. 2Institute of Epidemiology & Preventive Medicine, National
Taiwan University, Taipei, Taiwan. 3China Medical University Hospital,
Taichung, Taiwan.

Received: 10 February 2012 Accepted: 3 January 2013
Published: 15 January 2013

References
1. Ernst E, Hammerschmidt DE, Bagge U, Matrai A, Dormandy JA: Leukocytes

and the risk of ischemic diseases. JAMA 1987, 257(17):2318–2324.
2. Fuster V, Lewis A: Conner memorial lecture: mechanisms leading to

myocardial infarction: insights from studies of vascular biology.
Circulation 1994, 90(4):2126–2146.

3. Lee CD, Folsom AR, Nieto FJ, Chambless LE, Shahar E, Wolfe DA: White
blood cell count and incidence of coronary heart disease and ischemic
stroke and mortality from cardiovascular disease in african-american and
white men and women. Am J Epidemiol 2001, 154:758–764.

4. Madjid M, Awan I, Willerson JT, Casscells SW: Leukocyte count and
coronary heart disease Implications for risk assessment. J Am Coll Cardiol
2004, 44(10):1945–1956.

5. Folsom AR, Rosamond WD, Shahar E, Cooper LS, Aleksic N, Nieto FJ,
Rasmussen ML, Wu KK: Prospective study of markers of hemostatic
function with risk of ischemic stroke. The atherosclerosis risk in
communities (ARIC) study investigators. Circulation 1999, 100(7):736–742.
6. Izaks GJ, Remarque EJ, Becker SV, Westendorp RG: Lymphocyte count and
mortality risk in older persons. The leiden 85-plus study. J Am Geriatr Soc
2003, 51(10):1461–1465.

7. Jee SH, Park JY, Kim HS, Lee TY, Samet JM: White blood cell count and risk
for all-cause, cardiovascular, and cancer mortality in a cohort of Koreans.
Am J Epidemiol 2005, 162(11):1062–1069.

8. Elkind MS, Sciacca R, Boden-Albala B, Homma S, Di Tullio MR: Leukocyte
count is associated with aortic arch plaque thickness. Stroke 2002,
33(11):2587–2592.

9. Sen S, Hinderliter A, Sen PK, Simmons J, LeGrys VA, Beck J, Offenbacher S,
Moss K, Oppenheimer SM: Association of leukocyte count with
progression of aortic atheroma in stroke/transient ischemic attack
patients. Stroke 2007, 38(11):2900–2905.

10. Ovbiagele B, Lynn MJ, Saver JL, Chimowitz MI: Leukocyte count and
vascular risk in symptomatic intracranial atherosclerosis. Cerebrovasc Dis
2007, 24(2–3):283–288.

11. Huang G, Zhong XN, Zhong B, Chen YQ, Liu ZZ, Su L, Ling ZY, Cao H,
Yin YH: Significance of white blood cell count and its subtypes in
patients with acute coronary syndrome. Eur J Clin Invest 2009,
39(5):348–358.

12. Grau AJ, Boddy AW, Dukovic DA, Buggle F, Lichy C, Brandt T, Hacke W:
Leukocyte count as an independent predictor of recurrent ischemic
events. Stroke 2004, 35(5):1147–1152.

13. Chien KL, Su TC, Jeng JS, Hsu HC, Chang WT, Chen MF, Lee YT, Hu FB:
Carotid artery intima-media thickness, carotid plaque and coronary heart
disease and stroke in Chinese. PLoS One 2008, 3(10):e3435.

14. Chien KL, Hsu HC, Su TC, Chen MF, Lee YT, Hu FB: Apolipoprotein B and
non-high density lipoprotein cholesterol and the risk of coronary heart
disease in Chinese. J Lipid Res 2007, 48(11):2499–2505.

15. Lee YT, Lin RS, Sung FC, Yang CY, Chien KL, Chen WJ, Su TC, Hsu HC, Huang
YC: Chin-Shan Community Cardiovascular Cohort in Taiwan-baseline
data and five-year follow-up morbidity and mortality. J Clin Epidemiol
2000, 53(8):838–846.

16. Chien K, Cai T, Hsu H, Su T, Chang W, Chen M, Lee Y, Hu FB: A prediction
model for type 2 diabetes risk among Chinese people. Diabetologia 2009,
52(3):443–450.

17. Chen PC, Chien KL, Hsu HC, Su TC, Sung FC, Lee YT: Metabolic syndrome
and C-reactive protein in stroke prediction: a prospective study in
Taiwan. Metabolism 2009, 58(6):772–778.

18. Chien KL, Hsu HC, Chen PC, Su TC, Chang WT, Chen MF, Lee YT: Urinary
sodium and potassium excretion and risk of hypertension in Chinese:
report from a community-based cohort study in Taiwan. J Hypertens
2008, 26(9):1750–1756.

19. Hosmer DW Jr, Lemeshow S: The multiple logistic regression model. In
Applied logistic regression. 1st edition. New York: John Wiley & Sons;
1989:25–37.

20. Pencina MJ, D'Agostino RB, Steyerberg EW: Extensions of net
reclassification improvement calculations to measure usefulness of new
biomarkers. Stat Med 2010.

21. Elkind MS, Sciacca RR, Boden-Albala B, Rundek T, Paik MC, Sacco RL:
Relative elevation in baseline leukocyte count predicts first cerebral
infarction. Neurology 2005, 64(12):2121–2125.

22. Liu Q, Zhao D, Wang W, Liu J, Sun JY, Qin LP, Wu ZS: The association
between white blood cell count and 10-year cardiovascular risk in a
large Chinese cohort aged 35-64 years. Zhonghua Xin Xue Guan Bing Za
Zhi 2008, 36(5):453–457.

23. Frangogiannis NG, Smith CW, Entman ML: The inflammatory response in
myocardial infarction. Cardiovasc Res 2002, 53:31–47.

24. Ross R: Aatherosclerosis - an inflammatory disease. N Engl J Med 1999,
340:115–126.

25. Liuzzo G, Kopecky SL, Frye RL, O'Fallon WM, Maseri A, Goronzy JJ, Weyand
CM: Perturbation of the T-cell repertoire in patients with unstable
angina. Circulation 1999, 100(21):2135–2139.

26. Nadareishvili ZG, Li H, Wright V, Maric D, Warach S, Hallenbeck JM,
Dambrosia J, Barker JL, Baird AE: Elevated pro-inflammatory CD4+CD28-
lymphocytes and stroke recurrence and death. Neurology 2004,
63(8):1446–1451.

27. Chien KL, Su TC, Hsu HC, Chang WT, Chen PC, Sung FC, Chen MF, Lee YT:
Constructing the prediction model for the risk of stroke in a Chinese
population: report from a cohort study in Taiwan. Stroke 2010,
41(9):1858–1864.



Wu et al. BMC Neurology 2013, 13:7 Page 8 of 8
http://www.biomedcentral.com/1471-2377/13/7
28. Gan R, Sacco RL, Kargman DE, Roberts JK, Boden-Albala B, Gu Q: Testing
the validity of the lacunar hypothesis: the northern manhattan stroke
study experience. Neurology 1997, 48(5):1204–1211.

29. Urra X, Villamor N, Amaro S, Gomez-Choco M, Obach V, Oleaga L, Planas
AM, Chamorro A: Monocyte subtypes predict clinical course and
prognosis in human stroke. J Cereb Blood Flow Metab 2009,
29(5):994–1002.

30. Castillo J, Álvarez-Sabín J, Martínez-Vila E, Montaner J, Sobrino T, Vivancos J:
Inflammation markers and prediction of post-stroke vascular disease
recurrence: the MITICO study. J Neurol 2009, 256(2):217–224.

31. Kaptoge S, Di Angelantonio E, Lowe G, Pepys MB, Thompson SG, Collins R,
Danesh J: C-reactive protein concentration and risk of coronary heart
disease, stroke, and mortality: an individual participant meta-analysis.
Lancet 2010, 375(9709):132–140.

doi:10.1186/1471-2377-13-7
Cite this article as: Wu et al.: Total white blood cell count or neutrophil
count predict ischemic stroke events among adult Taiwanese: report
from a community-based cohort study. BMC Neurology 2013 13:7.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Study design and participants
	Measurement of clinical, lifestyle, and biochemical markers
	Statistical analysis

	Results
	Discussion
	Conclusion
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


